
Preamble
to support consistent interpretation and application 
of CFL-SASS PRIME

Key Considerations for SASS RWE
to provide a robust methodological foundation

Consensus Statements
to clarify areas where existing guidance provides limited specificity 
or where application under the CFL guidance remains uncertain

Demand for RWE has increased across regulators, payers, 
clinicians, and health system decision-makers as stakeholders 
seek evidence that complements randomized controlled trials 
and reflects outcomes in routine clinical practice.1,2 

The US FDA 2018 Medical Product Communications 
That Are Consistent With the FDA-Required Labeling 
(CFL) guidance permits dissemination of information not 
included in labeling, provided that such communications are 
truthful, non-misleading, and supported by evidence that is 
SASS.3 

However, the guidance does not specify how the SASS 
evidence standard should be interpreted or applied to RWE.   

Existing RWE frameworks provide broad methodological 
guidance but are not tailored to CFL-specific decision-making 
or SASS evidence evaluation.

Unclear definition for SASS RWE contributes to inconsistent 
interpretation and constrains the use of RWE in CFL 
communications.   
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BACKGROUND

OBJECTIVE

Clarify and operationalize the SASS 
evidence standard for the generation 
and communication of RWE under the 
CFL pathway to support more consistent, 
credible, and transparent generation 
and dissemination of RWE to healthcare 
decision-makers.

The CFL-SASS Collaborative for RWE 
was established to develop aligned 
recommendations for applying the SASS 
evidence standard to RWE intended for 
promotion under the CFL pathway.
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CONCLUSION
Inconsistent interpretation of the SASS evidence 
standard has limited the promotion of RWE under the 
CFL pathway. CFL-SASS PRIME provides structured, 
consensus-based  guidance for rigorous and 
transparent generation and communication of SASS 
RWE. Broader adoption may strengthen evidence 
governance, reduce interpretive variability, and 
increase confidence that RWE can be responsibly 
disseminated to inform healthcare decision-making. ​

Panelists were recruited based on the following criteria:

RWE Experts:  
Substantial RWE experience, familiarity with 
relevant regulatory guidance, and experience 
applying evidence standards in healthcare 
decision-making. 

Regulatory Experts:  
Extensive experience evaluating 
regulatory evidence; familiarity 
with SASS and the CFL context 
advantageous.

Foundational research characterized the methodological and regulatory landscape
for SASS RWE and identified areas of uncertainty requiring expert consensus.

Established RWE best practices were synthesized into Key Considerations for 
SASS RWE (Key Considerations) and areas of uncertainty were articulated as draft 
statements to focus panel discussions on areas where SASS interpretation and 
application were unclear.   

Draft statements were evaluated through a modified Delphi process with consensus 
established through anonymous voting on a 5-point Likert scale and a pre-specified 
consensus threshold of ≥75%. 
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ABBREVIATIONS
CARSE, competent and reliable scientific evidence; CFL, 
consistent with FDA-required labeling; EHRs, electronic 
health records; FDA, Food and Drug Administration; 
GRACE, Good Research for Comparative Effectiveness; 
HARPER, HARmonized Protocol Template to Enhance 
Reproducibility; ITCs, indirect treatment comparisons; 
NICE, National Institute for Health and Care Excellence; 
NMAs, network meta-analyses; PRIME, Principles for 
RWE Informed by Multistakeholder Expert Consensus; 
RCTs, randomized controlled trials; ROBINS-I, Risk Of 
Bias In Non-randomized Studies - of Interventions; 
RWD, real-world data; RWE, real-world evidence; 
SASS, scientifically appropriate and statistically sound; 
STROBE, Strengthening the Reporting of Observational 
Studies in Epidemiology; STaRT-RWE, structured 
template and reporting tool for real-world evidence; US, 
United States

Three (3) draft statements were not advanced to voting due to 
redundancy with the Key Considerations or CFL guidance, or because 
they addressed specific analytic approaches better handled within 
other consensus statements. 

Outputs were integrated into CFL-SASS Principles for RWE Informed by 
Multistakeholder Expert Consensus (CFL-SASS PRIME)* (Figure 3).

1

C
FL

-S
A

SS
 P

RI
M

E

2

3

A structured mixed-methods 
design was conducted to 
develop consensus-based 
recommendations on the 
application of the SASS 
evidence standard to RWE 
under the CFL pathway  
(Figure 1).  

RWE studies intended for CFL 
communication should document 
how the study adhered to the CFL-
SASS PRIME and/or a published 
template, checklist, or guidance (e.g., 
STaRT-RWE4, GRACE5, STROBE6, 
HARPER7, ROBINS-I8, etc.) to improve 
transparency, reproducibility, and 
scientific integrity.

RWE protocols should 
disclose study purpose and 
specific research questions, 
distinguishing between 
descriptive, comparative, or 
analyses for causal inference, 
to facilitate appropriate 
research methods and 
interpretation.

Data sources, such as registries, claims, EHRs, 
or surveys, may be used for CFL communication 
when they are fit-for-use and supported by 
established data provenance and quality.

RWE to support clinically meaningful 
outcomes consistent with labeled 
indications may be permissible, provided 
it reflects the same underlying patient 
experience or clinical concept and is 
transparently justified and reported.

Use of validated measures is 
recommended; however, emerging or 
evolving measures may be permissible 
when used descriptively with clear 
methodological justification, transparent 
disclosure of limitations, and cautious 
interpretation.

Endpoints from registration trials related 
to demonstrated benefit/risk, but not 
prioritized for labeling, may be permissible 
in RWE studies considered for CFL 
communication as supportive evidence 
when limitations are transparently 
disclosed and cautiously interpreted.

RWD may be used to generate 
evidence on endpoints appropriate 
for the indication, whether or not they 
are included in clinical trials, when 
scientifically justified and fit-for-purpose.

SASS evidence standards apply 
consistently across all therapeutic areas, 
including rare and orphan diseases.

The evidence standards for SASS and CARSE described in FDA guidance share core principles 
of methodological rigor, statistical robustness, and transparent reporting of RWE but may differ 
in regard to the audience, content, and communication contexts to which they apply.

To enhance transparency and credibility, RWE study 
protocols and analysis plans should be finalized a priori, 
and public registration is strongly encouraged.

RWE should be derived from 
fit-for-use data with study 
populations aligned to the 
approved indication.

Hospitalizations and other non-monetary 
healthcare utilization measures may be 
considered for promotion when carefully 
defined and interpreted as clinical outcomes 
aligned to the approved indication.

RWE endpoints (e.g., primary, 
secondary, tertiary) may be used 
in CFL communication if they meet 
SASS evidence standards.

Comparative RWE results for CFL communication should include effect sizes and confidence 
intervals, with p-values reported only when hypothesis testing was pre-specified and Type I error 
appropriately controlled—and never reported in isolation.

When the CFL-SASS PRIME recommendations are 
followed, communications should include a statement 
indicating that the study design and reporting principles 
are aligned with the CFL-SASS PRIME.

RWE findings, regardless of study design, 
should disclose key limitations and be 
interpreted appropriately within the 
context of the broader scientific literature.

RWE studies intended to support causal 
inference should present findings in a 
way that contextualizes treatment effects 
without claiming a new clinical benefit.

Figure 2: Consensus Statements
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panelists participated in the 
modified Delphi process (Table 1). 8 out of 20 statements achieved 

consensus (Figure 2).17

Figure 3: CFL-SASS PRIME Components

Table 1: Modified Delphi 
Panel Composition

Jeffrey Brown, PhD
RWE Expert
TriNetX, LLC 

Mei Sheng Duh, ScD, MPH
RWE Expert
Analysis Group

Daniel Malone, PhD
RWE Expert
University of Utah College of 
Pharmacy 

Peter Neumann, ScD
RWE Expert
Tufts Medical Center – Center 
for the Evaluation of Value and 
Risk 

Sengwee (Darren) Toh, ScD
RWE Expert
Harvard Medical School & T.H. 
Chan School of Public Health 

Richard (Dick) Willke, PhD
RWE Expert
Scintegral Health Economics

RWE Experts

Adam George, PharmD
Regulatory Expert
ANG Regulatory Consulting

Marci Kiester, PharmD, RAC
Regulatory Expert
Opus Regulatory

Regulatory Experts

For CFL communications, RWE results should be presented with all 
appropriate material context relevant to interpretation of the results, 
including study design, methodology, limitations, and description of 
data sources.  

CFL communications presenting RWE should include a clear disclaimer 
that the study is observational and describes associations rather than 
causal relationships.

ITCs and NMAs may be used in CFL communications when conducted 
using rigorous, accepted methodologies (e.g., NICE Health Technology 
Evaluations guidance) with appropriate sensitivity analyses, AND when 
any RWE inputs meet the CFL-SASS evidence standard.

Figure 1: Study Methods
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*Publication forthcoming.


