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Drug developers and regulators are expanding the use  
of real world evidence to design, test and review rare 
disease treatments. But market access challenges persist 
as payers in the U.S. and Europe continue to express 
doubts. A new survey sheds light on the perception gap.
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The shift is unfolding with uncharacteristic speed. In December 
2018, the U.S. Food and Drug Administration unveiled a Strategic 
Framework on RWE, accompanied by detailed commentary  
by agency leaders.1 Five months later, the FDA expanded the 
guidance and created a unified format for submitting new drug 
and biologic applications involving RWE. In invited comments, 
industry organizations such as BIO and PhRMA urged the FDA to 
increase manpower for accelerated reviews where RWE comes 
into play. Within months, and perhaps not coincidentally, the 
agency restructured its Office of New Drugs to do exactly that.

“The reorganization will help the agency identify resources 
for more training of divisional review staff in new techniques 
for regulatory science including the use of RWE,” says Peter 
Pitts, former FDA associate commissioner and consultant for 
Syneos Health.

In some cases, biopharma companies working in rare diseases 
helped pioneer the very approaches regulators discuss in  
the latest guidance. Many are aligned with its roadmap.  
But the same cannot be said for all stakeholders. To date, 
market access for new medicines emerging through pathways 
involving RWE has not kept pace. 

In both Europe and the U.S., payer organizations have embraced 
RWE in coverage decisions on rare disease treatments only 
within limited parameters. According to new research by 
Syneos Health on payer perceptions of RWE in rare diseases, 
many payers are not entirely receptive to RWE-based 
representations or health economic forecasts in sponsors’ 
dossiers or related conversations.

What accounts for payers’ hesitation? Partly, it’s because  
they are focused on conditions such as cancer, diabetes  
and cardiovascular disease that are a much larger piece  
of pharmacy and medical budgets. Lack of urgency means 
there’s little incentive to learn the terminology of RWE.  
In addition, those who are familiar often express deep  
concerns about data quality and the potential for sponsor bias. 

The following discussion will examine these issues from 
several perspectives based on conversations with payers, 
drug developers, regulatory experts and patient organizations. 
We also will summarize and expand on these stakeholders’ 
best-practice recommendations. 

Together—and sooner rather than later—concerned parties 
from all quarters must clarify appropriate pathways for 
generating and using RWE. This is the only way to increase 
responsiveness of payers who are the gatekeepers to market 
access for patients struggling with difficult-to-treat conditions.
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Introduction 
A striking life sciences trend has come into focus the past 12 months.  
Global regulators—often viewed as taking a conservative approach to 
transformative technology—have moved into the vanguard in discussions 
and guidance around real world data (RWD) and real world evidence (RWE). 

Many payers are not entirely receptive 
to RWE-based representations or 
health economic forecasts in sponsors’ 
dossiers or related conversations.
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Regulators and 
Developers in Sync
The 21st Century Cures Act, signed into law in December 
2016, required the FDA to release a comprehensive plan 
for how it would promote and advance the use of RWD 
and RWE. Regulators have delivered.
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Formal guidance, as well as streams of commentary from 
senior staff over the past three years, spells out or explores  
a wealth of RWE-related guidelines, guardrails, questions and 
ramifications on data sources, data generation, validity, utility, 
etc. These go far beyond strictly regulatory contexts. And 
much of the discourse is salient to clinical practitioners as well 
as drug developers. What the FDA refrains from addressing  
is a terrain of uncertainty around pricing and market access. 
Simply put, this ground is not within their purview. 

Manufacturers have been testing the agency’s tolerance for 
RWE approaches for many years, and now, momentum is 
building.  With regulatory encouragement, companies large 
and small are running Phase I-III single-arm trials for rare 
disease and oncology treatments with control groups 
fabricated entirely from real-world data sources that include 
electronic patient records, natural histories, retrospective 
observational trials and other sources. When seeking a  
label extension in new patient populations, some companies 
choose to forgo the clinical trial altogether, instead opting to 
do a database analysis of patients who received the product 
off label, and submitting this data for regulatory review. 

Pfizer took this tack in extending the label for IBRANCE®, 
which was developed for women with metastatic breast 
cancer. In April 2019, based on Pfizer’s submission of post-
marketing data and electronic health records (EHRs) from 
men receiving the treatment off-label, the FDA extended  
the label to include both sexes.2 “The FDA has signaled  
clearly that it is amenable to these approaches,” says  
David Thompson, senior vice president, Real World and  
Late Phase at Syneos Health. 

Prominent cases of FDA-approved protocols involving 
RWD and/or RWE include:

• In an early proof of principle where the developer 
helped blaze an approval pathway, BioMarin in 2017 
won approval for Brineura® to treat a form of Batten 
disease based on a non-randomized, single-arm dose 
escalation study3 

• AveXis, a Novartis company, won approval of ZOLGENSMA® 
this year for the treatment of patients with spinal 
muscular atrophy (SMA) partly on the basis of a single-arm 
trial in which patients on the drug achieved milestones 
never seen in the natural history of the disease4

• With a nod from the FDA, bluebird bio is moving ahead 
with an observational Phase II/III efficacy and safety 
study of a stem cell transplant treatment for CALD,  
a deadly brain disorder5 

• In March 2017, the FDA approved EMD Serono and 
Pfizer’s BAVENCIO® for Merkel cell carcinoma, a rare 
skin cancer, on the basis of an open-label, single-arm 
study with 88 patients, plus a supportive RWE package6

In Europe, for many years, regulatory bodies and their partners 
in industry have been testing new, RWE-centric pathways. As far 
back as 2012, for example, GlaxoSmithKline began working with 
80 primary care providers in Salford and Manchester to capture 
data on 2,800 patients with COPD and more than 4,000 asthma 
patients. Collaborating with the National Institute for Health and 
Care Excellence and the Medicines and Healthcare products 
Regulatory Agency (MHRA), GSK replaced traditional trial 
investigators with the patients’ own physicians and drew on 
information from electronic monitoring systems. The company 
was able to show that COPD treatment Revlar reduced the 
annual rate of acute exacerbations in real-world conditions. 
“The Salford Lung Study was a prime example of a pragmatic 
clinical trial—the real-world analogue to the traditional 
randomized controlled trial,” Thompson says. 

—David Thompson

Senior vice president, Real World and Late Phase at Syneos Health

The FDA has signaled clearly that  
it is amenable to these approaches.
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RARE DISEASES & ORPHAN DRUGS IN A NUTSHELL

•   Definition: In U.S., “rare” means affecting  
<200,000 people: in Europe, it means <256,000

•   Estimated number of diseases: 7,000 

•   Estimated population in US with rare conditions:  
an estimated 30 million

•   Market exclusivity for orphan drugs: 7 years from 
approval in U.S.; 10 years in Europe

•   Incentives to develop orphan drugs: tax credits & research 
grants (U.S.); Assistance with protocols & procedures (EU)

•   Orphan drug market estimate: $242 billion in 
prescription drug sales by 2024, according to  
Evaluate Pharma

Access to new rare disease treatments  
is hindered—especially in the U.S.—by 
payers’ lack of familiarity with RWE and  
its growing use in clinical development.

To assess how and to what extent RWE 
currently influences payers making 
decisions whether to authorize treatments 
for rare disease—and how their stance is 
likely to evolve.

In the U.S., 100% of respondents are on P&T committees, have experience in rare disease, 
are involved in decision making for this category and also formulate medical policies. 
Similarly, in Europe, 100% are on DTC committees. All have experience and decision-
making responsibility in rare disease, and all formulate medical policies.

POINT OF DEPARTURE OBJECTIVE

SCOPE OF RESEARCH

64 survey respondents, evenly  
divided between the U.S. and Europe  
(France, Germany, Italy, Sweden,  
UK and Spain). 

ABOUT THE RESEARCH

ABOUT THE SYNEOS HEALTH PAYER PANEL

The Syneos Health Payer Panel is made up of 320 payers. Consisting of pharmacy directors, medical directors, quality directors and 
chief medical officers, among others, the panel aids biopharma companies in gaining key insights from stakeholders in the managed 
markets arena. Advisory boards, P&T simulations, account manager trainings and market research can all be facilitated with the 
Syneos Health Payer Panel.
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PAYERS BY THE NUMBERS
Payers interviewed by Syneos Health displayed varying degrees of familiarity with  
the lexicon of RWD and RWE routinely used by regulators in the US and Europe,  
or RWD’s utility in regulatory contexts. In the US, familiarity and points of view differed 
based on types of payer (national MCO, IDN, PBM), the size of the organization, and  
the respondent’s role within the group. Despite the heterogeneity of responses,  
the following takeaways stood out:

Data hierarchies

ALL MARKETS

• 100% of payers in the US and Europe expressed a version of the view that all data are not equal in clinical decision making. 
Furthermore, there is no single, accepted hierarchy of persuasive data on either side of the Atlantic.

US

• 77% said primary (peer-reviewed) literature is  
“always meaningful” in their coverage decision making.  
Significantly, only a small minority said the same about 
guidelines issued by nonprofit organizations.

• 66% said internal data were always meaningful— 
where “internal” referred to their own claims and HEOR 
data, or internal analysis of that material, or the analysis 
from trusted academic or institutional partners.  

• Only 16% ranked the sponsor’s dossier as  
“always meaningful.”

EUROPE

• 48% of European payers found primary literature to  
be “always meaningful” in the decision making process  
to add an agent to their institution’s formulary.

• 87% of respondents—the highest point of concurrence 
in this part of the survey—placed significant trust in 
“internal” data surfaced in P&T meetings. 

• 42% felt the sponsored dossier was “always meaningful.”

100%

77%

87%66%

42%16%

48%
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Familiarity with RWE

US

• 55% were familiar with the terms—however, they said 
this terminology is not widely used at their institutions.

EUROPE

• 37% said the terminology is not widely used at their 
institutions.

Payer perceptions of RWE benefits

US

• 60% say RWE can provide robust data on how an agent 
has behaved in real-world conditions where population 
diversity, comorbidities and adherence variability come 
into play.

EUROPE

• 42% said that RWE mirrored real-world conditions  
and/or would eventually inform clinical practice.

Payer perceptions of RWE limitations

ALL MARKETS

• 100% of respondents worried that, in the case of many rare disease treatments, there isn’t a clear window into the value of 
the drugs. Unless prompted by interviewers, payers did not recommend greater use of RWE to improve clarity.

US

• 100% complained about the lack of standardized—or, 
at the very least, interoperable—EHRs. More than half 
described this as “the biggest” limitation. Some said this is 
a significant handicap when compared with countries in 
Europe that have national health systems. Many noted the 
wealth of longitudinal data available in the US, but said it’s 
of limited use due to incompatible data systems and the 
fact that members spend little time in any one plan.

EUROPE

• 34% identified lack of standardization as “the biggest” 
limitation and said this problem created uncertainty 
around its utility. 

55%

60%

100%

37%

42%

34%

100%



Patients are encouraged by the swift pace of RWE-related 
innovation in research and new product reviews. In contrast, 
reimbursement discussions involving RWE for rare disease 
are intermittent at best. Market access is patchy, with rare 
disease patients and families in the US and Europe 
encountering delays and other obstacles. US payers insist on 
prior authorizations for virtually all rare disease treatments, 
and in Europe reimbursement deliberations may stretch for 
years after a breakthrough product clears regulatory review 
across the Atlantic. 

To better understand the disconnect between regulators and 
industry on one side and payer organizations on the other, 
Syneos Health conducted in-depth research with a total of  
64 payers—half in the US and half spread across six markets 
in Europe.  

On the US side, payers said processes used by pharmacy  
and therapeutics (P&T) committees have changed very little, 
despite expanding use of RWE in drug development and 
regulatory settings.  Irrespective of payer type—managed 
care organization (MCO), pharmacy benefit manager (PBM) 
or integrated delivery networks (IDN)—payers associate 
terms like RWD and RWE with post-marketing surveillance  
or health economics outcomes research (HEOR), or, in some 
cases, submissions for label extensions. 

Payers, as one pharmacy director with a national MCO said, 
“may pull information from an EMR to guide them, but 
realistically they do this with chronic diseases where there 
are lots of data points. With an EMR they can mine data and 
make adjustments.”  In other words, this payer believes the 
utility is in the post-market and doesn’t associate RWE with 
rare diseases. 
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What the Payer  
Research Shows
Regulators and manufacturers are out ahead of payers.
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Unfamiliar terminology is proliferating with each 
innovation in clinical trial strategy, thus erecting new 
barriers to communication. Consider, for example, the 
growing interest in synthetic trials. “Potentially, in this 
patient-less approach, researchers would leverage 
algorithms and machine learning to digest volumes of data 
that were collected in a controlled manner and rebuild the 
data to simulate arms of a trial—or the entire trial,” says 
Mike McDevitt, Syneos Health vice president for Global 
Operations Management & Innovation. It’s similar, he says, 
to the way researchers create sub-studies from 
randomized controlled trials today. 

Among manufacturers and regulators there’s a growing 
consensus on what synthetic trials are and how they are 
best utilized. But not so, payers. With patient-less trials  
and another innovation—so-called N-of-1 studies where  
a treatment is regimen-tailored for a single individual and 
submitted to the regulator for speedy review as a unique 
protocol—there is scant evidence payers are participating 
in the conversation. 

Soon, however, payers will have no choice, says Christina 
Waters, CEO and founder of Rare Science, a not-for-profit 
patient research organization in rare diseases. “With the 
advance of precision and personalized medicine, we will 
necessarily be testing new treatments on smaller and 
smaller patient groups,” says Waters, who holds a PhD  
in genetics from University of California, Davis, and is a 
consultant to biopharma companies and international 
organizations such as the World Economic Forum. In rare 
and non-rare conditions, “payers as well as researchers  
will grow more reliant on the patient’s unique experience 
of both the disease state and the treatment.” 

PATIENT VOICES  
ARE THE KEY—EVEN IN  
“PATIENT-LESS” TRIALS

Indeed, emerging research paradigms using RWE, 
combined with advanced genomics, will be the template 
for drug development in non-rare and chronic conditions, 
Waters says. That’s because, at a certain point in our 
genomic understanding of illness, “all patients are N-of-1,” 
she says. What’s more, patients will find that they are 
holding the keys to RWD troves of incalculable value.  
“We need self-reported patient and family data feeding 
back into research and clinical strategies,” Waters says. 
“And where do we see this starting today? Nowhere more 
so than in rare diseases.”

We need self-reported patient  
and family data feeding back into 
research and clinical strategies.

—Christina Waters

CEO and founder of Rare Science



LANGUAGE BARRIER
A combination of factors helps explain disconnects and 
misunderstandings on the part of payers. To begin, rare 
conditions continue to occupy a low position on payer 
rankings of budgetary concerns, and there’s little sense of 
urgency around getting up to speed on RWE. Indeed, in the 
survey, US payers generally did not regard RWD or RWE as 
tools regulators might use to determine safety and efficacy of 
new products under review. For many, RWE is something to 
consider in label extensions and post-marketing surveillance.

Not recognizing that regulators increasingly encourage 
manufacturers to use RWE, especially with rare conditions, 
payers don’t tend to think of them as meaningful in coverage 
and reimbursement decisions about new treatments. When 
asked specifically how they define RWE, one said “the post-
market experience of how a drug is working in the real world,” 
and another said “data compiled from general usage 
following launch.”

Expanding on this same theme, a payer at one MCO expressed 
an opinion that seems unmoored in research realities:  
“Mostly there isn’t real-world evidence available before 
approval, unless it’s from other countries that approve first. 
Validation of the assumptions made during initial approval 
could be done, and if not validated, a relook at the coverage 
decision and possible reversal could occur, but this hasn’t 
happened yet.”

In some cases, when prompted to define RWD as data  
from EHRs, insurance claims, lab results and the like, some 
payers did acknowledge that evidence based on such data  
will become more important in clinical decision making. 
Nevertheless, it’s clear that large institutional payers in the  
US have not been able to normalize or implement these  
kinds of data into institutional frameworks.
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DEFINITIONS

Real-World Data  

are data relating to patient health status and/or  

the delivery of healthcare routinely collected from  

a variety of sources These may include: 

•   Data derived from EHRs

•   Lab results

•   Medical claims and/or billing data

•   Natural histories, observational studies, pragmatic 

clinical trials and other research outside 

randomized, controlled clinical trials (RTCs)

•   Product and/or disease registry data

•   Other data sources that can inform on health 

status (e.g., data collected from mobile 

technologies, patient-generated data)

Real-World Evidence 

is the clinical evidence about the usage and 

potential benefits or risks of a medical product 

derived from analysis of RWD.  

(Source: FDA)

SENTINEL SYSTEM AND RWD
Payers making coverage and reimbursement decisions  

have been using RWD from internal sources such as claims 

databases for many years. Nevertheless, comments elicited 

in the qualitative portions of our research suggest payers  

do not closely track how regulators and drug developers are 

defining, analyzing and utilizing RWD and RWE. It’s unclear if 

they recognize the depth of regulatory experience with RWD. 

In the US, for example, the FDA has been assessing the quality 

and relevance of RWD from electronic sources (EHRs, medical 

claims data, registries) for more than a decade as part of the 

Sentinel System initiative. When regulators identify a safety 

concern prior to approval, they sometimes craft queries that 

industry partners investigate using RWD. What’s more, to a 

limited extent, the FDA already accepts RWE to support drug 

approvals in oncology and rare diseases. 

RWD

RWE



EUROPE VERSUS  
THE UNITED STATES
Examining what types of data payers on either side of the 
Atlantic trust, the research turned up interesting contrasts. 
Perhaps because European payers tend to be larger, with 
much greater access to nationwide or regional patient data 
and integrated health economics research functions, they 
have greater confidence in internal data presented in Drug  
& Therapeutics Committees—the rough equivalent of P&T  
in the US. 

Furthermore, Europeans are much more likely to trust 
information in dossiers submitted by sponsors, compared 
with their American counterparts. This probably reflects 
greater confidence in the ability of governments and 
institutions to supervise and vet sponsor-submitted data. 

When it comes to sometimes murky lexicons of RWD and 
RWE, European payers again showed greater familiarity  
than Americans. Nevertheless, as in the US, European payers 
voiced hesitation and caveats about RWE in nearly every 
conversation. “RWE basically will be for renewal of an agent,” 
one French payer said. And in the United Kingdom, payers 
tended to frame responses as forecasts of changes to come. 
As one British payer put it: “There will be an increase in the 
use of RWE, and I think largely it’s going to be driven by 
actually having it.”  

In interviews, European payers mention that real-world data  
is available from primary care, hospital care, electronic patient 
records and other sources. “But often they cannot use it to 
make decisions because they don’t have anyone who can 
process it and make sense of it,” says Dr. Javier de Renteria, 
director of Value & Access/HEOR in the EU at Syneos Health. 

As for rare diseases, payers only consider RWE useful for 
epidemiology aspects when submitting the reimbursement 
dossier, de Renteria says. Small patient populations—and the 
fact that the information is fragmented and kept in different 
places, e.g., each hospital or community in Spain, or each  
sick fund in Germany—make it very difficult to get enough 
patients to provide reliable data. 
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In some countries, skepticism runs deep. Germany’s 
Independent Institute for Quality and Efficiency in Health Care 
(IQWiG) has reiterated that quality requirements for RWE are 
“very high” if such collected data are to be suitable for health 
technology assessments. “Payers are not very open to the  
use of RWE to show efficacy or safety in rare diseases,” says 
de Renteria. “This might not change unless there is a kind  
of registry at a national level with all patients of the specific 
rare disease.”

Throughout our interviews, in Europe as in the US, no payers 
referenced examples of new medicines for rare diseases that 
had won approval in a single-arm trial, or with RWE as part of 
the protocol. 

When it comes to sometimes 
murky lexicons of RWD and 
RWE, European payers again 
showed greater familiarity 
than Americans. Nevertheless, 
as in the US, European payers 
voiced hesitation and caveats 
about RWE in nearly every 
conversation.  

vs



Low

High
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VIEW FROM  
EUROPE 
ACCEPTABILITY AND IMPACT  
OF RWE ON PAYER DECISIONS

• There are variations of acceptance and influence of  
RWE across European countries. RWE can influence  
payer decisions in Italy and Spain, both on a national and 
regional level. In Germany, payers generally mistrust the 
validity of RWE submitted by manufacturers, and impact 
on the GBA level is limited. However, RWE can be helpful 
in price negotiations. In other countries, the impact of 
RWE varies. 

• RWE is more accepted for rare diseases, where 
randomized controlled trials are difficult to conduct.

• For acute conditions (some oncology indications),  
it will be easier to generate RWE compared to chronic 
conditions (e.g., MS), as outcomes will be measured over 
a shorter timeframe, and treatment patterns have less 
interpatient variability. 

• Prospective observational studies are considered the 
most robust methodology for generating RWE, although 
payers accept that this requires longtime investment.  
In comparison, retrospective studies are less well 
regarded but can still have some impact if well designed.

• Patient registries/databases, if well designed and robust, 
can provide useful information that could support  
payer decision making. Registry data from other countries 
are generally accepted if the aim is to demonstrate 
effectiveness; where the outcomes are closely linked to 
the country’s healthcare environment (e.g., usage patterns, 
safety), country-specific registries are necessary. 



But used in tandem with other pricing and reimbursement 
innovations, including outcomes-based contracts, RWE might 
contribute to a multidimensional value picture that will be 
persuasive to payers. Those innovations include:

• Government-supported risk pools across  
US payers on a regional or state basis. Former FDA 
Commissioner Scott Gottlieb spoke of this at a Duke 
Margolis Center for Health Policy event in September.7 
Focusing on the example of sickle cell disease, Gottlieb 
noted that once curative gene therapies are available 
for pediatric sickle disease, there will be concerns about 
children slipping through the cracks because certain 
payers will be affected disproportionately as they try  
to deliver—and pay for—the expensive treatments. 
Even in a fraught political environment, that may force 
Congress to support risk pooling—but only if robust 
real world data attest to the durability of the treatment.

• Monthly per-member fees. This fall, Cigna created  
a program called Embarc Benefit Protection in which 
plans pay fees to ensure they can provide coverage  
to families requiring either of two expensive FDA-
approved gene therapies: Spark’s Luxturna®, for an 
inherited retinal disease, and Novartis’ new spinal 
muscular atrophy treatment, Zolgensma. Both received 
coverage contingent on real-world benchmarks in the 
post-market. Leveraging Cigna’s control of PBM Express 
Scripts and specialty pharmacies, the program enables 
patients with prior authorization to fill prescriptions for 
either medication at no out-of-pocket cost and softens 
the financial blow for participating Embarc plans.
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Pricing Puzzle
From a payer perspective, RWE on its own will never be a “fix” for the pricing 
puzzle that has grown ever more confounding as expensive gene therapies 
and other “rare” treatments stream from pharma pipelines. 



INTERSECTING DOUBTS
In some cases, payer concerns about the viability of RWE in 
clinical decision making directly mirror obstacles or challenges 
identified by the FDA. For example, in our qualitative research, 
some U.S. and European payers were worried about “influence 
by the pharma industry” and/or “conflict of interest from the 
promoter of the study.” FDA guidance on RWE explores this risk 
specifically with regard to retrospective observational studies, 
where, as the FDA describes it, “analyses in electronic datasets 
can be conducted multiple times relatively inexpensively with 
varying study design elements.” As the guidance points out, this 
“makes it possible to conduct numerous retrospective studies 

until the desired result is obtained.” Companies might then 
submit only favorable results “as if they were the result of  
a single study with a Pre-specified protocol.”

In addition, many payers harbor skepticism around certain 
label expansions where a manufacturer receives an initial 
indication for a rare condition (as the threshold for approval  
is seen as lower), but then extends the license to other 
non-rare indications. Investigating this concern in 2017,  
the FDA determined that fewer than 10% of initial orphan 
approvals had added a non-rare indication to the label.8 
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POLICY & PRICE

International  
reference pricing  

Capping price 
increases in excess  

of inflation rates  

Payment-over-time  
for gene therapies

PBM  
rebate reform

Despite the long drumbeat on U.S. drug price reform from the White House and on Capitol Hill, actions that would affect  
pricing in rare diseases do not seem imminent. What’s more, proposals currently in play target steep price increases, but none 
specifically prohibit a new drug from launching with a high list price. Here are some of the measures on drug developers’ radar:

Recent drafts of the House 

drug pricing bill include a cap 

linked to an average price of 

therapies from six other 

“wealthy” nations. President 

Trump also has spoken in favor 

of such an approach, 

sometimes called an 

International Pricing Index.

House proposals have included 

claw-back provisions requiring 

manufacturers that raise prices 

faster than inflation to lower 

prices or pay the difference to 

the federal government in a 

rebate. A Senate Finance bill 

also includes an inflationary 

cap on drugs covered under 

both Medicare Parts B and D. 

In a move with implications  

for rare diseases and RWE,  

the Senate Finance Committee 

approved the Prescription Drug 

Pricing Reduction Act of 2019 

with a provision for Medicaid  

to pay for new gene therapies 

over time. Sometimes 

compared to an annuity model, 

those payments would be tied 

to real-world outcomes 

measures. 

The Senate Finance Committee 

might revisit legislation to 

change the way PBMs receive 

rebates, after the Trump 

administration withdrew its 

proposed rule earlier this year. 

In the absence of rebate 

reform, payers may feel little 

urgency around the use of RWE.

$$

$

$$

$

$$

$ $$

$



Among several encouraging developments, ad hoc industry 
groups such as the joint ISPOR-ISPE Special Task Force  
on real-world evidence in healthcare decision making  
have focused on the challenges. Together they produced 
recommendations that have morphed into a kind of roadmap 
for the FDA. At the crux are transparency and reproducibility 
of RWD and RWE. Addressing the risk of bias in sponsored 
observational studies, the Task Force urges investigators to 
post study protocols on a public site prior to conducting the 
analysis; show how ensuing results conform to the original 
protocol; create opportunities for other researchers to 
reproduce the study; and publicly address any criticisms  
that arise.9

Strategically speaking, companies working on rare disease 
treatments can improve market access prospects for their 
medicines if they bring professional societies, academic 
centers of excellence and other key opinion leaders into 
alignment on the use of a single-arm trial or other RWD-
related strategies before making a submission or requesting 
a meeting with a P&T committee. “As soon as the company 
starts talking with regulators about an RWE component in  
a trial protocol, it should be explaining the research strategy  
to KOLs whom payers trust and are likely to consult,” says 
Meg Alexander, managing director of Reputation & Risk 
Management at Syneos Health.

What’s more, Alexander notes, since July 2018, the FDA  
has expanded the kinds of healthcare economic information 
(HCEI) manufacturers may share with payers while 
experimental molecules are still under review. The expanded 
evidentiary standard includes multimodal approaches such 
as reliance on natural history data or use of single-arm trials.10 
The problem isn’t simply that payers might not be aware  
of the shift in HCEI-related guidance; drug developers 
themselves must boost awareness internally. “Even among 
manufacturers, and especially at large multinationals with 
internal rare disease teams, there may be poor literacy about 
the changing rules of the road,” Alexander says.
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Recommendations
The constellation of looming challenges surrounding payer engagement 
with RWE in the rare disease space may seem daunting. However, the 
Syneos Health research uncovered that despite confusion and concerns 
over data sources, standards, and quality, payers were positively disposed  
to RWE in decision support—so long as regulatory bodies and industry 
groups are attentive to their concerns. Dialogue is key, and the time is now.

As soon as the company starts talking 
with regulators about an RWE component 
in a trial protocol, it should be explaining 
the research strategy to KOLs whom 
payers trust and are likely to consult.

—Meg Alexander

Managing director of Reputation  
& Risk Management at Syneos Health



• Evidence generation based on real-world data sources can be creative, especially in the gene- and 
cell-therapy space. Most sponsors in the US and Europe already seek scientific advice and support from 
regulators. Early in the development process they must bring that same collaborative spirit to 
engagement with payers. 

• In the Syneos Health survey, payer responses often revealed vague associations with RWE and little sense 
of urgency around their use. Following the lead of regulatory bodies in Europe and the U.S., industry is 
advised to participate in efforts to standardize lexicons related to RWE and familiarize payers with the 
terms, insofar as it affects coverage and reimbursement decisions. 

• These language-related initiatives can’t start with, or be spearheaded by, commercial organizations. 
Instead, payers must see that government agencies and respected professional associations are taking the lead.

• In the US, payers are unlikely to fully embrace RWE until trial sponsors ensure that leaders within their 
companies, including MLR functions, fully understand FDA guidance on compliant use of HCEI. Payers will 
be more responsive when there is a chorus of companies with rare disease treatments communicating  
in the same language on consideration of RWE in coverage/formulary decision making. 

• When designing a single-arm open-label study in the US, use of a historical control arm is a key 
consideration for any accelerated development plan in rare, fragmented patient populations. Eligibility 
criteria for the historical arm should be well defined, including product registries vs. disease or condition 
registries vs. health services registries. Prospective, protocol-driven, matched-pair observational studies 
may be an alternative to this approach.

• Registries not only help accumulate data useful in designing single-arm trials where the control arm is 
based on RWE. To patients, registries also show the sponsor’s long-term commitment to the community. 

• Expanded access programs can offer similar benefits. In addition to providing tangible support to the 
patient community, the programs generate longitudinal data that otherwise would not exist, and that  
is of interest to payers. Recent FDA guidance on RWE cites examples where “the supportive RWE has 
consisted of data on historical response rates drawn from chart reviews, expanded access, and other 
practice settings.”  

• In the interest of greater transparency, investigators planning prospective and retrospective 
observational trials should post the study protocol on a public site prior to conducting the analysis;  
show how ensuing results conform to the original protocol; create opportunities for other researchers  
to reproduce the study; and publicly address any criticisms that arise.

• The FDA recognizes the importance and is working on identifying relevant standards and methodologies 
as part of the regulatory process. Industry must get out ahead of this process. 
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INDUSTRY TAKEAWAYS

• Evidence generation based on real-world data sources can be creative, especially in the gene- and 
cell-therapy space. Most sponsors in the US and Europe already seek scientific advice and support from 
regulators. Early in the development process they must bring that same collaborative spirit to 
engagement with payers. 

• In the Syneos Health survey, payer responses often revealed vague associations with RWE and little sense 
of urgency around their use. Following the lead of regulatory bodies in Europe and the U.S., industry is 
advised to participate in efforts to standardize lexicons related to RWE and familiarize payers with the 
terms, insofar as it affects coverage and reimbursement decisions. 

• These language-related initiatives can’t start with, or be spearheaded by, commercial organizations. 
Instead, payers must see that government agencies and respected professional associations are taking the lead.

• In the US, payers are unlikely to fully embrace RWE until trial sponsors ensure that leaders within their 
companies, including MLR functions, fully understand FDA guidance on compliant use of HCEI. Payers will 
be more responsive when there is a chorus of companies with rare disease treatments communicating  
in the same language on consideration of RWE in coverage/formulary decision making. 

• When designing a single-arm open-label study in the US, use of a historical control arm is a key 
consideration for any accelerated development plan in rare, fragmented patient populations. Eligibility 
criteria for the historical arm should be well defined, including product registries vs. disease or condition 
registries vs. health services registries. Prospective, protocol-driven, matched-pair observational studies 
may be an alternative to this approach.

• Registries not only help accumulate data useful in designing single-arm trials where the control arm is 
based on RWE. To patients, registries also show the sponsor’s long-term commitment to the community. 

• Expanded access programs can offer similar benefits. In addition to providing tangible support to the 
patient community, the programs generate longitudinal data that otherwise would not exist, and that is 
of interest to payers. Recent FDA guidance on RWE cites examples where “the supportive RWE has 
consisted of data on historical response rates drawn from chart reviews, expanded access, and other 
practice settings.”20  

• In the interest of greater transparency, investigators embarking on prospective and retrospective 
observational trials should post the study protocol on a public site prior to conducting the analysis;  
show how ensuing results conform to the original protocol; create opportunities for other researchers  
to reproduce the study; and publicly address any criticisms that arise.

• Industry must accelerate efforts to get out ahead of FDA’s data standards initiatives regarding the use  
of RWD. The FDA recognizes the importance and is working on identifying relevant standards and 
methodologies as part of the regulatory process.21 
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Conclusion
One of the most important takeaways  
from Syneos Health’s payer research is that 
the expanding evidentiary lexicon in rare 
diseases—so closely linked to the proliferation 
of real-world data sources and associated 
innovations in clinical trial design—presents 
payers with a constantly moving target. 



Today, a given P&T committee at Kaiser Permanente or 
UnitedHealth Group’s Optum unit might become comfortable 
with single-arm trials that swap RWD from natural histories 
or registries for placebo-controlled data. But tomorrow,  
deep learning and other tools of computer science might 
enable entirely new research modalities, triggering another 
disruptive learning curve. 

Payers, in other words, will need to continuously advance and 
evolve their reimbursement systems and processes/practices 
to match the available evidence. To the extent possible, in a 
compliant fashion, manufacturers and other stakeholders 
must figure out how to close the knowledge gap.  

Innovations such as N-of-1 trials are likely to prove daunting 
to payers in some circumstances, says Andrew Rosner, 
Syneos Health’s vice president for Client Engagement in  
Real World and Late Phase. Who will pay when such treatments 
inevitably move from laboratories and demonstration projects 
into commercial settings? 

Without waiting for an answer when no answer is at hand, 
the FDA appears poised to issue guidance on N-of-1. In an 
October editorial in the New England Journal of Medicine,  
two FDA directors talked about how this approach can 
“permit the delineation of pathways for truly individualized 
drug development.”11 

“But how would this translate into coverage decisions?” 
Rosner asks. Focused on large patient populations, most 
payers haven’t begun to think about these paradigm-busting 
innovations. “Technology is allowing us to gather, analyze and 
use new forms of data in innovative ways, but payer decision 
making is evolving at a much slower pace,” he observes.  

Keeping up with a fast-changing healthcare environment  
is a challenge and responsibility all stakeholders share.  
The hurdle is hardly unique to payers. Through collaborative, 
well-structured education exercises, standards setting, and 
fact-finding missions on the frontiers of evidence sciences, 
manufacturers can help payers and other stakeholders 
advance at the same velocity toward shared goals in rare  
and non-rare diseases with patients’ interests in mind.
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Through collaborative, well-structured education 
exercises, standards setting, and fact-finding 
missions on the frontiers of evidence sciences, 
manufacturers can help payers and other 
stakeholders advance at the same velocity  
toward shared goals in rare diseases.  
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