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Introduction
Living with a rare disease, or caring for someone with one, is a challenging journey 
marked by a never-ending search for new information, the right care and 
support—and plenty of uncertainty along the way. Patients often present with 
puzzling symptoms that many providers struggle to make sense of, and receiving a 
diagnosis can often take years. Even when a diagnosis is made, effective 
treatments can be scarce. Fewer than 5% of rare diseases have FDA-approved 
treatments, however, recent market trends are signaling a seismic shift.1 In fact, 
rare disease treatments now account for 72% of new drug launches, up from 51% 
in 2019.2 While increased investment in rare disease portfolios reflects a significant 
opportunity, pharma marketers face challenges unlike those in any other 
market—requiring a more nuanced approach to strategy, tactics, and messaging. 

1 in 10 people in the U.S. live
with a known rare disease,

50% of whom are children.
—National Organization for Rare Disorders1



What Are Rare Diseases?
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The Orphan Drug Act, passed by the U.S. Congress in 1983, defines a rare disease as a 
disease or condition that affects less than 200,000 people.3 Rare diseases are also 
defined by their impact on people’s lives.4 This can include:

To date, there are more than 10,000 known rare diseases, affecting more than 30 
million people nationwide.5-67 Those with rare diseases often face health inequities, 
have a decreased quality of life, work-related challenges, uncertainty, an emotional 
toll, and financial hardship.7-10 

These populations often endure a long and protracted journey until they receive a 
diagnosis, commonly referred to as a diagnostic odyssey.  In 2019, 36% of people who 
had been diagnosed with a rare disease received the diagnosis in the first year, while 
more than a quarter (28%) said it took 7 or more years.11 

• The number of years to get a diagnosis. 

• Symptoms that are often similar to many other conditions.  

• Symptoms that can impair daily life, the ability to work and keep a job, 

manage household tasks, or get through the day.  

• The lack of effective treatments.  

• The financial hardship on patients and their families. 

• The physical and mental exhaustion experienced by patients and caregivers.

Living with a rare disease doesn’t just mean getting treatments and seeing
doctors. Sometimes living with a rare disease means having the strength to
pull yourself up and face the world after a rough day of treatment, a
re-occurrence, or a doctor’s visit without answers. It can take years of
perseverance to get a diagnosis and start treatment and sometimes there
is no treatment available. Living with and caring for someone with a rare
disorder requires strength, empathy, and courage.

—Leigh P, rare disease patient12
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Orphan Drugs: A Unique, But Growing Market
Rare disease drugs are often referred to as orphan drugs. The term came about 
because some rare disease treatments have been “orphaned” or discontinued 
because there was not enough financial incentive to continue development or 
production.6

The Orphan Drug Act of 1983 incentivizes drug 
development for rare diseases.3 Companies and 
drug developers can receive the orphan drug 
designation if the drug meets certain criteria. 
They also can receive certain incentives such as 
tax credits for qualified clinical testing, waiver of 
the Prescription Drug User Fee, which is currently 
at nearly $3 million for a new drug, and potential 
exclusivity for 7 years. The Act also established the 
Orphan Product Grants Program, which provides 
funding to develop new products.13 

The Act has helped to make investment attractive 
for drug developers. The Act’s incentives— 
including tax credits, fee waivers, and 
exclusivity—have led to low development costs, a 
high profit margin, and a monopoly on treatment 
of the disease. The average annual cost for 
orphan drugs is twenty-five times higher than 
non-rare disease drugs, approximately $123,000.14 
The gross profit margin for the rare disease 
industry is over 80%—significantly higher than the 
pharmaceutical company average rate of 16%.14
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Although they are uncommon, rare diseases represent a large, rapidly expanding 
pharmaceutical market. These drugs doubled their market share in global 
prescription drug sales, increasing from less than 10% in 2014 to nearly 20% in 2023.15 
In 2024, orphan drugs accounted for 16% of global pharma revenue.16 In the U.S., the 
market was estimated to be worth over $90 billion and reach $197.31 billion in 2032.17

Orphan drug approvals are on the rise. In 2024, 26 of 50, or 52% of novel drug 
approvals were for rare diseases, up from 17 a decade earlier.18 Since the Orphan 
Drug Act was enacted, the FDA has approved more than 500 orphan drugs.19 By 2026, 
orphan drugs are projected to account for roughly 20% of prescription drug 
sales—growing approximately twice the rate of nonorphan drugs.20 Plus, 
investigational therapies for rare diseases are projected to make up nearly a third 
(29%) of total pharma pipelines by then as well.20  Despite this growth, 95% of rare 
diseases do not have treatment options.21 

As the orphan drug market continues 
to grow,
it’s becoming an increasingly
important growth
strategy for pharmaceutical
companies.
Large biopharmaceutical companies 
are expected
to market or co-market nine of the top 
10 best-selling orphan drugs in 2026. 
Those nine are expected to have 
orphan drug sales account for between 
16% and 39% of their projected sales in 
2026.22 Plus, the top 10 orphan drugs 
are projected to generate $57 billion in 
revenue in 2028.23

— Recent Trends in Rare Diseases
- Inizio

The Rare Disease market
is expected to reach

globally by

~$336B
2030.
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Challenges Abound For Rare Diseases
While the rare disease market has experienced tremendous growth, numerous 
barriers remain for providers, patients, and pharmaceutical companies.

Provider and patient issues
Rare diseases carry a unique set of obstacles for patients and their providers. 
According to one survey, the greatest challenges HCPs say they face today 
regarding the treatment and diagnosis of rare diseases include:24 

Research funding
Historically, rare disease research and drug development have faced 
inconsistent government funding, and recent policy shifts and pauses in federal 
funding have added to these challenges.25

Plus, rare diseases that disproportionately affect communities of color 
frequently receive less research funding, which further exacerbates inequities.26

Clinical trials 
Patient recruitment and retention for clinical trials have been a challenge for 
pharmaceutical companies. Small candidate pools, complex logistics, and 
specialized treatments make running clinical trials difficult for research sites, 
sponsors, and patients.27

Delays in 
patient

diagnosis

44%
Lack of 

education for 
physicians

30%
Shortages of 
physicians 

specializing in 
rare diseases

29%
Lack of 
access 

28%
Lack of 

awareness of 
rare disease 
symptoms

27%
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Rare Disease Clinical Trials, 2010-2024

Source: Trialtrove, January 2025

Inflation Reduction Act
The Inflation Reduction Act of 2022 has had a significant impact on rare disease 
drug pricing.29  Since the Act protects orphan drugs from price negotiation, it was 
originally designed to incentivize companies to invest in rare disease indications. 
Yet it may have unintentionally disincentivized the development of drugs with 
multiple rare disease indications. The reason is that the IRA’s orphan drug exclusion 
exempted drugs that are designated for only one rare disease or condition and 
approved for an indication (or indications) only for that disease or condition under 
the Medicare Drug Price Negotiation Program.30

The One Big Beautiful Bill, signed into law in July 2025, broadens and extends the 
orphan drug exclusion by allowing drugs with multiple rare disease indications to 
be exempt from the price negotiation program. It also delays price negotiations 
until the drug is approved for a non-orphan indication.31-32 Experts say this change 
may encourage greater private investment in the rare disease space and increase 
the value of assets with multiple possible rare disease indications.33
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To address these gaps, patient advocacy 
groups like the National Organization for 
Rare Disorders (NORD) can help find 
candidates as well as rare disease patient 
registries. Plus, Decentralized Clinical 
Trials (DCT) that use telemedicine, digital 
health technologies, and wearables, can 
deliver clinical supplies, ship collected 
specimens, and provide remote 
supervision—helping increase 
enrollment, improve patient diversity, 
and reduce costs.28 
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Source: Evaluate Pharma, February 2022

Rare Disease as a Growth Strategy
As a result of the demand for new treatments, lower investment costs, a higher 
probability for regulatory success, and quicker timelines, among other advantages, 
it’s no surprise that pharmaceutical companies are making strategic moves to 
bolster their rare disease portfolios.20 
In 2025, some moves included:

With brands accelerating 
investment in rare disease 
portfolios, we expect that pharma 
marketers will be prioritizing new 
strategies to keep pace, and 
focusing on targeted messaging 
about rare disease education, 
upcoming and now-approved 
drugs, and the mechanism of 
action (MOA) for new treatments.  

Novartis acquired 
Avidity Biosciences, Inc. 
for $12 billion, gaining a 

biopharmaceutical 
company focused on a 

new class of 
therapeutics enabling 

RNA delivery to 
muscle.34 

Eli Lilly signed a deal with 
MeiraGTx Holdings, 

potentially worth over 
$475 million, granting it 

rights to an experimental 
gene therapy for a rare, 
inherited disorder that 

causes severe vision loss 
from birth.35 

Denali Therapeutics, Inc. 
secured $275 million in 

funding for Tividenofusp 
alfa, its investigational 

TransportVehicle™-enabled 
enzyme replacement 

therapy for the treatment of 
mucopolysaccharidosis 
type II (MPS II, or Hunter 

syndrome).36 
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Brand Name Pharmaceutical Company

Medexus
Allogeneic

hematopoietic stem
cell transplantation

5-year revenue
potential: $100MM

Disease Projected Revenue in 2030/
Estimated peak sales

Grafapex

Mirum
Cerebrotendinous

Xanthomatosis 
$128MM Ctexli

Springworks
Neurofibromatosis
Type 1-associated

Plexiform Neurofibromas 
$824MM Gomekli

Deciphera

Symptomatic
tenosynovial giant

cell tumor where surgery
could cause severe problems 

$150MM Romvimza

Neurotech
Idiopathic Macular

telangiectasia type 2 
Estimated peak sales

between $250-400MM 
Encelto

PTC Hyperphenylalaninemia 
957MM. Estimated peak sales

between $1.2 BN - $1.5BN
Sephience 

Crinetics
$1.14B. Estimated peak

sales of $2.4BN 
Palsonify

Ionis Hereditary angioedema 

Acromegaly in patients with
an inadequate response to

surgery or are not
surgical candidates

$430MM. Estimated
peak sales of $500MM+ 

Dawnzera

Jazz
H3 K27M-mutant

diffuse midline glioma 
$226MM Modeyso

Liqudia

Pulmonary arterial
hypertension and

pulmonary hypertension
associated with interstitial

lung disease 

Estimated peak sales
between $685MM - $2BN

Yutrepia

Recently Approved Rare Disease Therapies 
Pharma companies are increasing their investments in rare disease portfolios. Here 
are the some of the top drugs approved by the FDA last year. 
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Considerations for Brand Marketers 
Because the rare disease market differs fundamentally from mainstream 
therapeutic areas, it presents a unique set of challenges for pharma marketers. 

With lower prevalence and less geographic concentration, building brand 
awareness and reaching target audiences at scale is difficult.50

Smaller patient populations

HCPs, patients, and caregivers often have limited information about rare 
diseases and treatment options. 

Limited awareness

Developing and marketing therapies can be costly, and brands often have 
smaller budgets than those for more common conditions. 

Lower marketing budgets

Access to necessary treatments can stall due to manual processes, incomplete 
or inaccurate documentation, response time delays, inadequate peer-to-peer 
reviews, and more.53 In fact, 94% of HCPs say prior authorization always, often, 
or sometimes delays patient access to necessary care.54

Prior authorization
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How to Develop Effective Campaigns
Given the unique challenges, rare disease marketing requires a differentiated 
strategy and nuanced approach. Here are some considerations pharma 
marketers should think about before launching a campaign. 

Build awareness
Since rare diseases are, by definition, uncommon, brands must work harder to 
build awareness of both the condition and available treatment options among 
HCPs and patients.

Educate
As patients seek out the latest research, support, and recommendations, HCPs 
must be armed with information about patient advocacy groups, information 
centers, clinical trials, community resources, and upcoming treatments.56

Accelerate access
To reduce prior authorization delays, brands should increase awareness about 
requirements, available tools, and support that can simplify the process. For 
example, checklists and sample clinical documentation can allow HCPs to receive 
approvals and speed up access to care.50 Information about coverage, formularies, 
and patient support programs can also improve access. 

Prioritize personalization
Campaign tactics should be focused on patient-centric content. For example, 
marketers may consider sharing patient stories that speak about the unique 
experiences and burden on patients and their caregivers. Storytelling should foster 
awareness, empathy, and the importance of community. 

42% of HCPs
say increasing provider education will

have a positive impact on the rare disease space.
—Definitive Healthcare57
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Marketers who develop thoughtful campaign strategies and tactics that focus on 
awareness, education, and patient-centered messaging will effectively reach, 
engage, and support HCPs and their patients.

• Dosing

• New Indication
• Safety

• Physician Resources

• MOA

• Patient Support

• Cost

Drive engagement 
Messaging must be highly relevant to effectively engage rare disease prescribers. 
Therefore, campaigns should include pre-approval messaging that aims to 
educate about symptoms and risk factors, identify potential patients, and promote 
emerging treatments. Campaigns with now approved messaging can point to 
clinical trial data to prove the clinical value, patient access programs, available 
support such as helplines, and mechanism of action (MOA). In fact, data from 
epocrates shows that rare disease prescribers have 45% higher engagement* on 
the following topics:58 
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Drug Pharmaceutical Company

Denali Hunter syndrome ~$546MM

Disease Estimated Peak Sales

Tividenofusp alfa
(DNL310)

Ultragenyx + Abeona
Therapeutics

Sanfilippo syndrome
type A

~$540MMUX111 –

Takeda + Arrowhead
Pharmaceuticals

Alpha-1 antitrypsin
deficiency-associated

liver disease
~$4.1BNFazirsiran

Regenxbio Hunter syndrome ~$400MM
Clemidsogene
lanparvovec

(RGX-121)

Ultragenyx
Glycogen Storage
Disease Type 1a

~$700MMDTX401

Regeneron + Alnylam
Pharmaceuticals

Generalized Myasthenia
Gravis

~$500MMCemdisiran

Wave Life Sciences
Boys with DMD who

carry mutations suitable
for exon 53 skipping

$250MM - $1.1BNWVE-N531

Sangamo
Therapeutics

Class and late-onset
Fabry Disease

$350MM - $1.4 BNST-920

MeiraGTx
Severe xerostomia
secondary to head

& neck radiation
~$200MM - $1 BNAAV2-hAQP1

2026 and Beyond:
Rare Disease Therapies in Development

Rare Disease Therapies in the Pipeline By Revenue59-68

Orphan drugs are increasingly gaining market share. Here are 10 of the top 
treatments by revenue currently in development. 
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About epocrates
epocrates, an athenahealth company, is a trusted clinical intelligence platform, built
to power clinical decisions across every stage of care. Designed for clarity, speed, and
practical use, epocrates delivers essential drug and clinical insights at the point of
care—helping healthcare professionals make confident, evidence-based decisions
when it matters most. Our platform also offers opportunities for reaching clinicians
through digital advertising.
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Engaging HCPs around Rare Disease Therapies
The rare disease landscape presents distinct challenges for treatment development 
and marketing, yet it offers significant revenue potential, representing a compelling 
growth opportunity for pharma companies. With small patient populations, lack of 
awareness, regulatory barriers, and limited marketing budgets, the rare disease 
market is complex and challenging. Yet for brands that take a thoughtful, nuanced 
approach that this unique market demands, they will undoubtedly come out ahead. 

Before launching a strategy, pharma marketers must consider the characteristics, 
needs, and challenges of this market and develop campaigns that build awareness, 
provide education, reduce barriers, and effectively engage HCPs with the right 
messaging at the right time. Targeted campaigns delivered on specialized platforms 
that HCPs trust allow for meaningful experiences and foster greater awareness and 
potential adoption.

Ready to learn more about digital
advertising to HCPs on epocrates?
Scan the QR code or visit
http://epocrates.com/discover/advertise.
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