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Abstract: Assessing a patient’s perspective on their treatment is part of an increasingly 
integrated approach to pharmacovigilance and treatment optimization. New tools and meth-
ods developed in partnership with patients can capture and quantify cognitive and behavioral 
aspects of the treatment experience. These treatment insights have the potential to shape the 
drug development process, as well as supplement patient-reported outcome data in a way that 
is meaningful to the patient. We highlight examples of tools developed to assess the impact 
of treatment on the aspects of disease that are of utmost concern to the patient in their daily 
life. 
Keywords: drug development, patient engagement, patient perspective, patient-reported 
outcome

Introduction
The value of having the patient’s perspective of their disease and treatment experi-
ences is widely recognized. This is reflected by patient engagement in treatment 
decision making with healthcare professionals (HCPs) in routine clinical practice, 
and by researchers during drug development.1–3

In routine care, consideration of the “patient experience” involves HCPs enga-
ging their patients in shared decision making about patient treatment options.3 This 
process has not changed. The decision to treat and choice of medication remain 
with the HCP and patient. Together they identify the optimal treatment, taking into 
consideration its benefit–risk profile (efficacy and safety), as well as other factors 
that may not be assessed during drug development such as comorbidities, other 
medications, or economic burden. Although the decision to treat is made within this 
relationship, the decision to follow through with treatment is entirely up to the 
patient. Much of a patient’s commitment to taking the medication relies on their 
respect of the provider4 and their ability to trust the prescriber; factors contributing 
to decreased patient commitment may include fear about experiencing a side effect, 
misunderstanding the reason the medicine was prescribed and other medicines 
(including herbal or over-the-counter therapies) that may impact how committed 
they are to taking an additional medicine.5 Social and cultural aspects may also play 
a role in a patients commitment to taking a medication.4,6,7

In drug development, understanding the patient experience and perspective has 
been perceived as an important factor since the 1980s and is documented by the use 
of validated patient-reported outcome (PRO) measures including both quantitative 
and qualitative methods.3,8–11 Such validated PRO measures are widely used to 
capture a patient’s perspective relative to their own symptoms of the disease under 
study, as well as effects on their physical function and quality of life. In the US, the 
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21st Century Cures Act encourages an integrated approach 
to treatment evaluation in which patient experience data, 
measured as PROs, are incorporated into the drug devel-
opment process and are used in health authority drug 
approval frameworks worldwide to inform the interpreta-
tion of efficacy and safety data, thereby placing the patient 
perspective at the heart of the evaluation process.12–15

However, what is lacking is the patient viewpoint on 
how side effects, tolerability, and treatment burden impact 
their daily life and the patient’s willingness to tolerate the 
medication. This commentary is a call to action to propose 
systematic methods for collecting data on the patient 
experience associated with the side effects, tolerability, 
and burden of a given medication.

Realizing the Potential of the 
Patient Voice
So, where is the gap? From our perspective, patients should 
be engaged early in the development of a product to gauge if 
they would be willing to tolerate such a product. There is 
increasing interest in understanding the patient perspective 
relative to side effects and tolerability.16,17

During drug development, adverse events (side 
effects) are reported by the treating physicians and by 
patients who participated in the clinical trials. The safety 
profile of a medication is a tally of these adverse events. 
The adverse events are then listed on a medication label 
and package insert upon regulatory approval (eg, by the 
Food and Drug Administration [FDA] in the US or the 
European Medicines Agency [EMA] in the EU) to 
inform and assist the HCP in prescribing the best med-
ication for a patient as well as to communicate possible 
side effects to the patient.

Post-approval and in practice, physicians initiate 
a conversation with their patient, alone or with the patient’s 
caregiver, as appropriate, to determine what is important to 
the patient about managing their illness or disease. For many 
patients, it would depend on the stage and nature of their 
illness (Is it acute or chronic? Does it have a high mortality 
risk?) as well as other factors related to their personal circum-
stances (Do they work? How many children do they care for? 
Do they have help? What treatments are affordable? Do their 
cultural beliefs influence their viewpoint on certain medica-
tions?). Such factors are important aspects of treatment selec-
tion, but these data are rarely formally collected. It is also 
important to take into consideration what other medications 
(prescription and over-the-counter) a patient is taking.

In addition, patients are seldom asked about the perso-
nal impact or their own experience of a side effect, which 
would help with understanding their “willingness to toler-
ate” and inform an assessment of the burden of the effect. 
We define tolerability here as how the side effect (adverse 
event) impacts the person’s day-to-day life (whereas in 
clinical research, tolerability [or lack of] is usually 
a term associated with the discontinuation of treatment). 
There are many questions related to this concept. What is 
the patient’s threshold of tolerance? Does the patient have 
a preference for the type of side effect they experience? 
What is their willingness to tolerate dizziness or nausea – 
is one more tolerable than the other? What treatment 
beliefs, concerns, or approaches impact their attitude 
towards the treatment? What experience do they have 
with certain side effects? Are some side effects perceived 
as more concerning because of the patient’s beliefs or prior 
experiences? Clearly, decisions that must be made regard-
ing treatment choice are highly personal, but there are few 
reports in the literature as to the best ways to capture the 
patient perspective.18,19 Similarly, there are few reports 
that evaluate patient willingness to tolerate a side effect 
associated with a treatment.20,21

Better understanding of the impact of side effects 
and tolerability may help to identify certain side effects 
that a patient population will not tolerate. For example, 
the medicine may have an acceptable benefit–risk pro-
file; however, there may be certain side effects or 
consequences that patients in general, or a subset of 
patients with a specific comorbidity, may not be willing 
to tolerate. The side effect may have too great an 
impact on their daily living for the treatment to be 
worthwhile. Alternatively, if a medication causes 
a side effect and the treatment for the side effect 
interacts with an over-the-counter medication that the 
patient population takes often, this could have down-
stream consequences that were not well understood 
during development.

Even after agreeing to a particular treatment plan, 
a patient may choose not to take the medication. 
Electronic health records and insurance claims data can 
show the medication was filled and dispensed, but do not 
document compliance. Patients may or may not contact the 
prescriber to request an alternative therapy if they decide 
not to take what was prescribed; both cognitive and beha-
vioral aspects contribute to the decision. So, where do we 
go from here?

submit your manuscript | www.dovepress.com                                                                                                                                                                                                                    

DovePress                                                                                                                                              

Patient Preference and Adherence 2020:14 2002

Simon et al                                                                                                                                                            Dovepress

Powered by TCPDF (www.tcpdf.org)

http://www.dovepress.com
http://www.dovepress.com


Missing Data and Health Authority 
Environment
In order to get to market, a product needs to be safe and 
efficacious. Safety is currently a concept that, as pre-
viously noted, is quantified by counting events; an evalua-
tion of the severity of a particular event is determined by 
data on discontinuations and hospitalizations as a result of 
the event. However, should not a safety assessment 
include patients’ willingness to tolerate the medication? 
Health authorities are committed to routinely reviewing 
the benefit–risk profile of medications. These are quanti-
tative assessments. What can be done to improve the 
understanding of a patient’s willingness to tolerate the 
side effects of a medication and how the side effects 
impact their daily lives in addition to the symptoms of 
their disease? Patients may have improved function, but at 
what cost?

We believe the tendency is for physicians to focus on 
quantitative assessments of treatment and clinical out-
comes. The literature has shown that side effects resulting 
in poor tolerability, as well as the impact of these effects 
on daily life, mental well-being, and quality of life, are 
often of more interest to the patient than the quantitative 
assessments physicians tend to prioritize. This can lead to 
a patient–physician disconnect in the treatment decision 
process and the overall delivery of care. For example, in 
a systematic review of patients with rheumatoid arthritis 
(RA), the 43% patient–physician discordance in assess-
ment of disease was partly attributed to differences in the 
tools employed; Patient Global Assessment includes the 
psychological impact of RA whereas the Physician Global 
Assessment is an assessment of disease activity alone.22

Health authorities, including the FDA and the EMA, 
support the inclusion of the patient perspective during drug 
development.12,15 This includes collecting patient experi-
ence data and a plan for issuance of patient-focused drug 
development guidance.23 There is also an ongoing colla-
boration between the FDA and the EMA to share best 
practices on patient engagement, called the FDA/EMA 
Patient Engagement Cluster workgroup.24

The pharmaceutical industry is highly influential in 
determining the role patients play in drug development25 

and medical product sponsors are being actively encour-
aged to conduct patient preference studies to ensure their 
clinical development programs are guided by patient con-
cerns and interests and/or specific patient populations.26–28 

In 2018, the EU Network for Health Technology 

Assessment (EUnetHTA) began including patients in its 
early scientific advice service and has since reported the 
positive influence patient feedback has had on the recom-
mendations made to companies to improve the quality and 
appropriateness of data supporting any future HTA assess-
ment of their product.29 Patient recommendations have 
mostly focused on use of more appropriate clinical end-
points in trials and on the adaptation of inclusion/exclusion 
criteria to account for different patient subgroups.

The FDA’s increasing receptiveness to the patient per-
spective was demonstrated by the approval of two pro-
ducts (glycopyrronium for the treatment of primary 
axillary hyperhidrosis and telotristat etiprate for the treat-
ment of carcinoid syndrome), each of which included the 
patient experience in the development and approval 
processes.28,30 The development of these products incor-
porated qualitative studies to understand the patient per-
spective and identify themes in the gaps of study data 
collection. These gaps were then incorporated into the 
larger study program quantitatively via the recording of 
specific symptoms related to the disease or refined 
PROs.28,30–32

The early engagement of patients in drug development 
is less common for chronic diseases than for rare diseases 
and, as a consequence, important aspects of the patient 
perception of the treatment experience may not be cap-
tured by study endpoints, potentially limiting the clinical 
utility of the data generated.33 The types of regulatory 
decisions that could be supported by patient experience 
data, and the evidentiary standards for different regulatory 
contexts, are currently ill defined.34

The Future of Medical Assessment
Improving the Assessment of Side Effects 
and Tolerability
Although the patient’s perspective on what side effect 
profile they are willing to tolerate is an individual matter, 
it is currently discussed after the product is on the market 
and only between the HCP and the patient. We are advo-
cating for earlier patient engagement in the drug develop-
ment process so that the patient voice is heard clearly and 
can help inform the regulatory evaluation of a product 
(Figure 1A). The collection of cognitive and behavioral 
information could provide valuable insights into the 
patient perspective of treatment by highlighting outcomes 
and side effects that are important to the patient, distinct 
from PROs which are generally influenced by prior studies 
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of a similar treatment or disease.33 The patient’s perspec-
tive or opinion is not currently part of the formal assess-
ment. We propose that during clinical trials, patients 
should be given the opportunity to rate or weigh any side 
effect (adverse event) they experience in real time (ie as 
they are experiencing the event). How does this side effect 
impact their daily life? What is their willingness to tolerate 
a certain effect or risk profile associated with the medica-
tion? During this engagement, patients should be asked 
about prior experience with medicines and their beliefs 
around medications. How can this information be collected 
and used?

We recognize that an assessment of the true impact of 
treatment on the patient requires consideration of the 
patient voice, and we support gaining an understanding 
of each patient’s detailed account of the nature and perso-
nal significance of any side effects of treatment, together 
with the impact of treatment on aspects of their disease 
and their psychological and physical well-being.3 Much of 
this information is not captured electronically; however, 

qualitative and quantitative methods can be employed to 
address these gaps in data collection.35–39

Technological advances have facilitated the collection 
of real-world patient data and the push to use these data 
has grown exponentially. Given the explosion of real- 
world data collection, the benefits and risks of 
a medication can be monitored continually in ongoing 
assessments. Medication manufacturers and health autho-
rities use a Benefit-Risk Action Team (BRAT) 
framework.40 Some of the other methods applied to safety 
and efficacy data to evaluate the benefit–risk profile of 
a medication are the Quality-adjusted Time Without 
Symptoms and Toxicity (Q-TWiST) analysis,41 the Risk 
Assessment and Categorization Tool (RACT), and Multi- 
Criteria Decision Analysis (MCDA).42,43

Refining Tools
Patients are at the heart of the drug development process, 
but there are few to no measures that evaluate a patient’s 
experience and impact a side effect from a medication will 

Figure 1 The potential of the patient voice in (A) drug development and (B) clinical practice. *PRE2T© currently in development. 
Abbreviations: AE, adverse event; PRE2T, Patient Reported Effects Elicitation Tool; PRO, patient-reported outcome.
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have on their daily life. How do we continue to improve 
the patient experience and patient involvement? It is clear 
that dialogue among patients, patient advocates, research-
ers, HCPs, drug developers, and regulatory authorities is 
key to determine the most appropriate method to assess 
a patient’s experience with a given treatment in clinical 
trials. The challenge lies in how to develop tools that 
accurately capture and quantify the patient experience 
and tolerability of treatment (ie factors that are regarded 
by patients as meaningful to treat their illness/disease and 
improve their quality of life). Current measures that 
attempt to collect treatment burden are long and 
cumbersome.44 To realize the true potential of the patient 
voice, it is critical that new tools are developed to elicit 
information important to patients in a well-defined and 
descriptive way to be truly representative of the patient 
experience.45 There is hope. Knowledge of the issues that 
influence patient acceptability of treatment is increasing; 
as a result, new assessments are now being developed in 
collaboration with both patients and caregivers in various 
disease areas.46,47

If another dimension of data were to be collected 
systematically, what clinical utility would it provide? In 
2006, Smart proposed that practitioners’ decisions about 
clinical utility should be based upon four components 
(appropriateness, accessibility, practicability, and accept-
ability) to ensure proposed changes to practice are evalu-
ated thoroughly and accurately.48 The recently developed 
Patient-Reported Outcomes version of the Common 
Terminology Criteria for Adverse Events maintained by 
the US National Cancer Institute is believed to have the 
potential to provide detailed, descriptive, and patient- 
centered data to capture the functional burden of possible 
treatment-related symptoms in oncology trials and to com-
plement data from existing safety assessments. The tool 
consists of 78 symptoms with one to three items charac-
terizing the frequency, severity, and/or activity interference 
of each symptom; symptoms are listed in plain language 
terms and are available in a range of languages. Patients 
are encouraged to self-report their symptoms, generally on 
a weekly basis. This new tool was used recently for the 
first time in an oncology trial, the randomized AURA3 
trial of osimertinib or chemotherapy for advanced non- 
small cell lung cancer, and the patient self-report rate 
was high, rising from 80% at baseline to around 90% at 
24 and 48 weeks.49

Given the evolution of technology, what is lacking is 
a benefit–risk assessment for the individual patient that takes 

into consideration other aspects of treatment that are not 
currently measured (eg cultural differences, economic fac-
tors, tolerance). New tools and data visualization can assist 
patients in understanding the benefit–risk profile of 
a medication. The use of tools and patient interviews early 
in drug development has the potential to better inform 
a patient’s overall experience with a new medication. This 
includes recording the adverse events they may experience, 
effectiveness, tolerability, cognitive measures, and cultural 
aspects, in addition to standard safety data collection. We 
believe that future programs should include patients not only 
reporting on outcomes, but rating their experience with 
adverse events. As such, the lead author (TS) is currently 
in the process of developing and validating an effect elicita-
tion tool (Patient Reported Effect Elicitation Tool©) that 
could be implemented in clinical trials, and potentially in 
a post-marketing setting (Figure 1A and B). The aims of the 
tool under development will be to gauge how the patient is 
feeling and assess the impact of any side effects on their 
daily life. This tool would complement the current conven-
tional measures that evaluate the safety of a medication.

Conclusion
The patient perspective has been included during the drug 
development process to supplement and enhance the quan-
titative data collected for regulatory purposes, with the US 
21st Century Cures Act allowing for and supporting the 
collection and use of the patient voice and perspective. As 
such, at the time of a new drug application, specific ques-
tions are asked regarding the use of patient perspective 
data during the development process. We agree that this is 
important and we are advocating a similar process and 
component in understanding the patient perspective as it 
relates to willingness to tolerate the side effects (adverse 
events) associated with a medication.

New tools with the ability to detect and quantify toler-
ability parameters of the treatment are needed to capture 
the patient voice in a way that can drive decisions in the 
approval process. Patients working collaboratively with 
regulatory professionals and HCPs can contribute to the 
development of standardized processes and methods that 
can translate into improved experiences both during drug 
development and in clinical practice.
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