
Real world evidence (RWE) from medical claims and EHR 

reflect routine clinical practice and have been used to study 

safety of marketed products for decades. In recent years, 

regulators have issued guidance documents for data relevance 

and data quality on the use of real-world data (RWD) for 

regulatory decision-making.1-5

The TransCelerate RWD Audit Readiness initiative was 

started in 20206 to operationalize the thought leadership 

stemming from Duke-Margolis/FDA and others on the use of 

RWD/RWE in regulatory decision-making for product 

effectiveness.6 In 2023, TransCelerate released related 

considerations for the evaluation of RWD sources.6

While this work provides a useful roadmap, additional detail 

is needed to create a full picture of what a successful real-world 

data submission package might look like. An outline and 

framework for a submission package would bring clarity to 

sponsors and data providers, making the TransCelerate 

considerations more tangible and actionable.

Introduction

Methods

We convened a working group of leaders from the International 

Society of Pharmacoepidemiology (ISPE), International Society of 

Pharmaceutical Outcomes Research (ISPOR) and TransCelerate to 

craft a more tangible view of what should be included in 

submissions to justify relevance and data quality of sources 

considered and selected to implement RWE protocols. Recognizing 

that clarity could be helpful on the content and level of detail for a 

regulatory data package addressing data quality and relevancy, our 

working group met to discuss potentially helpful tactical guidance 

from TransCelerate Considerations for Audit Readiness as 

foundation. Using the TransCelerate Considerations Report for 

Audit and Inspection readiness of RWD/RWE,8 we carefully 

reviewed the  considerations under each conceptual pillar. 

Table 1: High-Level Table of Contents for Documentation on 
Data Quality and Reliability

I. Research Question (PICOTS: Population, Intervention, 
Comparator, Outcome(s), Setting)

II. Selection of Data Source - Feasibility Assessments

1. Feasibility assessments- data sources assessed, results 
from all feasibility evaluations
A  Selection or exclusion of data sources
B. Relevancy
C. Accuracy, Provenance and Completeness
D. Longitudinality
E. Audit trails

III. Selected Database: Data collection procedures, Error 
checking and Curation

1. Describe the data source(s)
2. Structured Data Collection and Completeness

IV. Analytic

1. Missing Data Handling
2. Modification to data at analytic stage 
3. Important intercurrent events 
4. Selection of patients 
5. Population

V. Provenance

1. Data custodians used over lifecycle of data collection 
process

2. Source dataset metadata and audit trail for each original 
data source

3. Data Privacy and De-identification

Results

Conclusions
RWE is only recently being used for decision-making; hence, 

little precedence exists to help sponsors understand regulatory 

expectations. A submission package template should help 

researchers generate the necessary documentation to justify the 

evaluation and selection of RWD sources for addressing a specific 

research question and regulatory/HTA decision and ensure that 

pertinent information is included. It can also be useful as an aid to 

help data providers understand the level of documentation 

needed. Creating a submission package is likely to be a multi-step 

process involving multiple groups.  This TOC supports efficient 

gathering of the information required from these multiple groups 

to allow creation of a complete package submission for regulatory 

decision-making.

Our TOC and framework table is based substantially on the 

TransCelerate work, which in turn built on the draft guidance RWE 

documents issued by the U.S. FDA between 2018 and 2023 as well 

as similar documents provided by the EMA and professional 

organizations such as Duke-Margolis. The framework we present is 

not intended to be prescriptive but rather to provide clarity on the 

potential documentation that could be helpful to health authorities 

reviewing RWE submissions for decision-making. The specific 

details of the framework would change based on the data issues 

for a specific study and regulatory decision. 
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Table 2 depicts a sample RWE data package submission form that can be 

used as a tool for collecting and presenting the necessary information 

for regulatory decision-making. This form is designed to be adaptable 

based on the specific needs of the research question and expanded to 

provide information on additional data sources relevant to the study.

Table 1 below describes some of the high-level headings for a 

regulatory package Table of Contents (TOC). Additional details and 

annotated TOC will be forthcoming in publication.  

To use TransCelerate’s Audit and inspection Readiness 

Consideration summaries to develop documentation on data quality 

and relevance intended for regulators. 

Objective
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Figure 1. TransCelerate’s five conceptual pillars  for audit and 

inspection readiness6 

(See Figure 1: relevance, accrual, provenance, completeness, and 

accuracy). We also utilized the FDA guidance documents on RWE to 

create an annotated Table of Contents and a dynamic framework for 

submission packages.

Table 2 : Contents for RWE Data Package- EXCERPTS ONLY

/////////////////////// /////////////////////////////////////////////////

These sections omitted from Table 2 due to pending publication:

III. Feasibility for Specific Study

IV. Missing Data

V. Handling of Unstructured Data

VI. Validation of Study Elements

VII. Data Handling in Analysis

VIII. Risk of de-identification

<SOME DATA OMITTED FOR POSTER>/////////// ///////////


