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Health authorities encourage the  
use of real world data (RWD) in 
regulatory filings. Global 
consumers expand the tide of 
digital data with health apps and 
activities on social channels. Now, 
payers are viewing RWD as a key 
element in value assessments.
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Introduction

In the past, payers were skeptical when manufacturers referenced 
observational studies using RWD and RWE in pricing and formulary 
discussions. The gold standard for payers was evidence from 
randomized controlled clinical trials (RCTs)1—and for most of them, 
that is still the case. But attitudes toward RWD shifted during 2020-
2021 as companies and regulators raced to get novel COVID-19 
vaccines and antiviral drugs to patients, often relying on streamlined, 
decentralized trials. The pandemic set new and durable expectations 
for speed, with a priority on outcomes in real-world settings. In line 
with these developments, payer attitudes and perceptions have 
shifted as well.
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Given the importance of market access in determining a product’s commercial 
success, the shift in payer sentiment suggests manufacturers will put even more 
energy and resources into RWD/RWE in coming years, with its use increasing 
across the entire healthcare landscape.  

What do we mean by RWD and RWE? Simply put, RWD includes all information 
generated in routine medical practice, from electronic health records (EHRs) to 
insurance claims to data feeds from a fitness watch.  These data become RWE 
when analyzed to show benefits or risks of using a medical product. With the 
advancement of big data capabilities in biopharma, the linkage of data sources 
and the drafting of supportive regulatory guidance, key factors are now in 
place to drive increased use of RWE.  
 
In oncology and other areas, surveys of health insurers and a host of 
demonstration programs by health technology assessment (HTA) agencies 
show that payers are growing more responsive to RWD and RWE, especially 
when used to support innovative pricing and outcomes-based contracting.2 
McKinsey & Co. estimates that the average top 20 pharma company can unlock 
more than $300 million in value a year, in a three-to-five-year timeframe, by 
adopting advanced RWE analytics across its value chain for in-market and 
pipeline products.3 Growing interest among product developers and regulators 
was on display at the 2022 annual meeting of the American Society for Clinical 
Oncology (ASCO), where RWD was the topic of numerous panel discussions 
and posters.

Recent payer research by Syneos Health has documented raised expectations 
for use of RWE in formulary decisions and other settings. For example, payers 
we spoke with recognized that risk/benefit assessments based on next-
generation sequencing are more clear when RWE is considered. On such 
matters, payers increasingly expect to be part of the public conversations. One 
payer even produced original, publication-grade research showing how the 
high cost of managing adverse events tied to a new oncology product impacted 
the drug’s value proposition. 

To be sure, some stakeholders remain skeptical about what RWE can and 
cannot show—for reasons we explore below. But compared with five years 
ago, there is much greater receptivity among regulators and payers. Among 
other takeaways, RWE supports the drug industry’s transition to “lifecycle 
management” approaches where stakeholders, including payers, assess a 
product’s value—not once, but at each stage from Phase II/III all the way 
through managed exit.

Real World 
Evidence Defined 
 
The FDA defines RWE as “clinical 

evidence regarding a medical 

product’s use and potential benefits 

or risks derived from analysis of 

RWD.” These data are collected 

from a variety of sources, including:  

• Electronic health records 

• Administrative claims data 

• Registries containing data from a  

    specific disease population 

• Hospital claims data and clinical  

    outcomes assessments 

• Health surveys  

• Patient-reported outcomes and  

    social media streams 

• Wearable devices and apps 

 

Unlike RCTs, RWE studies look at 

endpoints such as:  

• Time to next treatment (TTNT), 

    used as a proxy for progression 

• Evaluation of real-world 

    treatment patterns and outcomes 

• Health care resource utilization 

• Budget impact/cost-benefit 

    models using total cost of 

    treatment
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Europe’s adaptive pathways approach

European regulators frame RWD and RWE differently from the US FDA,  
but the intentions are similar. The EMA’s adaptive pathways approach  
is “a scientific concept for medicine development and data generation,”  
which is intended to provide patients with early and “progressive” access 
to new treatments.7 The concept is based on three principles: 

(1) Iterative development. Either a product is approved in stages, beginning with a restricted patient population,  
      or it is first approved conditionally based on surrogate endpoints 

(2) Gathering evidence through real-life use to supplement clinical trial data

(3) Early involvement of patients and health technology assessment bodies in relevant discussions 

Evolving regulatory landscape

In late 2021, the US FDA issued four sets of regulatory guidance around RWE reflecting the agency’s mindset 
when approving new drugs, weighing indications and deciding what safety protocols are needed.4 The guidance 
highlights considerations for: 

• Appropriate use of RWD from EHRs and medical claims
• Maintenance of data “provenance and quality” (intactness and reliability) in repositories
• Ensuring disease registries are “fit for use” in regulatory contexts
• Addressing possible inconsistencies involving formats, terminologies and algorithms in different RWD sources
• Regulatory practices regarding non-interventional (observational) studies  

However, manufacturers and regulators may not be aligned on how to use RWD most effectively. For example, 
in a review of 700 original and supplemental FDA approvals in oncology between 2015-2020, all studies 
involving RWD were retrospective in design. At ASCO 2022, senior FDA staff questioned prevailing approaches 
in a panel titled “Real-World Data and Observational Trials: Just Not Good Enough.”5 
 
A few months earlier, members of this panel published a commentary in The Oncologist noting the 
preponderance of retrospective RWD studies that lack randomization and were useful to regulators only “in the 
rare circumstance when a prospective clinical trial is infeasible.”6 In contrast, they praised an approach in which 
“data can be prospectively collected via RWD sources, incorporating randomization in a pragmatic or hybrid 
approach.” 6 They envisioned a future in which randomized pragmatic trials will enable researchers to interpret 
“time to event” endpoints such as survival while delivering care in community settings, with reduced burden of 
trial-based assessments. 

In fact, leaders such as Eli Lilly have leveraged RWD studies to adjust labeling on approved drugs in order to 
improve patient care. As part of the FDA’s Model-Informed Drug Development (MIDD) Pilot Program, Lilly 
submitted data showing cancer patients could be safely dosed with an existing drug–less frequently, and with 
the same clinical benefit–if the subjects were infused more frequently.
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RWE in oncology: a patient-centric view
 
Few stakeholders would argue over the primacy of RCTs. From the perspective of patients and health systems, 
however, RCTs have deficits that RWE studies can help address. Writing in Current Oncology, researchers A. Batra 
and W. Y. Cheung looked at the following three areas in which RWE studies reduce uncertainty that exacerbates 
patients’ burdens:8   

• Understanding effectiveness versus efficacy. Efficacy tells us how well a treatment works in ideal conditions of 
   an RCT, where patient compliance is carefully monitored. Effectiveness tells us what happens when real life  
   gets in the way, affecting medication adherence. RWE provides the only approximation of how medicines work 
   outside the tight constraints of a clinical trial.
• Learning more about patients who are excluded from RCTs. Inclusion and exclusion criteria can optimize a 
   trial’s internal validity. However, that means many individuals, including those who are elderly, frail or    
   suffering from chronic conditions, may not be able to participate. Once a drug is on the market, RWE can help  
   assess which treatments work for individuals who were excluded from an RCT.
• Performing economic reassessments that may expand drug usage. Before new cancer drugs are launched, 
   payers and health technology assessment agencies often look at detailed health economic and budget impact 
   analyses. This may lead to daunting cost projections, followed by step edits or prior authorizations that 
   restrict patient access. RWE studies used to reassess a drug’s value may benefit patients if they provide an 
   economic case for broader use of the medicine (assuming it is truly effective).
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When RWE matters to payers
 
One sign of RWE’s growing acceptance in the payer community is the launch of demonstration projects by 
global HTAs. In 2021, the Institute for Clinical and Economic Review (ICER) completed a 24-month observational 
pilot program to understand the value of RWE in post-launch settings. ICER found RWE was beneficial in 
updating evidence, in part because it “focuses on utilizing the vast amount of data being collected globally by 
health systems, insurers, devices and applications.”2 Authors further noted that the costs and time to complete 
observational RWE studies are substantially less than to conduct a similar-size RCT.
 
Payer surveys conducted after the start of the pandemic further document growing acceptance. In 2021, a 
survey by pharmacy experts at the University of Utah and at Pfizer collected 106 responses from national 
managed care organizations, pharmacy benefit managers and large and small health plans.9 Answering 
questions specific to oncology, 85% of respondents said they now use RWE to inform formulary decisions 
“to support comparative effectiveness in the absence of head-to-head clinical trials” and to validate National 
Comprehensive Cancer Network recommendations. In addition, almost half looked at RWE results when making 
off-label usage decisions.9

 
Key takeaways from University of Utah/Pfizer nationwide payer survey 

• Payers look to RWE when making access decisions including formulary placement, treatment sequencing 
   and pathway inclusion, especially for products in the same therapeutic space without head-to-head clinical
   trial information 
• Payers look for RWE that helps analyze total cost of care, adverse event profiles, burden of disease, treatment 
   sequencing and subpopulation responses, along with economic data for contracting discussions
• Payers may conduct internal RWE studies using claims data and, to a less extent, EHR data. However, most 
   payers would rely on external, third-party RWE that is published or integrated into professional 
   recommendations such as NCCN
 
The Utah survey is not unique. In a broad literature review of published payer surveys, University of New 
Mexico researchers found payers are open to RWE that fills evidence gaps not addressed by RCTs.10
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RWE: a mixed picture for payers 

To support coverage and formulary decision-making, RWE may facilitate10:  
 
• High-quality long-term effectiveness and safety insights
• Head-to-head drug comparisons 
• Cost analyses for tiering formulary placement 
• Insights on medication use and adherence patterns
• Identification of relevant responder and  
   non-responder patient subpopulations
• Meaningful patient-reported outcome (PRO) data

But RWE studies may have weaknesses that include: 

• Uneven data quality
• Lack of randomization
• Lack of transparency in research methods and analysis
• Vulnerability to design flaws
• Potential bias
• Lack of meaningful endpoints
• Reviewers’ potential lack of familiarity with observational studies
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New qualitative insights
 
In recent, in-depth interviews with payers, Syneos Health confirmed that payer views on RWE have shifted. 
Executives in pharmacy coverage and reimbursement roles said they hope use of RWE in formulary decision-
making will increase, as it represents patients’ real experiences in environments where they are treated.  
Oncology approvals based on RWE studies, including Pfizer’s Ibrance®, for male breast cancer, are a signal of 
RWE’s increasing regulatory and market access impact. In treatments such as immunotherapies, where adverse 
events (AEs) are common and have a high budgetary impact, claims and registry data will continue to play an 
important role. 
 
Numerous panels and posters at ASCO 2022 attested to academic and industry interest in RWD/RWE. For 
example, a non-interventional prospective study called APOLON, conducted at 55 centers in France, found 
pazopanib, a treatment for metastatic renal cell carcinoma (mRCC), to be safe and effective in real world 
settings.11 Another RWD investigation—also looking at treatments for mRCC—zeroed in on racial disparities in 
treatment patterns and outcomes when comparing checkpoint therapies with other treatments.12 
 
In Syneos Health’s qualitative research, payers highlighted applications such as next-generation sequencing 
(NGS), where technology providers such as Tempus and Flatiron, a unit of Roche, are having a big impact. At 
ASCO 2022, Flatiron presented multiple RWE studies in lung cancer and other conditions.13 If molecular analysis 
can clarify subpopulation responses to cancer drugs at a time when many treatments show an overall response 
rate at or under 50%, it will save lives and conserve resources. 
 
Given such incentives and the fast evolution of enabling technology, we foresee payers playing a larger role as 
publishers of RWE studies, having mined their own patient databases for evidence that X treatment delivers the 
best outcomes, or is associated with fewer AEs, compared with Y. One payer spoke about an internal 
publication-grade RWE study that showed the cost of AE management for an immuno-oncology product was as 
high as the cost of the drug.  Publishing also gives payers a chance to show they are making fair, responsible 
access decisions. 
 
The case for relying on RWE studies in post-approval safety assessments is especially strong. Simply put, RWE 
leverages larger sample sizes compared with RCTs and researchers can collate data for longer periods of time, 
showing value in the real world. No other research modality yields comparable insights into long-term impact of 
a treatment within health systems.



How RWE-based cost comparisons 
shape market access

A growing body of analysis supports RWE’s cost effectiveness, including a 
recent use case from a pharmacology team at the University of Florida. In 
2021, seeking to better understand resource utilization and costs of 
competing checkpoint inhibitor treatments for patients with metastatic 
melanoma, the University of Florida researchers conducted a retrospective 
cohort analysis of melanoma patients using MarketScan data.14 
 
The team analyzed seven systemic therapies, comparing them based on 
healthcare utilization as well as costs per patient per month (PPPM) using 
2-part and generalized linear models. “Utilization” in this case included 
hospitalizations, emergency room visits and outpatient visits. Of the seven 
therapies, ipilimumab-containing regimens had the highest cost and 
resource utilization while pembrolizumab or nivolumab monotherapy had 
the lowest utilization and cost. 
 
According to the report, RWE showed ipilimumab-containing therapies 
carried higher rates of moderate to severe immune-related AEs. 
Moreover, compared with ipilimumab, anti–PD-L1 antibodies showed 
improved responses and survival benefits. Higher utilization rates for 
ipilimumab-containing therapies might be the result of closer patient 
monitoring and more frequent treatment for acute ADEs. The upshot: 
“Pembrolizumab and nivolumab have been established as the preferred 
first-line treatment choice over ipilimumab.”15
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Conclusion

Biopharmaceutical companies are under great pressure to differentiate their oncology products, demonstrate 
value to payers and document benefits to prescribers and payers in the post-market. As a partner to many 
product innovators in this space, Syneos Health focuses on four areas where RWE’s multifaceted research utility 
is driving change in oncology.

• Foundation for clinical research. Drug developers can leverage RWE to design inclusive clinical trials that are  
  broadly applicable to oncology patients. One example: trials with synthetic control arms, where the control 
  population is constructed from an evidence database.

• Partnering with regulators. The FDA and its counterparts increasingly recognize RWE as a research asset—one 
  that can serve as an external comparator for complimentary information across single arm trials in areas such 
  as rare diseases, and potentially of great value in prospective, controlled trials. RWE creates a path for 
  understanding long-term outcomes and accurate assessment of a treatment’s safety and effectiveness.

• Technology roadmap. Manufacturers using RWD/RWE to speed drugs to market in today’s competitive 
  environment find it increasingly difficult to source all the necessary skills and expertise internally. Going 
  forward, how companies manage partnerships that provide access to data from EHRs, laboratories, 
  pharmacies, insurance claims, registries and even consumer devices will define competitive advantage.

• Adaptation and education. It’s no longer sufficient for companies to understand where RWE fits in today’s 
  composite of intersecting research, regulatory and market access agendas. The onus is on innovators to 
  communicate and educate stakeholders who are one step removed from the scientific processes that 
  underpin RWE.

In conclusion, we wish to emphasize that RWE studies cannot replace RCTs, which are still necessary to firmly 
establish safety and efficacy. But RWE studies will almost certainly gain significance as payers migrate from a 
single assessment at the time of product launch to what HTAs call lifecycle management. In this market access 
model, the therapy is reassessed at each stage of development, from phase II/III to launch, post-approval and 
managed exit.  In a lifecycle management model, RWE will be indispensable at each step in capturing how the 
medicine performs in diverse patients, how it affects health system budgets and costs, and how it stacks up 
against new products entering the market.

With the increasing admixture of evidence from different sorts of clinical trials and real world studies, payers 
will be presented with ever-more-complex dossiers in support of coverage and reimbursement. Manufacturers 
will need the most sophisticated tools, insights and empathetic instincts to navigate this sea of heterogenous 
data and meet the diverse needs of physicians, patients and payers. 
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About the Syneos Health Insights Hub
The Syneos Health Insights Hub generates future-focused, actionable insights to help biopharmaceutical companies better execute and succeed in a 
constantly evolving environment. Driven by dynamic research, our perspectives are informed by our insights-driven product development model 
and focused on real answers to customer challenges to help guide decision making and investment. 

About Syneos Health
Syneos Health® (Nasdaq:SYNH) is the only fully integrated biopharmaceutical solutions organization purpose-built to accelerate customer 
success. We lead with a product development mindset, strategically blending clinical development, medical affairs and commercial capabilities  
to address modern market realities.

Together we share insights, use the latest technologies and apply advanced business practices to speed our customers’ delivery of important 
therapies to patients. We support a diverse, equitable and inclusive culture.

To learn more about how we are Shortening the distance from lab to life®, visit syneoshealth.com or subscribe to our podcast.
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