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Introduction

In healthcare as in other sectors, competition can bring great benefits. The arrival of multiple 
therapies for certain rare diseases gives patients and doctors more freedom to select therapies 
that match the patient’s needs. However, product competition also affects—and sometimes 
constrains—market access to those same medicines. While commercialization of rare-disease 
treatments can be life-changing for patients and families, a combination of high development 
costs and circumscribed markets means most such drugs come with high price tags that can 
trigger restrictive measures from health plans. 

In Part I of this series, Syneos Health highlighted results from a survey asking how payers 
intend to manage competing therapeutics for three rare conditions: Duchenne muscular 
dystrophy (DMD), spinal muscular atrophy (SMA) and transthyretin amyloidosis (ATTR). The 
survey documented a heightened desire to apply utilization management, including tougher 
use of prior authorizations and preferential tiering, when more than one therapy is available. 

In the current follow-up discussion, we will return to the survey data and qualitative 
analysis to better understand: 
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Prior authorization puzzle

As discussed in Part I, no fewer than four treatments are competing for 
reimbursement budgets in DMD, while three are competing for SMA and ATTR. 
How, and in what circumstances, are payers applying utilization management 
to these innovative products, and what are their plans for the future? 

To shed light on these questions, we interviewed 10 pharmacy, medical and 
contracting directors at national and regional managed care organizations 
(MCOs), pharmacy benefit managers (PBMs) and integrated delivery networks 
(IDNs). All of them are members of pharmacy and therapeutics (P&T) 
committees. All are actively involved in formulary decision making for orphan 
drugs and are familiar with current treatments for DMD, SMA and ATTR. 

One area that presented interesting contrasts is the application of prior 
authorizations (PAs). As described earlier, PAs are ubiquitous across orphan 
diseases at a time when step therapies are still a rarity for many conditions, 
including DMD and SMA. In managing an expensive orphan product, payers 
may implement PAs that limit reimbursement to a narrower subset of patients 
than one expects based on the product label. The PA criteria might specifically 
reference inclusion and exclusion criteria from the pivotal clinical trial. This  
trend contains important lessons for drug innovators who are designing new 
research programs on behalf of patients, and whose ability to achieve key 
commercial benchmarks hinges on educating the market from an early stage  
of development. 

The two tables below highlight differences (orange) in PA design by one national MCO with respect to two 
competing therapies for DMD and SMA: 

* employing molecular patches to enable production of functional dystrophin proteins

*HINE-2, HFMSE, CHOP-INTEND and MFM-32 are scales assessing motor skills in SMA trial subjects. 
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Duchenne Muscular Dystrophy

Vyondys 53 Viltepso

•  Genetic testing to confirm diagnosis and  
identify specific type of gene mutation 

•  DMD gene mutation amenable to exon  
53 skipping* 

•  Treatment with Vyondys 53 initiated before  
age of 16

•  Member can walk independently without 
assistive devices

•  Prescribed by/in consultation with a specialist 
•  Not in combination with Viltepso
•  Reauthorization based on clinical outcomes

•  Genetic testing was conducted to confirm 
diagnosis and identify specific type of gene 
mutation 

•  DMD gene mutation amenable to exon  
53 skipping* 

•  Treatment with Vyondys 53 initiated before  
age of 10

•  Member can achieve an average distance of at 
least 250 meters while walking independently 
over 6 minutes

•  Prescribed by/in consultation with a specialist 
•  Not in combination with Vyondys 53
•  Reauthorization based on clinical outcomes

Spinal Muscular Atrophy

Spinraza Evrysdi

•  Type 1, 2, 3 SMA
•  Documentation of 5q SMA homozygous gene 

mutation, homozygous gene deletion, or 
compound heterozygote

•  15 years of age or younger at initiation of 
treatment

•  Not dependent on invasive ventilation/
tracheostomy or non-invasive ventilation 
beyond naps and nighttime sleep

•  Submission of medical records of HINE-2 or 
HFMSE or CHOP-INTEND*

•  Has not received gene therapy for SMA or has 
previously received gene therapy for SMA and 
has experienced worsening in clinical status 

•  Not in combination with Evrysdi
•  Reauthorization based on clinical outcomes

•  Type 1, 2, 3 SMA
•  Documentation of 5q SMA homozygous gene 

mutation, homozygous gene deletion, or 
compound heterozygote

•  2 months of age or older, but under 25 years of 
age at initiation of treatment

•  Not dependent on invasive ventilation/
tracheostomy or non-invasive ventilation 
beyond naps and nighttime sleep

•  Submission of medical records of HINE-2 or 
HFMSE, CHOP-INTEND or MFM-32*

•  Has not received gene therapy for SMA or has 
previously received gene therapy for SMA and 
has experienced worsening in clinical status

•  Not in combination with Spinraza
•  Reauthorization based on clinical outcomes
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Payer preferences

All forms of evidence and criteria are not equal from the payer’s perspective. 
Broadly speaking, their preferences in competitive rare disease niches show the 
same priorities seen in formulary decisions for non-rare conditions. All payers 
interviewed by Syneos Health said they look closely at clinical trial data on safety 
and efficacy. They all said they value clinical guidelines, where those exist. And 
every payer we spoke to said they seriously consider recommendations of key 
opinion leaders (KOLs) who are familiar with the disease pathology and natural 
history, as well as details of the treatment under review. 

Specifically regarding DMD, SMA and ATTR, nearly all payers noted that no 
current therapies have shown clear clinical superiority and no clinical guidelines 
have been established or are commonly used. As a result, nine out of ten payers 
said pricing and contracting are the main differentiators. 

On the subject of Real World Evidence (RWE), opinions were mixed. Six  
payers said they would look at RWE when it is available. Of this group, one 
payer—a PBM—said new evidence including RWE that surfaced in an annual  
or semiannual review might affect formulary decisions. 

Seven payers said they may use third-party cost-effectiveness data such as 
reports from the Institute for Clinical and Economic Review as a bargaining 
point in contracting negotiations with manufacturers. But they didn’t expect the 
studies to have a direct impact on their coverage decisions. 

Payers mentioned that information supplied by patient advocacy groups was 
not reviewed when making coverage decisions. Such material might be relevant 
to other processes, they said; it was simply not part of the P&T process when 
deciding whether to cover these medicines. Further research with larger sample 
sizes will be needed to better understand the role of patient advocacy groups in 
rare disease product market access.

7© 2021 Syneos Health Consulting. All rights reserved. © 2021 Syneos Health Consulting. All rights reserved.

Payer priorities when selecting preferred products based on the 
number of interviewed payers who selected the factor 

(N=10)



8

HOW COMPETITION AFFECTS MARKET ACCESS FOR RARE DISEASE THERAPEUTICS—PART II

9

Value-based agreements

All payers we interviewed—with the exception of one regional MCO—are interested in managing 
ATTR, SMA or DMD products through contracting as multiple therapies arrive on the market. The 
majority prefer financial-based to value-based agreements.

Most payers are likely to pick preferred products if there are three or more options approved for 
the same indication. And they expect manufacturers to proactively initiate contracting discussions.

One payer specifically mentioned that newly approved Evrysdi, for SMA, gives them an 
opportunity to manage SMA treatments through contracting.

Only one regional MCO intends to keep open access for all rare disease treatments, allowing 
providers to choose the appropriate treatment in the next three to five years. Why? Because the 
drugs are still new and lack decisive data showing which will deliver the best clinical outcomes, the 
payer said. Absent such information, it’s difficult to assign preferred and non-preferred products. 

Among payers expressing an interest in contracting, all said they favor flat discount rebates to value-
based contracting, citing the challenge of tracking treatment outcomes under value-based agreements. 

One payer rejected a four-year payment arrangement offered by the manufacturer for one of the 
therapies because of the small patient population and the challenge of collecting all the required 
documents for rebate. Three payers assessing just two products for a given condition described 
their approaches to rebates. One, a PBM, expected a minimum or low rebate. Two others, a PBM 
and an MCO, said they expected significant rebates.

Contracting for budget management

Our shared medical armamentarium for rare diseases is a 
work in progress, at best. Of the roughly 7,000 known rare 
conditions, only a handful are currently treated with innovative, 
highly effective medications. Instances where physicians can 
choose among three or more competing therapies are even 
less common. 

Therefore, whether a healthcare stakeholder  
is interested in patient access, a research 
trajectory, or the commercial prospects for a 
new product, understanding payers’ thought 
processes in contract negotiations with 
manufacturers is essential. 

Half of the payers Syneos Health interviewed for this research 
currently have contracts in place for ATTR, SMA or DMD 
therapeutics. And while payers have indicated that contracting 
in treatment management may lead to selection of preferred 
products in the future, the negotiating process at present 
is for controlling pharmacy or medical budget and does not 
encompass preferential product management (formulary design 
or prior authorization).

Three payers we interviewed only have contracts for Zolgensma. 
One of them agreed on a four-year payment arrangement, and 
the other two signed value-based contracts. The goal for all 
three was financial risk-sharing and budget management, not 
preferential product tiering. 

Only one such negotiation resulted in placing treatments in 
preferred or non-preferred tiers of a formulary. This payer 
required a minimum or low access rebate for any product on a 
non-preferred tier and a significant rebate for preferred access. 

One payer, a regional MCO, has signed value-based agreements 
for all SMA products, while favoring flat discount rebates for 
ATTR and DMD. The contracts are for budget management. 
At-parity access is granted for all products in these three classes.

ATTR

2 2 2

SMA

2
5

2

DMD

22 2 2 Yes No
n=1

n=9
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We don’t have a preferred product yet, but if there are more products 
and if there is contracting, we may manage more closely. If there are 
three or more treatment options in one disease area, we may look to 
narrow down the options.

DO YOU HAVE CONTRACTS  
IN PLACE FOR ATTR, SMA  
OR DMD PRODUCTS?

Number of Interviewed 
Payers Who Have Contracts 
for Each Product (N=10)

Will you preferentially manage ATTR, SMA or DMD products   
through contracting in the next three to five years?
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Access influencers

Clinical data and guidelines will be the key influencers on payers’ decisions. But in rare 
disease, the term “clinical guideline” conjures a formal process that mostly does not 
exist. The influencing factor is more likely to be what KOLs are saying in an informal 
context as they learn more about the disease landscape and new medications. This is 
further defined by which treatment practices are becoming de facto guidelines. If no 
precise clinical differentiation is demonstrated, pricing/contracting will be the most 
important factors influencing access decisions.

 • Recommendations:
  •  Third-party organizations can help with payer engagement, but this must not 

replace earnest efforts to generate compelling data on an ongoing basis 
  •  These efforts should include tracking of postlaunch long-term data and RWE to 

support the value of the product
  •  Manufacturers should work closely with KOLs and guideline committees to help 

educate stakeholders about the disease and the drug, updating materials as the 
science around the illness evolves, and they should keep generating evidence to 
support the product value

 

Contracting opportunities

Payers expect manufacturers to proactively initiate contracting discussions. Typically, 
payers prefer financial contracting (e.g., traditional rebates) to value-based contracting, 
due to the challenge of tracking treatment outcomes.

 • Recommendations:
  •  Simple rebates and easily implemented contracts are more likely to succeed than 

complex value-based contracting
  •  Help payers mitigate risk by designing innovative contracting options that fit 

different payer needs; proactively engage with payers to negotiate contracts
  •  If value-based contracting is the optimal route, develop digital solutions and 

partnerships to help payers track treatment outcomes

HOW COMPETITION AFFECTS MARKET ACCESS FOR RARE DISEASE THERAPEUTICS—PART II

Strategic considerations for  
emerging rare disease treatments

Current access for orphan products

When multiple FDA-approved products are available for the same orphan indication, 
most payers currently cover all of them at parity. With patient populations relatively 
small, these products are not a priority, payers say. However, the increasing number 
and high costs of orphan drugs are putting increasing pressure on payer budgets.

 • Recommendations:
  • Understand the payers’ concerns, needs and potential future moves
  •  Anticipate the types of data payers are likely to request, as part of an ongoing 

effort to communicate value 
  •  Don’t invite market skepticism by announcing a confirmatory trial with an overly 

long timeline—in other words, asking payers to spend large sums of money over 
multiple years before learning if the medication works

Future access challenges

The management of orphan products is becoming more and more restrictive. Some 
payers interviewed by Syneos Health are starting to apply preferential management in 
orphan indications when multiple FDA-approved products are available.

 • Recommendations:
  •  Refresh market access strategy to prepare for the evolving access dynamics
  •  Optimize pricing and contracting strategy with formulary constraints and 

tradeoffs in mind
  •  Identify and prioritize the “high-risk” payer accounts; initiate and enhance payer 

engagement (e.g., early engagement on trial data and payer education on the 
disease and the product value)

© 2021 Syneos Health Consulting. All rights reserved. © 2021 Syneos Health Consulting. All rights reserved.
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Conclusion

The emergence of treatment competition in rare diseases is a net positive for patients, 
families and their physicians. It may also be a positive for payers grappling with the 
budget consequences of a groundswell in expensive orphan products. The competition 
will continue in the future. We have seen more than 300 clinical trials for DMD treatments 
posted on clinicaltrials.gov with 35-45 trials actively recruiting. The stage is set for even 
more change. However, as the surge in orphan drugs triggers innovation in benefit 
design, including preferential placement on drug formularies, the trend could exacerbate 
persistent market-access challenges. 

According to an analysis in Health Affairs,1 U.S. patients in aggregate spend $93.3 billion 
a year in implementing, contesting and navigating utilization management. That’s on 
top of the $35.8 billion a year spent on cost sharing. Utilization management also is a 
significant burden on physicians who must clear hurdles this system creates, and on payers 
themselves, as they shoulder the administrative costs. 

As the rare disease environment evolves, Syneos Health supports patients, research communities 
and clients across the entire healthcare continuum by improving clinical trial design, conducting 
landscape analyses, consulting with diverse stakeholders and developing on-the-ground market 
access solutions. In some cases, our work includes implementing decentralized studies, enrolling 
trial subjects where they live and work to accelerate the path from experimental molecule to life-
altering medicine.

A critical step is understanding what types of data researchers can reliably obtain, given 
scientific and logistical constraints in rare diseases, and what types of evidence will be 
persuasive to payers. Our recent survey shows that the emergence of treatment competition 
in rare conditions will change how payers look at a drug’s value proposition and related 
innovation in benefit design. Manufacturers must anticipate these changes and upgrade 
go-to-market procedures and philosophy in the rare disease space. Whether the task is 
understanding access influencers or mapping the new terrain of orphan drug contracting, 
Syneos Health can help.   

1  Howell S et al. 2021. Quantifying the Economic Burden of Drug Utilization Management on Payers, Manufacturers, Physicians and Patients. 
Healthaffairs.org. Available at: <https://www.healthaffairs.org/doi/10.1377/hlthaff.2021.00036>. Accessed Sept. 20, 2021.
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