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Introduction Objectives Methods

Phase 4 clinical trials are post-marketing surveillance
trials, conducted after regulatory approval (3). These
trials assess the long-term effectiveness, risks, and
benefits of the health intervention in diverse real-world
populations. Incorporating PROs into these trials
enhances real-world evidence (RWE) by capturing
treatment impact from the patient perspective, including
safety, tolerability, and effectiveness (3,4).

Patient-reported outcomes (PROs) are increasingly
recognised as essential components of clinical research,
offering direct insights into how patients perceive their
symptoms, functional status, and overall quality of life
(Qol) (1,2). Unlike clinician-reported or laboratory-based
endpoints, PROs capture the subjective experience of
patients, making them valuable in assessing the real-
world impact of health interventions (1,2).
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Results

Between 2020 and 2024, 6,981 Phase 4 clinical trials
were registered on ClinicalTrials.gov. Of these, 17%
(1,179 trials) included a PRO as the primary endpoint
(Figure 1), with the annual inclusion rates remaining
consistent across the 5-year period (Figure 2).
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The majority of trials that included PROs focused on
symptom burden (912 trials, 77%) highlighting the
importance of capturing subjective experiences such as
pain and fatigue. Other domains were less frequently
captured, suggesting that broader aspects of patients’
wellbeing may often be underrepresented in post-
marketing research (Figure 4).

PROs were utilised across a range of conditions affecting
different body systems. PROs were most frequently
used in trials focusing on the nervous system (312 trials,
26%), musculoskeletal system (208 trials, 18%), and
mental health conditions (175 trials, 15%) (Figure 5).
These areas often involve symptoms such as pain,
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mobility, and mood, which are difficult to measure
objectively (5-7).

Figure 1: PRO inclusion as a primary endpoint in Phase 4 clinical
trials (2020-2024)
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Figure 2: Annual inclusion of PROs in Phase 4 clinical trials (2020-2024)
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Discussion

Between 2020 and 2024, 17% of Phase 4 clinical trials
included PROs as a primary endpoint, with integration
remaining stable, averaging around 20% annually,
demonstrating the value of incorporating the patient
voice into clinical trials. However, the majority (83%) did
not include PROs, highlighting the need for greater
adoption. Barriers such as methodological heterogeneity,
lack of standardisation, and limited clinician familiarity
with PRO data interpretation may contribute to this (1).

There was a concentration of PROs used within specific
contexts. The predominant application of PROs was in the
assessment of drugs; use in device and procedural
studies remained limited. The development of a novel
instrument may be necessary to ensure PROs are fit for
purpose in device and procedural trials (8).

Conclusion

This research demonstrates that PROs are
valuable in demonstrating patient-centred
benefits in a real-world setting across a range
of therapeutic areas. Despite their proven
value, their integration into Phase 4 clinical
trials remains inconsistent. Future research

Most PROs focused on symptom burden, while domains
such as function, behaviour, experience, and QoL were
underrepresented. This narrow focus may limit the ability
of trials to fully capture the broader impact of
interventions on patients’ daily lives and overall

wellbeing.

Conditions affecting the nervous system, musculoskeletal
system, and mental health represented the largest
categories utilising PROs. This is likely due to the
subjective nature of symptoms, including pain, mobility,
and mood, and the difficulty in quantifying their impact

through clinical measures (5-7).
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