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Patient-Reported Outcomes in Opioid Use Disorder (PR-OUD): Recommendations and Barriers in Clinical Trials and Studies
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> Opioid use disorder (OUD) is a chronic disease that impacts millions of people in the United States.1

> OUD is treatable, and buprenorphine and methadone are two of the three current FDA-approved treatments that are recommended by 
the American Society of Addiction Medicine (ASAM).​2

> Regulatory agencies encourage patient engagement and the inclusion of patient-centric outcomes in clinical trials, which are 
articulated in the 21st Century Cures Act.3

> Patient-Focused Drug Development (PFDD) guidance documents published by the FDA, including two specific to OUD,4,5 provide 
Sponsors with recommendations and suggestions for ensuring regulated clinical trials evaluate whether new treatments have a 
meaningful impact on how patients feel and function (as measured by patient-reported outcome [PRO] assessments)​.

> The goal of this research is to explore the current use of PRO questionnaires in clinical trials for individuals with OUD​.

> Based on regulatory interest in utilizing patient-centric outcomes in clinical trials for treatments of OUD, a review of the published 
literature was conducted to understand current use of PROs in clinical trials and non-interventional studies. Additionally, patient barriers 
to providing transparent PRO data within the target patient population (TPP) were investigated. Therefore, this research focuses 
specifically on answering the following research questions:​

− Should PROs be used in clinical trials for OUD treatment?​
− Are PROs currently used in clinical research and trials for OUD?​
− What are the barriers to the use of PROs in clinical trials for OUD treatment? ​

Figure 1. Overview of methods

> Both regulatory guidance documents include information on potential novel patient-centric endpoints, though they note that additional 
research is needed to support PROs,4,5 including:
− Reduction in craving (or severity of urge to use opioids)
− Improvement in sleep or mood
− Work or school productivity

> No use of PROs were found in the FDA labelling for buprenorphine6,7 and methadone.8

> Use of PROs in clinical trials and other studies:
− One trial used PROs as a primary endpoint,9 and two as a secondary/additional endpoint9,10

− One longitudinal study utilized a PRO throughout various timepoints11

− No other PROs were found to be used as endpoints
> Despite regulatory documents recommending the utilization of PROs in clinical trials for this population, significant barriers exist:

− Opioid use is highly stigmatized, as is medication-assisted treatment.11,12

− Criminalization and other adverse consequences of opioid use can serve to prevent patients from being transparent with their healthcare providers.12,13
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Figure 2. Recommendations for inclusion of PROs in OUD-related clinical trials

> Our targeted literature search indicated that PROs have been utilized in OUD-related clinical research, but no PROs were identified in the 
labeling documents for buprenorphine and methadone. ​

> Patient-centric endpoints, including PROs, should be included at the forefront of OUD-related clinical trials to assess treatment efficacy.  ​
> Full transparency regarding the use of PRO data and ensuring that data is safeguarded whenever possible may mitigate inaccuracies in 

PRO data reported by each clinical trial’s TPP. ​
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• Recommendation 1: We recommend 
that patient-centric endpoints, 
including PROs, should be used at the 
forefront of OUD-related clinical 
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guidances. Specifically, PROs should 
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• Various challenges with utilizing PROs include 
stigmatization (both of opioid use itself and of 
medication-assisted treatment) and 
criminalization.

• Recommendation 3: We recommend that all 
necessary information is provided to 
patients in a clinical trial regarding the 
safeguarding of data when disclosing 
substance abuse to providers in order to 
decrease the fear of being criminalized for 
their opioid use. Patients should have 
accurate guidelines on the use of their 
information, any reporting procedures, and 
any consequences that may occur in specific 
populations (e.g., pregnant persons) when 
disclosing an opioid use disorder. 

• Recommendation 4: We recommend that 
Sponsors disseminate educational materials 
regarding OUD and its treatments to the 
public to reduce the stigma associated with 
the diagnosis of OUD, so patients feel more 
comfortable disclosing information about 
their experiences during a clinical trial, 
including on PRO assessments.  
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populations (e.g., pregnant persons) when 
disclosing an opioid use disorder. 

•We recommend that Sponsors disseminate 
educational materials regarding OUD and 
its treatments to the public to reduce the 
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OUD, so patients feel more comfortable 
disclosing information about their 
experiences during a clinical trial, including 
on PRO assessments.  
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