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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; 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 forward-looking statements contained in this presentation as a result of new information.
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Our People Set Us Apart – Expertise and Discipline Lay the Groundwork for Future Growth

Strong Research and
Development Capability

Excellence in
Commercial Execution

Proven and Disciplined
Business Development

We leverage deep drug
development experience and
an agile approach to
continually innovate with our
existing medicines and bring
new ones to market

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
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Horizon is a Leading, Innovation-Driven Biotech with Strong Commercial and R&D Capabilities

Pipeline

Commercial

Capital Structure

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

representing 47%
year-over-year growth

and cash equivalents
at Sept. 30, 2022

Growth Resources

$1B+ cash flow from
operations

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

(1) Because the UPLIZNA IgG4-RD trial is an event-driven trial, the readout timing may extend beyond 2023.

5

Key Approved Products at Horizon Are First In Class Agents for Patients with Serious Diseases

for Thyroid Eye Disease
• TED is a rare, serious,
progressive and visionthreatening autoimmune
disease
• TEPEZZA is a monoclonal
antibody targeting IGF-1R
designed to block receptor
signaling and fibroblast
proliferation

For Uncontrolled Gout
• Gout is a form of inflammatory
arthritis caused by uric acid
crystal formation in joints
characterized by painful
recurrent attacks
• KRYSTEXXA is a recombinant
uricase enzyme that breaks
down uric acid

for NMOSD
• NMOSD is an autoimmune,
inflammatory disease of the
central nervous system
• UPLIZNA is an anti-CD19
monoclonal antibody
engineered for deep, broad
and durable B-cell depletion

NMOSD: Neuromyelitis optica spectrum disorder

6

Prioritizing
Our Pipeline
Through Focused
Internal Innovation
and Strategic
External Business
Development

Expanding Our Pipeline to Drive Long-Term Growth
Medicine/Candidate

UPLIZNA

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

Daxdilimab

Discoid Lupus Erythematosus (DLE)(1)
Lupus Nephritis (LN)(1)
Dermatomyositis (DM)(1)
Sjögren’s Syndrome(2)

Dazodalibep

Rheumatoid Arthritis(3)
Kidney Transplant Rejection
Focal Segmental Glomerulosclerosis (FSGS)(1)

HZN-825
ADX-914

Diffuse Cutaneous Systemic Sclerosis (dcSSc)
Idiopathic Pulmonary Fibrosis (IPF)
Additional Autoimmune Disease(1,4)
Subcutaneous Administration
Diffuse Cutaneous Systemic Sclerosis (dcSSc)

HZN-1116
Alpine
ARO-XDH
HemoShear

Phase 1

Phase 2

Phase 3

• >20 programs
• Initiated 3 clinical trials
year-to-date
• 10 potential approvals in the
second half of the decade
• 3 additional Phase 4 programs:
− TEPEZZA chronic/low CAS
TED
− KRYSTEXXA shorter infusion
duration
− KRYSTEXXA monthly dosing

Atopic Dermatitis(4)
TED in Japan (OPTIC-J)

TEPEZZA

Preclinical

Autoimmune Diseases
Autoimmune Diseases(5)
Next-Gen Uncontrolled Gout(5)
Novel Gout Targets(5)

IgG4: Immunoglobulin G4. | TED: Thyroid eye disease.
CAS: Clinical activity score.
(1) Planned programs; not yet initiated.
(2) Announced positive topline results for patients with moderate-tosevere systemic disease activity on September 12, 2022. The trial met
the primary endpoint and was well tolerated. Patient population with
localized symptoms is fully enrolled and trial continues to progress.
(3) Trial complete. Announced positive topline results on May 3, 2022.
The trial met the primary endpoint across all doses and was
well tolerated.
(4) Horizon has an option to acquire ADX-914 from Q32 Bio on prenegotiated terms through the completion of Phase 2 clinical trials.
Phase 2 trials to be conducted by Q32.
(5) External collaborations.
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R&D Strategy: Expanding Our Pipeline by Broadening Our Ambitions and Significantly
Increasing Our R&D Investment

Expand therapeutic
areas of focus to build
on established areas of
expertise

Maximize pipeline
molecules through
internal research and
development

Expand our early-stage
pipeline through
partnerships and
collaborations

Added neuroimmunology,
dermatology and respiratory

Announced five new programs for
daxdilimab (HZN-7734) and
dazodalibep (HZN-4920)

HemoShear, Arrowhead and
Alpine collaborations

Building a robust
research organization
and discovery engine

Building an internal engine to
generate high-quality INDs in the
coming years ahead

IND: Investigational new drug.
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We Have Meaningfully Expanded Our Therapeutic Areas of Focus
Core Therapeutic Areas

Neuroimmunology

Nephrology

Rheumatology

Areas of Expansion

Respiratory

Ophthalmology

Endocrinology

Dermatology

10

Advancing Horizon’s Position as a Leading Biotech With a Rapidly Growing Pipeline
Expanding Our Pipeline Through Aggressive Internal Investment and External Business Development

Future
2022
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

• >20 pipeline programs
• U.S. FDA approval for
administration of KRYSTEXXA with
methotrexate
• Initiated 3 new clinical trials,
including daxdilimab for AA
• Met the primary endpoint in
dazodalibep Sjögren’s syndrome
trial for population one; positive
topline data readout for RA trial
• Entered into collaboration and
option agreement with Q32 Bio
• R&D spend expected to be low
double-digits as a % of net sales1

• 10 potential approvals in the
second half of the decade
• Expect several important data
readouts for TEPEZZA, UPLIZNA
and daxdilimab
• Initiate a Phase 3 program for
dazodalibep in Sjögren’s
syndrome
• Significantly increase R&D spend;
double-digits as a % of net sales
• Expand pipeline through internal
innovation and business
development
• Generate high-quality INDs
through internal R&D
• Continue to build out our R&D
organization with top talent

LPAR1: Lysophosphatidic acid receptor 1. | AA: Alopecia areata. | RA: Rheumatoid arthritis. | IND: Investigational new drug. (1) Based on guidance as of August 3, 2022. By this presentation Horizon is not updating or confirming its prior guidance.
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Commercial
Execution
Generating strong,
continued growth for
TEPEZZA, KRYSTEXXA
and UPLIZNA

Horizon Excels in Commercial and Medical Affairs Capabilities

Expertise in market
development and
strategic product
positioning

Optimized go-tomarket model for
complex, multispecialty therapies

High-touch, patient
centric model

Exceptional sales
execution, including
ability to recruit,
retain and motivate
talent
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A Compelling Transformational Growth Story in Biotechnology
12x
$3.60B(1)

$297M
2014

2022E

Net Sales
Inflammation Segment

Orphan Segment

(1) Midpoint of full-year 2022 net sales guidance as of November 2, 2022. By this presentation Horizon is not updating or confirming its prior guidance.
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Generating Strong, Continued Growth Driven by TEPEZZA, KRYSTEXXA and UPLIZNA

TEPEZZA is the First and
Only Medicine Approved
for Thyroid Eye Disease
• >100K: Estimated U.S.
moderate-to-severe TED
patients appropriate for
TEPEZZA(1)
• 15K-20K: Estimated U.S.
annual incidence of moderateto-severe TED patients(1)
• 3K-5K: Estimated addressable
annual incidence of acute
moderate-to-severe TED
patients in Japan(1)

KRYSTEXXA is the Only
Medicine Approved For
Uncontrolled Gout
• 9.5M: Estimated U.S. gout
patients growing at
low-single digits per year(2)
• >100K: Uncontrolled gout
patients appropriate for
KRYSTEXXA in the U.S.,
growing in line with gout
population(3)
• <5% penetration(4); significant
opportunity exists

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

• Evaluating launches in several
additional countries
TED: Thyroid eye disease. (1) Horizon estimate. (2) 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.
(3) Approximate number of patients in our annual addressable target market in rheumatology and nephrology; Horizon estimate. (4) Horizon estimate of patients treated in 2020.
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TEPEZZA: Confident in Global Peak Annual Net Sales Expectations and Path to Get There
Drivers of Recent Growth : Continued Strong Uptake and
Expanded TEPEZZA to More Patients

1
2
3

TEPEZZA Has a Significant Opportunity to
Achieve Global Peak Annual Net Sales
>$4B(1)

Educated physicians and all key
stakeholders about TED a full 6 months
ahead of FDA approval
High-Teens
Growth(1)

Doubled our commercial organization to
drive new prescribers and further
penetrate our existing prescriber base
Invested significantly in DTC marketing
initiatives to increase awareness of
TEPEZZA and TED

$1.66B

$820M

2020

2021

2022E

Peak

(1) Horizon estimates of TEPEZZA growth and peak U.S. annual net sales of >$3B and TEPEZZA ex-U.S. estimate of >$1B peak annual net sales. | DTC: Direct to consumer.
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KRYSTEXXA: Significant Opportunity Exists to Exceed $1B in U.S. Peak Annual Net Sales(1)
Drivers of Recent Growth: Expand Adoption, Earlier Use and
Length of Therapy

1

Continued Strong Growth and Significant
Peak Annual Net Sales Opportunity
>$1.5B(1)

Initiated KRYSTEXXA with
methotrexate strategy for a safer, more
efficacious standard of care

2

Reframed the disease to expand HCP
knowledge of systemic urate burden and
the consequences of disease if left untreated

3

Identified nephrology as an additional
therapeutic area of opportunity
for KRYSTEXXA

44%
CAGR

~25%
Growth(1)
$566M

$91M

2016

2017

2018

2019

2020

2021 2022E

Peak

CAGR: Compound annual growth rate.
(1) Horizon estimates of KRYSTEXXA growth and U.S. peak annual net sales of >$1.5B.
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UPLIZNA: Significant Opportunity Exists to Exceed $1B in Global Peak Annual Net Sales(1)
Drivers of Recent Growth: Transition Existing Patients and
Drive Uptake in New Patients

1

Drove awareness and understanding
of the full range of benefits and
differentiated clinical profile

2

Developed site-of-care and reimbursement
support to assist in the complex
aspects of the UPLIZNA patient journey

3

Built a commercial team with deep
neuroimmunology experience,
relationships and market knowledge

UPLIZNA Global Peak Annual Net Sales Opportunity
>$1B(1)

$71M(3)

$113M(4)

$12M(2)
2020

2021

2022 YTD

Peak

(1) Horizon estimate of UPLIZNA global peak 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
approved for NMOSD in the U.S., EU member states, Japan and China. (2) Viela sales. (3) UPLIZNA was acquired on March 15, 2021. Includes $10.6M that Viela reported prior to acquisition. (4) Through September 30, 2022, year-to-date UPLIZNA net sales
included $17.0M in international net sales related primarily to revenue and milestone payments from the Company’s international partners.
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Successful
Business
Development
Delivering Significant
Returns to All
Stakeholders

Business Development is a Critical Part of Our Strategy to Build a Robust Pipeline
Strong financial position provides flexibility to pursue future business development opportunities

Maintaining strong
focus
in rare diseases with
significant unmet need

Expanding to additional
diseases areas

Balancing across onmarket opportunities
and early to
late-stage development
programs

Increasing researchbased partnerships and
collaborations
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BD Excellence: Horizon Has Closed $8B+ in Licenses, Collaborations, Options and Acquisitions
in Eight Years

Gout Discovery
Collaboration

May 2015

Acquisition of Hyperion
Therapeutics, Inc.

May 2017

Acquisition of River Vision
Development Corp.

January 2019
Collaboration with
HemoShear Therapeutics LLC

March 2021
Acquisition of

Viela Bio
June 2021

Collaboration with Arrowhead
Pharmaceuticals, Inc.

2015

2017
January 2016
Acquisition of Crealta
Holdings LLC

September 2014
Acquisition of Vidara
Therapeutics plc

October 2016
Acquisition of Raptor
Pharmaceutical Corp.

January 2018
• Acquisition of HZN-003 from
MedImmune LLC
• Partnered with XL-protein
GmbH on PASylated Uricase

2022
2021

2019

Early Stage Gout
Programs

Immune Sciences

2020

2018

2016

2014

December 2021
Collaboration with Alpine

April 2020

Acquisition of Curzion
Pharmaceuticals

HZN-825

August 2021
Collaboration and
Option Agreement
with Q32 Bio
ADX-914
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Strong Track Record of Business Development Has Led to Significant Return on Investment
TEPEZZA

KRYSTEXXA

24x

4x
.face
a

$3.5B(2)

$2.1B(2)

$510M

$145M(1)
Acquisition Cost

Net Sales Achieved Through 1H22

Acquisition Cost

Net Sales Achieved Through 1H22

Rare Disease Medicines

Inflammation Medicines

1.4x

27x

a

a

$2.4B
$2.1B(2)

$3.5B(2)
$80M
Acquisition Cost

Net Sales Achieved Through 1H22

Acquisition Cost

Net Sales Achieved Through 1H22

(1) Does not include milestone payments or royalties. (2) Cumulative net sales since acquisition through June 30, 2022. | Note: Rare Disease Medicines include: RAVICTI, PROCYSBI, ACTIMMUNE, BUPHENYL and QUINSAIR. | Inflammation Medicines include: PENNSAID 2% and VIMOVO.
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Desired Criteria for Business Development & Partnering Opportunities
Desired Attributes

“Tablestakes Criteria”

• Priority areas are rheumatology, nephrology, ophthalmology
and endocrinology

• High degree of unmet need

• Also pursuing opportunities in areas of expansion for Horizon:
neuroimmunology, dermatology, respiratory

• Compelling physician, payer and patient value proposition

• Rare patient populations (<200K prevalence in U.S.), but
open to larger populations particularly when a subgroup of
patients may differentially benefit

• Differentiated profile

• Platform, preclinical, clinical and commercial-stage
opportunities

• Strong IP

• Novel therapies with meaningful advancements in care,
supported by sound rationale and compelling data

• Specialist call point

• Open to regional ex-U.S. commercial, or near-commercial,
opportunities to accelerate our global footprint
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We Are Limited Partners in Select Venture Capital Funds to Broaden our Network and Deepen
our Engagement with the Early-Stage Innovators in Biotechnology

Forbion Growth
Opportunities
Fund I

Forbion V

Early to mid-stage, European
biotech coverage

RiverVest Venture Fund V

Aisling Capital V

Early-stage, U.S. biotech
coverage

Mid- to late-stage, U.S.
biotech/pharma coverage

Future Strategic Goals
• Continue building relationships in the biotech venture community
• Seek syndicate/co-investment opportunities in our strategic areas of focus
• Seek opportunities for direct engagement with strategically aligned startup companies through board observer seats
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We are Also Seeking Syndicated Investment Opportunities Alongside Trusted VC Partners
Investment Strategy and Criteria
• Seeking investments in our therapeutic areas of interest with terms consistent with other syndicate
investors
• Open to both product and platform opportunities including promising preclinical programs
• Building long-term, mutually-beneficial relationships with syndicate members and company
management
• Desire to assist startups in their strategic goals via access to Horizon expertise (R&D, Regulatory,
Commercial)
• Interested in a Board Observer seat

25

Key Environmental, Social and Governance (ESG) Factors for Horizon: Overview
ESG at Horizon is Overseen by Our Nominating and Corporate Governance Committee
We go to incredible lengths at Horizon to impact lives and make the world a better place. Our mission is simple and powerful: to improve
people’s lives. 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

We employ
strong
corporate
governance
principles
and practices

Our Purpose
and Our Focus
on Ethics and
Integrity

Access to
Medicines and
Our PatientCentric Focus

We build
healthier
communities,
urgently and
responsibly

We make health
a priority,
not a privilege

Engaged,
Award-Winning
Corporate
Culture;
Commitment to
Diversity
We invest in
our culture and
are consistently
recognized for
our engaged
and diverse
workforce

Our Product
Supply Chain

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

Minimizing
Environmental
Impacts

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

More information on Horizon’s Key ESG Factors, including our 2021 SASB Index, is available here
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Appendix
Selected R&D and
Marketed programs

TEPEZZA (Teprotumumab-trbw)
Human monoclonal antibody
inhibitor of insulin-like growth
factor-1 receptor (IGF-1R)
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TEPEZZA Mechanism of Action Inhibits IGF-1R Signaling

• Insulin-like growth factor-1 receptor
(IGF-1R)/Thyroid stimulating
hormone receptor (TSHR) signaling
key in TED
• TEPEZZA is a human monoclonal antibody
inhibitor of IGF-1R
• Binds to IGF-1R/TSHR complex and blocks
downstream signaling
• Targets the pathology at TED’s source,
reducing production of hyaluronic acid,
halting inflammation and retro-orbital tissue
expansion
• Pathway is common in patients with high and
low clinical activity scores
TED: Thyroid Eye Disease.
Eye Pathology – Eagle R.C. 2017
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TEPEZZA is the First and Only Medicine Approved for Thyroid Eye Disease (TED)
OPTIC Phase 3 Trial: Proptosis Response
(Reduction of ≥2 mm) at Week 24

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)

IGF-1R: Insulin-like growth factor 1 receptor.
(1) Horizon estimate.
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UPLIZNA (Inebilizumab-cdon)
Next-Generation B-Cell
Depleter with a Novel,
Targeted Approach

UPLIZNA: Anti-CD19 Provides More Complete B-Cell Depletion

Stem cell

Pro-B cell

Pre-B cell

Immature
B cell

Naïve
B cell

Mature B cell
Memory B cell

Directly targeted by UPLIZNA but not by
anti-CD20 agents

Plasmablast

Plasma cell

Periphery

Bone marrow

CD19CD19
expression
expression

CD20 expression

Targets a broader range of B cells
for depletion

Demonstrated depletion of B cells
to <1 cell/μL

Shown to be effective at preventing
attacks for at least four years in the
open-label period(1)

CD19: Cluster of differentiation 19. | CD20: Cluster of differentiation 20. | IgG: Immunoglobulin G. | IgM: Immunoglobulin M. | IgD: Immunoglobulin D.
(1) Adapted from Cree et al. Poster presented at the American Association of Neurology 2021 Virtual Annual Meeting, April 17–22, 2021.
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UPLIZNA Being Pursued in Two 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 muscles, especially
those that control the eyes, mouth, throat, and limbs

IgG4-Related Disease (IgG-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

• Phase 3 randomized placebo-controlled 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

LPAR1 Antagonist with
Early Signals of Benefit in
Fibrotic Diseases, Areas
with High Unmet Need
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HZN-825 Selectively Blocks LPAR1 and May Provide Therapeutic Benefit in Fibrotic Diseases

• HZN-825 blocks the LPAR1 pathway and has potential to
impact fibrotic diseases

HZN-825 Blocks the LPAR1 Pathway;
Potential Impact on Fibrotic Diseases

• In preclinical and / or clinical studies, LPAR1 antagonism
has been shown to:
- Reduce immune cell infiltration
- Protect against development of fibrosis
- Reverse established fibrosis

LPAR: Lysophosphatidic acid receptor.
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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

Rare, chronic autoimmune disease that can progress to
internal organ damage; high mortality rate(1)
Primarily managed by rheumatologists
Phase 2b pivotal trial underway

Initiating out 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 initiated in Q4 2021

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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Daxdilimab (HZN-7734)
First and only pDC depleter in clinical
development: Fully human monoclonal
antibody targeting immunoglobulin-like
transcript 7 (ILT7)

What are pDCs and Why are They Important in Autoimmune Diseases?
pDCs, Inflammation and Autoimmune Disease
• In healthy individuals, pDCs are present in low
numbers, driving an appropriate immune
response to fight infection
• In individuals with certain autoimmune diseases,
pDCs are found in high concentrations in target
tissue, which results in significant inflammation
and tissue damage that are a hallmark of
autoimmune disease
• Daxdilimab was designed to be an efficient pDC
depleter, targeting a main driver of inflammation
without impairing the body’s overall antiviral
response

transcript 7; pDCs: plasmacytoid dendritic cells
Source ILT7: Immunoglobulin-like : Karnell et al (2021) Sci Transl Med, 13(595), 14.
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Evaluating Five Indications for Daxdilimab (HZN-7734) where pDCs are Implicated
First and Only pDC Depleter in Clinical Development
Alopecia
Areata (AA)

Discoid Lupus
Erythematosus (DLE)

• AA: an autoimmune
disorder characterized by
nonscarring hair loss

• DLE: chronic, inflammatory
skin condition that
presents as intense
inflamed lesions that heal
with scarring

• Status: Phase 2 trial
underway

• Next step: Planning to
initiate Phase 2 trial

Lupus
Nephritis (LN)

Systemic Lupus
Erythematosus (SLE)

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

• SLE: an autoimmune
disease that manifests as
skin rashes, arthritis,
nephritis, and serositis

• Next step: Planning to
initiate Phase 2 trial

• Next steps: Phase 2 trial
underway, with first
patient enrolled in
June 2021

Dermatomyositis (DM)

• DM: autoimmune,
inflammatory disorder
characterized by rashes
that often burn and
debilitating muscle
weakness
• Next step: Planning to
initiate Phase 2 trial

pDCs: Plasmacytoid dendritic cells.
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Dazodalibep (HZN-4920)
CD40L Antagonist Designed to
Block a Central Pathway
Involved in Many Autoimmune
and Inflammatory Diseases

40

CD40-CD40L Pathway Plays a Central Role in Autoimmune and Inflammatory Diseases
• CD40/CD40L interactions play a critical role in driving
immune responses, including the
T-cell-dependent activation of B cells, central to the
production of pathogenic autoantibodies
• CD40/CD40L can trigger overstimulation of immune cells
leading to an immune response cascade and driving
inflammation
• CD40L drives inflammation through its interaction with
CD40 which is expressed on several tissues in the salivary
gland, spleen, kidney, joint, gut and skin
• The CD40/CD40L pathway is implicated in many
autoimmune diseases including Sjögren’s syndrome, RA,
immune mediated kidney diseases and transplantation

CD40: Cluster of differentiation 40. | CD40L: Cluster of differentiation 40 ligand. | RA: Rheumatoid arthritis.
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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
Rheumatoid
Arthritis (RA)

Kidney Transplant
Rejection (KTR)

• RA: a chronic inflammatory
disorder characterized by
progressive destruction of joints

• KTR: occurs when the immune
system detects an organ
transplant as a threat and attacks
it; results in organ rejection

• Status: Phase 2 trial complete;
announced positive topline
results 1H 2022; trial met
primary endpoint across all doses
and was well tolerated

• Next steps: Phase 2
open-label trial underway

Sjögren’s
Syndrome

• Sjögren’s: chronic, systemic
autoimmune disease attacking
the salivary and tear (exocrine)
glands, with severe cases
affecting multiple organs
• Status: met primary endpoint in
population one patients with
moderate-to-high systemic
disease activity as defined by
ESSDAI as a score of ≥ 5

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: Planning to initiate
Phase 2 trial

• Next Step: data readout in 2023
CD40L: Cluster of differentiation 40 ligand.
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KRYSTEXXA (Pegloticase)
Recombinant Uricase Enzyme
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KRYSTEXXA Is a Recombinant Uricase Enzyme That Converts Urate Into Allantoin
Mechanism of
Action

How Pegloticase Works

•

•

KRYSTEXXA
disease progression1)
, the
source of uric acid
crystals,
,
allantoin

Before

After

1. Sundy, John S., et al. Jama 306.7 (2011): 711-720.
2. Terkeltaub R, et al. Arthritis Res Ther. 2006;8:S4.
3. McDonagh EM, et al. Pharmacogenet Genomics. 2014;24:464-476.
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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
pegloticase plus methotrexate (MTX)
• 71 percent of patients achieved
a complete response rate at
Month 6
• Approved and label updated

Demonstrate
Benefit in Broader
Populations

Improve Patient
Experience

PROTECT: Completed open-label
trial evaluating KRYSTEXXA for
uncontrolled gout in kidney
transplant patients (most severe)
• 89 percent of patients achieved
the primary endpoint

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

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

Monthly dosing (FORWARD):
Open-label trial underway to
evaluate 16mg monthly dosing of
pegloticase 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. | PROTECT: Open-label trial with 18 patients.
sBLA: Supplemental biologics license application. | sUA: Serum uric acid. | ASN: American Society of Nephrology. | RCT: Randomized controlled trial.
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HZN-1116

Human monoclonal antibody
that binds and neutralizes the
function of FLT3-Ligand
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HZN-1116 Mechanism of Action

A First-in-Class FLT3-Ligand Antagonist

• Human monoclonal antibody that binds
and neutralizes the function of FLT3L,
reducing pDCs and cDCs
• Phase 1 basket trial underway in
autoimmune diseases
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