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Introduction

For years, the rare disease community has looked forward to 
a time when patients and physicians will be able to choose 
among multiple treatment options to provide the best care. 
For some rare conditions, that day has arrived. In the U.S., 
four therapies are now available to patients with Duchenne 
muscular dystrophy (DMD) and three each for spinal muscular 
atrophy (SMA) and transthyretin amyloidosis (ATTR). 

Syneos Health has shed light on these questions and related issues 
by surveying payers who have direct experience with DMD, SMA and 
ATTR. Their responses suggest that manufacturers must be prepared to 
negotiate on price, rebates and other matters. Our interviews also add 
support to a body of research showing that payers are adopting more 
restrictive practices in response to the growing number and high costs of 
orphan products. 

In this whitepaper—the first in a two-part series—we will review the 
treatment landscape for DMD, SMA and ATTR and examine how payer 
perceptions and practices are evolving. In Part 2 we will recommend 
specific steps manufacturers can take to ensure their medicines are 
available to all patients who can benefit. 

Number of therapies  
available in the  
United States

4   
DMD

3   
SMA

3   
ATTR
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How will the emergence of 
competition in rare disease 
treatments affect market access?

Does the enhanced therapeutic 
landscape alter payer decisions 
concerning utilization management? 
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Landscape Analysis

Numerous studies and surveys have shown that the rising number of approved orphan drugs 
and their relatively high retail prices are squarely on the radar for insurers. While rare diseases 
still occupy a low position on payer rankings of budgetary concerns, this does not mean the 
patient journey is free of market-access hurdles. Research shows that virtually all rare disease 
conditions currently require prior authorization (PA) before treatment commences—and this is 
just the beginning.  

Reimbursement challenges are likely to persist and ramify, even as innovations from 
pharmaceutical pipelines are transforming patient lives at a remarkable pace. 

Orphan Products = Financial Pressure 
Orphan drugs cost, on average, 350% more than non-orphan products. And the FDA is approving 
more such treatments every year, increasing financial pressure on payers.

Average Annual Cost per Patient Number of Novel Drugs Receiving Orphan  
 Designation Between 2013 and 2020

The National Institutes of Health estimates 25-30 million Americans are affected by one of 7,000 
different rare diseases, defined as conditions affecting fewer than 200,000 people. Historically, 
patients had few options for treating these illnesses. The picture has improved somewhat over 
the past seven years. And as new therapies arrived, payers covered most or all of them, once PA 
requirements were met. But with the emergence of multiple treatments for several rare diseases, 
payers have begun to designate preferred products. This trend may result in different access 
outcomes for products with the same indications.
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Annual cost-per-patient data from EvaluatePharma orphan drug report; number of orphan drugs approved since 2013 from Regulatory Focus and FDA websites.
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Plentiful Treatment Pipeline
The three diseases under consideration in this whitepaper are life-threatening and mostly 
inherited conditions that often are diagnosed in childhood.  

• DMD is characterized by progressive muscle degeneration. Affecting boys more than girls,  
it ’s caused by alterations of a protein, dystrophin, that keeps muscle cells intact. Until 
recently, boys with DMD often didn’t survive beyond their teen years. 

• SMA is a progressive, neurodegenerative disease affecting motor nerve cells. The damage 
inhibits patients’ ability to eat, crawl, walk—even to breathe. SMA is the leading genetic cause 
of death in infants.

• ATTR, also called ATTR amyloidosis, is caused by misfolded proteins forming fibrils that 
accumulate as deposits in the heart, nerves and other tissues. Both hereditary and  
non-hereditary forms of ATTR can cause a variety of symptoms ranging from burning pain  
to spinal stenosis to heart failure.

All three conditions have been the subject of intensive research by a myriad of biopharma 
companies, leading to a plentiful treatment pipeline.  
 

Leveraging multiple treatment options to select  
preferred products

• Historically, there was a lack of available treatment options to address the significant unmet 
needs among rare disease patients

• With the emergence of multiple treatments for several rare diseases, payers could leverage 
the treatment options to select preferred products, which may result in different access 
outcomes for products indicated for the same diseases

Among the three,
SMA has a relatively larger patient population in the U.S. 
and may have a bigger impact on payers’ budgets.

ATTR

SMA

DMD

2016 2017 2018 2019 2020
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Three Rare Conditions at a Glance

Disease Product Indication Manufacturer U.S. Prevalence Treatment 
Duration Annual Drug Cost

Transthyretin 
Amyloidosis 
(ATTR)

Tegsedi
Polyneuropathy of hereditary transthyretin-mediated 
amyloidosis

<6,400 Long-term ~$300K

Onpattro
Polyneuropathy of hereditary transthyretin-mediated 
amyloidosis

<6,400 Long-term ~$500K

Vyndaqel
Cardiomyopathy of wild-type or hereditary transthyretin-
mediated amyloidosis

Unknown (est. 
100,000 with1%-2% 
diagnosed)

Long-term ~$200K

Spinal 
Muscular 
Atrophy 
(SMA)

Spinraza Treatment of SMA in pediatric and adult patients 10,000-25,000 Long-term
~$800K (first year); $400K 
(maintenance phase)

Zolgensma
Treatment of pediatric patients less than 2 years of age 
with SMA with bi-allelic mutations in the SMN1 gene

Unknown Single dose ~$2M

Evrysdi Treatment of SMA in patients 2 months of age and older 10,000-25,000 Long-term ~$300K

Duchenne 
Muscular 
Dystrophy 
(DMD)

Emflaza DMD in patients 2 years of age and older ~7,700 Long-term ~$100K

Exondys 51
DMD in patients who have a confirmed mutation of the 
DMD gene that is amendable to exon 51 skipping

~1,000 Long-term ~$1M

Vyondys 53
DMD in patients who have a confirmed mutation of the 
DMD gene that is amendable to exon 53 skipping

~620 Long-term ~$1M

Viltepso
DMD in patients who have a confirmed mutation of the 
DMD gene that is amendable to exon 53 skipping

~620 Long-term ~$1M

U.S. prevalence data were estimated based on Evaluate Database, Amyloidosis.org, SMA Foundation and Exon Skipping Chart. Annual  
drug costs were calculated based on PriceRx data, accessed in December 2020.

© 2021 Syneos Health Consulting. All rights reserved.
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Payer Perceptions and Practices

The proliferation of multiple treatments for the same rare conditions has profound 
implications, not just for patients and their physicians, but for public and commercial payers, 
hospital systems, product innovators and other rare disease stakeholders. Trends coalescing 
around the three diseases offer a preview of changes we can anticipate across the rare 
disease sector. 

To better understand this landscape shift, Syneos Health conducted 
interviews with 10 pharmacy, medical and contracting directors at 
national and regional managed care organizations (MCOs), pharmacy 
benefit managers (PBMs) and integrated delivery networks (IDNs). 

All survey respondents are members of pharmacy and therapeutics (P&T) 
committees and are actively involved in formulary decision making for 
orphan drugs. All are familiar with current treatments for DMD, SMA and 
ATTR. Together, their organizations are responsible for 220 million covered 
lives in commercial plans, 34 million in Medicare and 9 million in Medicaid.*

In the survey, we asked what challenges payers encounter when managing 
orphan drugs, how they determine benefit category, and changes they 
anticipate in the next 3-5 years. We probed how each organization covers 
current treatments in DMD, SMA and ATTR—seeking clarity around payers’ 
goals for utilization management and their thought process regarding 
clinical criteria. With multiple treatment alternatives available, we wished 
to learn how contracting would determine formulary placement for the 
three conditions under consideration—and more broadly as rare diseases 
become a higher priority for payers.

Unsurprisingly, nine out of 10 payers said costs were the biggest 
challenge in orphan drug management. And while the majority agreed 
that rare diseases command relatively little attention at present, the 
high costs and budget impacts of SMA treatments make this condition 
an exception for some. But one pharmacy director of a large PBM said 
that all three diseases are now “high-priority” classes. That’s because 
evolving competition among therapies for the same indication creates an 
opportunity to manage the class more aggressively.

*Number is based on respondents’ reported lives and may include double-counting across  
 MCOs and PBMs.

© 2021 Syneos Health Consulting. All rights reserved.

…all three diseases 
are now “high-
priority” classes.
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Before turning to our three case studies, it is helpful to 
identify divergent use of coverage restrictions in the three 
disease areas. So-called step therapy or step edits are not 
used to manage treatments for DMD and SMA. However, 
restrictive PAs are commonly applied, usually including 
reauthorization based on inclusion/exclusion criteria of 
the trials or pegged to treatment outcomes. Based on 
scientific literature, payers also may restrict use to patients 
in certain age groups or with particular medical conditions. 
These restrictions can be narrower than trial inclusion/
exclusion criteria. Payers say this is not a case of preferential 
management or traditional utilization management. They 
are simply ensuring that expensive treatments are reserved, 
appropriately, for patients most likely to benefit. ATTR is 
similar to the extent that there are no step therapies at this 
time. However, unlike treatments for DMD and SMA, ATTR 
products generally have PAs that match the product labels 
and are not more restrictive.

© 2021 Syneos Health Consulting. All rights reserved.

Payers say they are simply ensuring that 
expensive treatments are reserved, appropriately, 
for patients most likely to benefit.
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DMD Case Study
While the majority of payers we interviewed cover all of the DMD products, they have restrictive PA requirements 
for Exondys 51, Viltepso, and Vyondys 53. The PA criteria typically include the clinical trial inclusion/exclusion 
criteria and re-authorization requirements. Among the 10 payers, two select between the gene-based therapies 
(Exondys 51, Viltepso, Vyondys 53) and Emflaza. One of the two covers Exondys 51, Viltepso, and Vyondys 53,  
as these drugs are considered as disease-modifying therapies, and excludes the symptomatic therapy, Emflaza. 
The other covers only Emflaza and excludes the three gene-based therapies due to the high costs and the 
concern about their clinical benefit. Two therapies, Viltepso and Vyondys 53, are in direct competition in the 
treatment of DMD patients amenable to an approach called exon 53 skipping—a way of employing molecular 
patches to enable production of functional dystrophin proteins. The two therapies were approved within roughly 
nine months of each other, and we have not observed a significant difference in payer access management 
or market share. With the arrival of more gene-based, disease-modifying treatments that target specific gene 
mutations, Emflaza may see an increase in obstacles to sales and to market access. 
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DMD Treatment 
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Commercial 
Formularies

Before turning to our three case studies, it is helpful to 
identify divergent use of coverage restrictions in the three 
disease areas. So-called step therapy or step edits are not 
used to manage treatments for DMD and SMA. However, 
restrictive PAs are commonly applied, usually including 
reauthorization based on inclusion/exclusion criteria of 
the trials or pegged to treatment outcomes. Based on 
scientific literature, payers also may restrict use to patients 
in certain age groups or with particular medical conditions. 
These restrictions can be narrower than trial inclusion/
exclusion criteria. Payers say this is not a case of preferential 
management or traditional utilization management. They 
are simply ensuring that expensive treatments are reserved, 
appropriately, for patients most likely to benefit. ATTR is 
similar to the extent that there are no step therapies at this 
time. However, unlike treatments for DMD and SMA, ATTR 
products generally have PAs that match the product labels 
and are not more restrictive.
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SMA Case Study
All SMA treatments are covered by all 10 interviewed payers. But two payers reported that some 
employers and regional plans may request to “carve out” the gene therapy Zolgensma. What’s 
more, one PBM said that if patients failed Zolgensma, they would not be reimbursed for either 
of the other two products. Although payers have not preferred one SMA treatment over the 
other, all payers mentioned that the approval of Evrysdi provides new opportunity for utilization 
management and contracting in the SMA class. Even without aggressive management, the arrival 
of Zolgensma and Evrysdi put pressure on sales of Spinraza. If Evrysdi, a relatively low-priced 
SMA treatment that is also the only oral therapy, continues to post strong sales, shifting market 
share may influence how payers manage these three products. 
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ATTR Case Study
Eight out of 10 payers we spoke to covered all ATTR treatments, with no preferred product. 
One payer excluded Onpattro from its national formulary and selected Tegsedi as the 
preferred alternative. Another PBM put Tegsedi on the preferred tier and Vyndaqel on the 
non-preferred tier—a decision driven by contracting. Though preferred-tier placement is 
still relatively rare, evidence for the trend in all three diseases emerged in our interviews. 
While the annual sales of the two direct competitors in ATTR-PN, Tegsedi and Onpattro, are 
comparable, the oral drug is forecasted to gain more market share in the next few years.

U.S. annual sales (MM)
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Conclusion

In Part 2 of this series we will look more closely at the  
value payers attach to different classes of evidence, 
their level of interest in managing DMD, SMA and ATTR 
treatments through contracting, their appetite for value-
based agreements in these disease categories, and other 
related matters.

What our research clearly shows is that the increasing 
number and high cost of drugs for these three categories 
have already engendered a more restrictive coverage 
environment, with payers increasingly open to managing 
competing products preferentially. 

This means the onus is on manufacturers to anticipate payers request for 
compelling evidence. The process may entail planning for and amassing 
a volume of health economics outcomes data, keeping a close eye on real 
world evidence and other post-marketing surveillance data, and ensuring 
that medical guideline committees and other key opinion leaders in the 
relevant category are briefed on a product’s benefits concurrent to, or in 
advance of, an FDA review.

Manufacturers must identify and prioritize “high-risk” payer accounts so 
that they can initiate and enhance engagement with those organizations. 
And they must optimize pricing strategies with the likelihood of 
formulary constraints and tradeoffs in mind. While many rare-disease 
products continue to be handled under medical benefits, the bigger 
trend is toward management under pharmacy benefits, with more 
exacting utilization management on the near horizon. Stepped up 
research activity in rare diseases is a blessing for patients, and scientific 
advances all but guarantee a continued flow of medical breakthroughs. 
But these innovations will continue to carry noteworthy price tags. 
Voluntarily or not, and with or without social consensus, payers will be 
the gatekeepers. 

© 2021 Syneos Health Consulting. All rights reserved.

Manufacturers must 
identify and prioritize 
“high-risk” payer 
accounts so that they 
can initiate and enhance 
engagement with those 
organizations.
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