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Presented by ISPOR in collaboration with ISPE, Duke 
Margolis and NPC

December 17, 2020

Shaking the Myth of Real-World 
Evidence: Updates From the RWE 
Transparency Initiative

Thank you for joining the webinar, it is due to 
start at 10:00 AM EST. There is no audio 

being transmitted at this time. 
Audio is provided via your computer speakers, 

please check your settings.

ISPOR Membership

• Member Benefits
• World-class, global scientific conferences
• MEDLINE®-indexed publications
• HEOR resources and tools
• Educational and training programs
• Awards and recognition
• Career development
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Presented by ISPOR in collaboration with ISPE, Duke 
Margolis and NPC

Shaking the Myth of Real-World 
Evidence: Updates From the RWE 
Transparency Initiative
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Speakers

• Lucinda Orsini, DPM, MPH 
– Associate Chief Science Officer ISPOR

– Head of Health Science and Health Policy Initiatives, ISPOR

• Shirley V. Wang, PhD 
– Assistant Professor, Department of Medicine, BWH and Harvard Medical School

– Lead of Transparency and Reproducibility Subgroup, ISPE RWE Task Force

• David Mellor, PhD
– Director of Policy Initiatives, Centers for Open Science
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Agenda

• Introduction – Lucinda 
– Reminder of what the RWE Transparency Initiative and the focus

– Update on what we have done in the last 24 months

– Recommendations for moving forward: 
• Study Registration Site and 

• Joint Task Force

• Introduce the Joint Task Force Rationale and Related Efforts – Shirley 

• RWE Study Registration Site and the Centers for Open Science – David 
– Overview of the RWE Registration Site 1.0

– How this efforts fits with the broader push for Transparency in Science

Introduction1
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ISPOR/ISPE Joint Special Task Force on 
Real-World Evidence in Healthcare Decision Making

Transparency of
Study Processes

Reproducibility of 
Study Implementation
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Representatives from 
7 pharma companies

Real-World Evidence Transparency Partnership
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Transparency versus Quality

• End goal = decisions based on high quality evidence

• Registration process increases transparency of study process/methods

• Encouraging a culture of transparency can lead to… 
– higher quality evidence generated and used for decision making

– confidence in this type of research

12

Focus is on Secondary Data Use Studies

Challenges include:

• Underlying data quality

• Perceptions of Data dredging/p-hacking/cherry picking

• Lack of transparency of 
– research questions/objectives, data set choice, and a priori analysis plans

• Lack of results reporting
– Decreases visibility into the universe of studies conducted and associated 

results 

– RWE studies NOT published at same rate as clinical trial evidence, 

– Creates a particular ‘blind-spot’ for assessing comparative effectiveness
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Focus on HETE Studies

• Hypothesis Evaluating Treatment Effect (HETE) studies 
– Intended for regulatory, payer, other decision-making, or peer-

reviewed publication

– Evaluates the presence or absence of a pre-specified treatment 
effect and/or its magnitude

– Tests a specific hypothesis in a specific data set

– In conjunction with other evidence, may lead to treatment 
recommendations 

14

RWE Transparency Initiative

13

14



1/7/2021

7

15

Recommendations

1. Identify a site to register 
secondary data use HETE studies

2. Determine the characteristics of a 
‘good’ registration process for 
HETE studies

3. Provide incentives for routine 
registration of HETE studies

16

Real World Evidence Registry

• Hypothesis Evaluating Treatment Effect studies 
• Secondary Data Use
• Not for regulatory purposes?
• Referenceable URL and DOI
• Must upload a protocol
• This is version 1.0

https://www.ispor.org/strategic-initiatives/real-world-evidence/real-world-evidence-transparency-initiative

https://osf.io/registries/rwe/discover
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Harmonized RWE Protocol 
Elements – Joint Task Force2

2020 Harvard Medical / Brigham Division of Pharmacoepidemiology

Joint Task Force
Toward Rigorous Transparency - Harmonization of Protocol Templates 
for Design and Registration of Observational Hypothesis Evaluating 

Treatment Effectiveness (HETE) Studies 

Shirley V Wang PhD, MSc

Division of Pharmacoepidemiology and Pharmacoeconomics, 

Department of Medicine, Brigham and Women’s Hospital, Harvard Medical School
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2020 Harvard Medical / Brigham Division of Pharmacoepidemiology

Aims

• Portfolio of activities on transparency and reproducibility

• Momentum

2020 Harvard Medical / Brigham Division of Pharmacoepidemiology

Disclosures

• Dr. Wang has received salary support from Boehringer Ingelheim, 
Novartis, and Johnson & Johnson as PI on investigator‐initiated grants 
to Brigham and Women’s Hospital
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2020 Harvard Medical / Brigham Division of Pharmacoepidemiology

Activities

1. 1st ISPOR/ISPE Joint Task Force

2. REPEAT 

3. STaRT‐RWE

4. 2nd ISPE/ISPOR Joint Task Force

21

2020 Harvard Medical / Brigham Division of Pharmacoepidemiology

Activities

1. 1st ISPOR/ISPE Joint Task Force

2. REPEAT 

3. STaRT‐RWE

4. 2nd ISPE/ISPOR Joint Task Force
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Jointly published in PDS and ViH 2017
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2020 Harvard Medical / Brigham Division of Pharmacoepidemiology

Activities

1. 1st ISPOR/ISPE Joint Task Force

2. REPEAT 

3. STaRT‐RWE

4. 2nd ISPE/ISPOR Joint Task Force
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Co‐Led by Shirley V Wang and Sebastian Schneeweiss
Manuscript in preparation, target: Science
Multiple presentations at ICPE/ISPOR

2020 Harvard Medical / Brigham Division of Pharmacoepidemiology

Activities

1. 1st ISPOR/ISPE Joint Task Force

2. REPEAT 

3. STaRT‐RWE

4. 2nd ISPE/ISPOR Joint Task Force
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Why was it difficult to reproduce RWE studies?

Co‐Led by Shirley V Wang and Sebastian Schneeweiss
Manuscript in preparation, target: Science
Multiple presentations at ICPE/ISPOR
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2020 Harvard Medical / Brigham Division of Pharmacoepidemiology

Activities

1. 1st ISPOR/ISPE Joint Task Force

2. REPEAT

3. STaRT‐RWE

4. 2nd ISPE/ISPOR Joint Task Force
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Collaboration between FDA and industry
Manuscript accepted at BMJ 

Wang et al, accepted at BMJ

2020 Harvard Medical / Brigham Division of Pharmacoepidemiology

START‐RWE Table of Contents

• Table 1. Administrative Information

• Table 2. Version History

• Figure 1. Design Diagram

• Table 3. Summary of Study Population Parameters

• Table 4. Primary, Secondary, and Subgroup Analysis Specification

• Table 5. Sensitivity Analyses

• Table 6. Attrition Table

• Table 7. Power Calculation

• Table 8. Glossary of Terminology

• Appendices

26
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2020 Harvard Medical / Brigham Division of Pharmacoepidemiology
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Figure 1. Design Diagram 

Power point templates, R Shiny App (Developer: Lars Christian Lund)
https://www.repeatinitiative.org/projects.html

2020 Harvard Medical / Brigham Division of Pharmacoepidemiology
28

Table 3. Summary of Study Population Parameters 

Instructions: Fill in the yellow highlighted sections. Example text included. 

A. Meta-data about data source and software         

This section records the calendar time range used to ascertain cohort entry (index date), as well as the calendar time range of data available for 
pre-index assessment windows and post-index follow up (study period). The data source name and version are identified, as well as any 
sampling criteria applied (for example, the data cut only includes patients with a diagnosis of diabetes). If there is data linkage involved, provide a 
citation or an appendix with description of the linkage (how, performance characteristics) 

            

   Data Source 1 Data Source 2 Data Source 3 Data Source 4   

Data Source(s): XYZ database version 5.1.2 n/a n/a n/a   

Study Period: January 1, 2003 - September 30, 2015         

Eligible Cohort Entry Period: January 1, 2003 - September 30, 2015         

Data Extraction Date/Version: January 1, 2018         

Data sampling/extraction criteria: All enrollees in data source between 
January, 2003 - September 30, 2015 

        

Type(s) of data: Commercial claims         

Data linkage: None         

Data conversion: ABC Common Data Model version 7.0         

Software to create study population: Statistical software version 9.4         
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Table 3. Summary of Study Population Parameters 

Instructions: Fill in the yellow highlighted sections. Example text included. 

H. Follow up 
Specify when follow up begins relative to the index date and check the box for each censoring criterion that is applied. 

          
Begins Day 1     

 

Ends Check all that apply Specify   
 

Outcome ☒       

Death ☒       

Disenrollment ☒       
Day X  

       (specify day)  
☒ 183     

End of study period 
       (specify date)  

☒ 30-Sep-15     

End of exposure  
       (specify stockpiling, grace)  

☐  Stockpiling algorithm: Grace period: 

Add/switch exposure  
       (specify algorithm)  

☒       

Other (specify)   ☐       

 

2020 Harvard Medical / Brigham Division of Pharmacoepidemiology
30

Appendices 

Exclusion criteria Code Code Category Code Type Description Route Strength
Drug A 00003016050 NDC 11 Awesome Drug tablet 250mg
Drug B 00003016050 NDC 11 Really Cool Drug tablet 250mg
Drug A 01003016050 NDC 11 Awesome Drug oral oral suspension 5 ml
Drug B 00803016050 NDC 11 Really Cool Drug injectable injectable 5 y injectable
Chest radiography 87.44 PX 09 Routine chest x-ray, so described
Chest radiography 87.49 PX 09 Other chest x-ray
Chest radiography 71010 PX C4 Radiologic examination, chest; single view, frontal
Chest radiography 71015 PX C4 Radiologic examination, chest; stereo, frontal

Machine readable code algorithms in .csv or other form

A. Study population entry date defining criterion
B. Inclusion criteria
C. Exclusion criteria
D. Covariates
E. Outcome
F. Decisions made when converting to a Common Data Model 
G. …

29
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2020 Harvard Medical / Brigham Division of Pharmacoepidemiology

Activities

1. 1st ISPOR/ISPE Joint Task Force

2. REPEAT

3. STaRT‐RWE

4. 2nd ISPE/ISPOR Joint Task Force

31

Develop a standardized RWE study protocol
template by harmonizing existing protocol
templates, reporting guidelines and checklists.

Co‐Led by Shirley V Wang, Bill Crown, Anton Pottegard
Planning manuscript 
Planning presentations at ICPE/ISPOR

�������� �

2020 Harvard Medical / Brigham Division of Pharmacoepidemiology

Study Transparency ≠ Study Quality

Plan/
Design

Registration Implementation Reporting

Protocol

31

32



1/7/2021

16

2020 Harvard Medical / Brigham Division of Pharmacoepidemiology

Contact: swang1@bwh.harvard.edu
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RWE Study Registration Site 
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Our mission is to increase the 
openness, integrity, and 
reproducibility of research.

Policy

Incentives

Communities

Infrastructure

User Interface/Experience

Make it required

Make it rewarding

Make it normative

Make it easy 

Make it possible

Changing a Research Culture

35
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Make it required

Make it rewarding

Make it normative

Make it easy 

Make it possible

Clinical research, economics, psychology, and social 
sciences use different terminology:

• Preregistration
• Registration
• Prospective trial registration
• Pre-analysis plans

Disambiguation
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Context of confirmation

Traditional hypothesis testing

Results held to the highest 
standards of rigor

Goal is to minimize false positives

P-values interpretable

Presenting exploratory results as confirmatory 
increases publishability at the expense of credibility

Context of discovery

Pushes knowledge into new areas

Generates: testable hypotheses, 
models, or theories

Goal is to minimize false negatives

P-values meaningless

P
re

re
g

is
tr

a
ti

o
n

Confirmatory versus exploratory analysis

Culture Change: Preregistration

• Make it possible

• Make it easy

• Make it normative

• Make it rewarded

• Make it required

39
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Culture Change: Preregistration

• Make it possible

• Make it easy

• Make it normative

• Make it rewarded

• Make it required

Culture Change: Preregistration

• Make it possible

• Make it easy

• Make it normative

• Make it rewarded

• Make it required

http://cos.io/registries

41
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Culture Change: Preregistration

• Make it possible

• Make it easy

• Make it normative

• Make it rewarded

• Make it required

Culture Change: Preregistration

• Make it possible

• Make it easy

• Make it normative

• Make it rewarded

• Make it required
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Culture Change: Preregistration

• Make it possible

• Make it easy

• Make it normative

• Make it rewarded

• Make it required

Advances in Methods and Practices in Psychological 
Science

Level 3 Requirements for Confirmatory or 
Inferential Research

osf.io/registries/rwe/

46

47



1/7/2021

23

osf.io
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Version Control for Protocols 
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Thank you!

Find me online @EvoMellor or email: david@cos.io

Our mission is to provide expertise, tools, and training to help researchers create and 
promote open science within their teams and institutions. Promoting these practices 
within the research funding and publishing communities accelerates scientific progress.

Find this presentation at: osf.io/hzbe6/

More Information:
cos.io/prereg

help.osf.io
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Please send additional questions to: 
Lucinda Orsini, Associate Chief Science Officer, ISPOR
lorsini@ispor.org

Thank You!
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