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What does patient focused drug development 
mean to you as a statistician? 

We are a new SIG and 
we want to help you!
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PFDD SIG – who we are

Rachael Lawrance Konstantina Skaltsa Devin Peipert Antoine Regnault

Piper Fromy Evgenyia Reshetnyak Cara Arizmendi Alexandra Lauer
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Why did we form?
> COAs/PROs are now commonly included in clinical trials but, historically, PRO 

endpoints, analysis, interpretation and ultimately their value in drug development has 
not always been maximised

> In 2017 the FDA introduced legislation describing increased focused on patients, and is 
developing a series of patient focused drug development guidance documents (PFDD) 
– of which the draft guidance 4 (draft April 2023) is of most interest to us as 
statisticians working in clinical trials

> FDA guidance, as well as EMA guidance and key publications (e.g. SISAQoL) are still 
draft or evolving – and there are still many challenges – and many statistical aspects 
are still unclear about good practice

> We are all really passionate about sharing knowledge, leading on best practice and 
excited about advancing statistical methodology in this area
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PFDD SIG –purpose & objectives

The purpose of the PFDD SIG is to connect statisticians in pharmaceutical industry roles 
who work on progressing the inclusion of patient-reported outcomes (PROs) and clinical 

outcome assessments (COAs) across all phases of drug development process to share their 
knowledge and also lead statistical thinking and methods to solve common statistical 

challenges of use of COAs in drug development.
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PFDD SIG –purpose & objectives

> Advance statistical methodology for specific PFDD topics (topics to be shared later in 
this talk)

> Education for industry statistician & knowledge sharing: sharing good practices and 
standards for PRO and COA based endpoints and are more widely disseminated to the 
PSI/EFSPI community and adopted in drug development across all therapy areas. 

> Interact with regulators, payers, patients and the broader clinical community to obtain 
a better understanding of their requirements relating to PFDD

> Collaboratively partner with other SIGs in this area, either within PSI/EFSPI or in other 
groups, e.g., PSI/EFSPI HTA SIG, PSI/EFSPI Regulatory SIG, PSI/EFSPI Biomarkers SIG, 
ISOQoL Statistics SIG, SISAQoL etc. 
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Question 1

> How familiar are you with FDA Guidance on patient 
focused drug development
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Question 2

> How useful is current guidance to you? Which 
statement fits you best?
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FDA Guidance 2009

FDA Guidance documents

Very specialist PROs for symptomatic AEs

ICH E9(R1) –estimands

PFDD Guidance 4 – still draft – lots of comments
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Oncology:
FDA/EMA/SISAQoL

Oncology – dataset structure, example completion rate tables/figures

FDA June 2021 (well used although draft)

EMA 2016

SISAQoL 2020
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PFDD Guidance 4

− Draft April 2023 – still under review!

> COA Endpoint Considerations
 Endpoint of interest
 Estimation and missing data

> Evaluating the Meaningfulness of Treatment Benefit
 Interpretability of COA scores
 Meaningful Score Differences & Meaningful Score Regions
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Question 3: Knowledge sharing

> Would a compiled resource area for statisticians relating 
to PFDD guidance's and key publications be useful to 
you?
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Methods topics

> Plenty of statistical challenges for us to collaborate 
on and share ideas

> Any experts welcome to join us!
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Question 4: Methods topics

> Topics/ideas – help us prioritise – what is most useful to 
you in immediate future?
− Pain estimands and estimators

− Use of PROs in early phase studies and their role in dose finding/optimization – practical stats points

− Methods for handling death – practical guidance

− Estimands and estimators for PROs assessing tolerability and safety

− Estimators: MMRM and plausibility of MAR

− Imputation methods and missing data – specific to PRO data in oncology studies  - what is actually practical

− Diary data – endpoints

− Practical advice on presentation of MSRs (meaningful score regions as per FDA PFDD draft guidance 4)

− Use of PRO-CTCAE

− Other (please come and talk to us in person after the session!)
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Topic Idea: Any experts interested to 
brainstorm on this?

> PFDD SIG Methods Topic: – Response Shift 
Detection with Structural Equation Models (SEMs) 
 

• Promote utilization of SEMs in biostatistical research 
focused on questionnaire data. 

• Showcase ability to detect response shifts by application in 
one or several clinical studies with PRO data. 

• Discuss pros and cons of SEMs in the context of inferential 
statistics of clinical trial data. 



16

> Thank you – please come and talk to us after the 
session!


