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Incorporating Patient-reported Outcomes into 
Comparative Effectiveness Research

Healthcare is moving towards a patient-centric model, 
demanding a corresponding shift in clinical research design 
to reflect the incorporation of the voice of the patient. As 
the healthcare industry undergoes significant changes, 
comparative effectiveness research is emerging as a crucial 
aspect of clinical studies, and patient-reported outcomes add 
weight to this research.  

Comparative effectiveness research (CER) is imperative to 
the success of a product and is unrivalled in its ability to 
demonstrate the benefits of a product over competitors by 
examining efficacy, patient response, and cost-analysis. By 
building patient-reported outcomes into CER, companies 
have an opportunity to better understand how their product 
works in the real world, which is instrumental information in 
regulatory and reimbursement discussions.  

Defining Patient-reported Outcomes
Patient-reported outcomes (PROs) allow researchers to 
capture the patient experience in a standardised way, 
collecting data that can be analysed to better observe how 
a patient is responding to treatment in various aspects of his 
life. PROs come directly from a patient and provide insight 
into the health response of the patient, as well as other 
important factors including quality of life, side-effects, and 
the burden of maintaining a treatment regimen.  

Payers are increasingly looking for the added benefit of 
a new medication or how it provides value beyond meeting 
a medical need. In order to demonstrate the superiority of 
a product over competitors, clinicians can turn to patient-
reported outcomes to get a better grasp on the impact of their 
treatment in a patient’s life. Because PROs are standardised, 
their validity is recognised when the correct instrument is 
used in support of a claim, allowing for comparison across 
trials and against rival products.  

Because patient-reported outcomes are uniquely crafted 
to capture the patient voice and provide real-world evidence, 
they are increasingly beneficial in discussions with regulators, 
payers, and physicians. As a supplement to primary clinical 
endpoints, PROs can bolster labelling claims and are 
beneficial to clinicians and patients alike. The medical field 
can rely on the standardisation and statistics driving PROs 
to provide reliable data. Patients benefit from the inclusion 
of evidence related to the patient experience outside of the 
clinical setting because PROs can capture information in a 
real-world setting.  

The Role of Patient-reported Outcomes in Comparative 
Effectiveness Research
Patient-reported outcomes are particularly useful in 
comparative effectiveness research. CER strives to determine 
the differences between treatment options in a real-world 

setting, informing the decisions made by payers, physicians, 
and patients. Comparative effectiveness research can improve 
the delivery of care and better the healthcare landscape by 
providing ample information to support decisions. Injecting 
the patient opinion into this process is crucial. PROs can fill 
in the gaps of clinical research by illustrating exactly how a 
medical product fits into the lives of patients, touching on 
information that is hard to gather strictly through clinically-
driven endpoints.  

Although the patient voice so readily captured by PROs 
is subjective, it is an essential element of comparative 
effectiveness research. Because CER is targeting the 
performance of a product in the real world, it is important 
to understand what is important to the patients who will 
be taking it. PROs can tap into the subjective factors that 
influence a patient’s decision to adhere to their treatment 
plan, which is increasingly important to regulatory and 
reimbursement agencies as it impacts the overall outcome. 
Combining comparative effectiveness research and patient-
reported outcomes allows decision-makers to examine the 
medical outcomes within the context of how likely patients 
are to follow through on recommendations and the impact 
on their quality of life.  

Figure 1 shows various aspects of the value PROs add to 
CER by touching on different dimensions of treatment and 
the patient experience to provide information about how 
treatments succeed in real-world settings. PROs can tap into 
what matters to patients as they make treatment decisions by 
simply asking what the patient sees as an important measure 
of success. This provides clinicians and payers the ability to 
foresee how pleased patients will be with a given treatment. 
PROs also go beyond purely clinical endpoints to understand 

Figure 1: Patient-reported Outcomes Add Value to 
Comparative Effectiveness Research
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how an intervention impacts:

• the patient’s quality of life, 
• the burden of care placed on patients and caregivers, 
• the likelihood of a patient to adhere to a treatment 

regimen,
• barriers to taking a drug,
• the severity of side-effects,
• and how these may influence a patient’s decision to 

choose a given intervention.    

Consider the Patient When Including PROs in CER
PROs must be strategically incorporated into comparative 
effectiveness research to ensure they are targeting the right 
metrics and providing material data points. When selecting a 
PRO, the research team needs to think about pertinent factors 
such as the population being studied, the unique treatment 
of interest, the context and objectives of the study, and where 
the study occurs. PROs can be designed to look at topics that 
are incredibly useful within comparative effectiveness such as 
health-related quality of life, adherence patterns, and cost-
benefit analysis.  

Sponsors need to determine the validity of a PRO before 
including it in their research. If a PRO was successfully used 
in a similar population in an earlier study, it will collect useful 
data and is more likely to be well-received by regulatory 
agencies. It is also necessary to determine the sensitivity 
of an instrument. The PRO instrument should be sensitive 
enough to capture the nuances of patient experience, cluing 
in on potential benefits or challenges that differentiate 
the product from competitors. However, standardisation 
demands that the instrument also be able to apply to a 
broad range of patients so that data can be compared from 
different populations and trials.  

Study teams should keep the patient in mind when 
incorporating a PRO into CER. PROs should be easy to 
complete and focus on issues that are actually important to 
how the patient perceives their treatment, quality of care, and 
the impact of the product on their life overall. Completing a 
PRO should not burden a patient, both in terms of how long it 
takes to participate and how frequently a patient is required 
to participate. Employing electronic data capture facilitates 
the collection and analysis of patient-reported outcomes. 
It also helps integrate PROs into comparative effectiveness 
research because scientists can more seamlessly consider 
differences between individual trials.  

Including PROs in CER lends clearer insight into the risks and 
benefits of treatments to determine if a given intervention 
is providing a net improvement in the overall health of a 
patient. PROs push CER beyond clinical trial data to illustrate 
subtler impacts of a drug that can have big ramifications in 
terms of adherence and overall health outcome. Although 
PROs can be useful for meeting a variety of research needs, 
they are particularly useful within the scope of comparative 
effectiveness and should be included whenever possible.  

Challenges of Selecting the Right PRO
Selecting the right PRO instrument is imperative to successfully 
including the patient voice in CER. There are numerous 
instruments available to researchers, but an improper PRO 
will return data that fails to provide any insight into the 
comparative effectiveness of a drug. Generic instruments, 
such as the SF-36 or the EQ-5D are commonly used, and 
this familiarity draws greater acceptance from regulatory 
agencies.  

Despite their wide acceptance, these generic measures can 
fail to pick up on details relevant to specific therapeutic areas. 
This lack of sensitivity can cloud the picture of the patient 
experience, rendering PROs useless.  

It is essential that teams choose the PRO instrument that 
will provide robust, valuable data on the most pertinent 
aspects of health outcomes. Occasionally, this requires teams 
to develop their own PRO platform.  

Building a study-specific instrument or an instrument 
unique to a therapeutic area can present its own challenges. 
Teams need to be confident that a PRO will pick up on the 
values of a patient within the context of medical treatment. 
Researchers often rely on past experience with a similar PRO 
instrument to demonstrate the ability of a PRO to capture 
relevant data in a way that minimises the burden to the 
patient. Teams must ask the right questions in the right 
way, and this can be difficult to do without previous data 
collections.  

Some therapeutic areas including central nervous system, 
respiratory, immunology, and oncology have several existing 
PROs that a clinical research team can include in their study 
design. These existing instruments blend the recognition 
of generic instruments with the sensitivity and speciality 
of a uniquely designed instrument, providing familiarity 
for regulators and capturing the information most relevant 
to patients within a disease state. Commonly accepted 
therapeutic-specific instruments include:

• Central Nervous System
1. Clinical Dementia Rating Scale (CDR)

• Respiratory
1. Chronic Respiratory Disease Questionnaire (SF-CRQ)
2. St. George’s Respiratory Questionnaire (SGRQ)
3. McGill COPD Quality of Life Questionnaire

• Immunology
1. Asthma Quality of Life Questionnaire (AQLQ)

• Oncology
1. Functional Assessment of Chronic Illness Therapy 
(FACIT) Measurement
2. European Organization for Research and Treatment 
of Cancer QOL Core Questionnaire 30 (EORTCQLQ-30)

When developing a unique PRO for CER, it is important to 
include an analysis health-related quality of life as well as the 
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factors that are most important to patients, like symptoms 
and their ability to function normally. In order to better 
understand what a patient values and the influences on their 
care, it is helpful to talk to patients who are well-versed in 
their disease state and treatment options when creating 
an instrument. Teams should collaborate with patients and 
regulatory bodies to ensure that the heart of the patient 
experience is adequately captured while addressing clinical 
standards and regulatory requirements.  

Patient-centred Comparative Effectiveness Research
Patient-centred CER is a perfect opportunity to blend PROs 
into the study design of CER. Traditionally, CER is viewed 
through the lens of bolstering evidence to ease the decision-
making of regulatory bodies, payers, and healthcare 
professionals. But it is also a powerful tool to equip patients, 
and their caregivers, with the information needed to make 
informed decisions regarding their care in the context of their 
specific health needs, the demands of their lifestyle, and their 
financial situation.  

The Patient-Centered Outcomes Research Institute 
(PCORI) recently pledged $191 million to focus on patient-
centred outcomes in CER in a wide range of therapeutic areas, 
including cardiology, oncology, pain, diabetes, respiratory, 
and mental health disorders (5). PCORI is dedicated to funding 
research that will assist patients in healthcare decisions, and 
their commitment to comparative effectiveness research 
underscores the importance of facilitating evaluation of the 
possible risks and benefits of two treatment options.  

CER that is collected and analysed from a patient 
perspective has the potential to alleviate several burdens 
within the healthcare industry. Primarily, CER can streamline 
the decision-making process by clearly articulating the 
differences between treatment options. Including PROs in this 
research allows patients and caregivers to use information 
that may be more closely related to their individual situation, 
reducing the disparity of outcomes. One intervention may 
work well for one patient, but another patient in a different 
health, cultural or socioeconomic context may not respond 
in the same way. Without injecting the patient perspective 
into outcomes research, the specific factors that make 
a treatment worthwhile may be jumbled in noisy group 
averages, burdening the healthcare system with less effective, 
and therefore cost-efficient, outcomes.  

PROs, and the patient voice that they capture, illuminate 
distinctions and bring clarity to care decisions. When 
treatment decisions are made by considering the patient’s 
values, outcomes are likely optimised, benefitting both 
the individual patient and the healthcare industry as a 
whole. Patient-centred CER can also improve the delivery of 
healthcare. When evidence is succinctly presented, healthcare 
providers and patients alike can more easily access and 
digest it, fostering discussions about the best treatment and 
cutting down on time – and money – spent on less beneficial 
interventions.  

Regulatory Reception of PROs in CER
Despite the benefits of including PROs in CER, hesitations 
regarding regulatory reception may cause clinical trial teams 
to hold back on including PRO instruments within their study 
design. Comparative effectiveness discussions are becoming 
more and more popular, particularly within the United 
States, and patient-focused interventions are also rising 
in prominence. Merging these two goals, however, can be 
difficult as researchers struggle to select the right PRO for 
their CER.  

Research teams should not let these hesitations deter 
them from implementing PRO into their CER. Instead, this 
should spark conversations with regulators about how to best 
incorporate PROs into their comparative studies. CER and 
PROs both strive to unearth the answer to healthcare’s most 
important question of what treatment works the best for a 
given patient by digging into the effectiveness of different 
treatments and the subtleties of patient values and their 
impact on care.  

PROs bridge the gaps in research, moving from the limited 
results discovered in clinical studies with rigorous protocols 
to the real-world outcomes experienced by patients. Patient-
reported outcomes give a fuller picture of care, and this 
perspective holds sway in discussions with regulators and 
payers, who are increasingly interested in patient-centric 
interventions and evidence of comparative effectiveness in a 
real-world context.  

Reference
1. http://news.unchealthcare.org/news/2012/october/

patient-reported-outcomes-essential-to-comparative-
effectiveness-research, visited on 24 April 2014

2. ht tp : / /www.phtcorp .com/Resources/Regulatory -
Documents/PDFs/CMTP-Effect iveness-Guidance-
Document.aspx, visited on 24 April 2014  

3. f i l e : / / / C : / U s e r s / j e n n i f e r h a r r e l l . C E I /
Downloads/00005650-201212000-00008.pdf, visited on 
24 April 2014

4. http://repository.academyhealth.org/cgi/viewcontent.
cgi?article=1009&context=edm_briefs, visited on 24 
April 2014

5. http://www.pcori.org/2013/pcori-approves-191-million-
to-support-patient-centered-comparative-effectiveness-
research/, visited on 24 April 2014

Jennifer Harrell has enjoyed her role as a 
research analyst since joining Cutting Edge 
Information in 2013.  She has studied clinical 
operations, regulatory affairs, and medical 
affairs.  Jennifer graduated from the University 
of North Carolina at Chapel Hill with a BA in 
Economics. 
Email:  jennifer_harrell@cuttingedgeinfo.com


