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Abstract 

1. Introduction by session chair (Alexandra Lauer) 

2. Inclusion of PROs in Dosing Finding Trials (Emily Alger): There is growing scientific interest 
in incorporating Patient-reported Outcomes (PROs) in early phase dose-finding oncology trials 
(DFOTs) to assess tolerability, inform dose selection, and guide later stage trial design. 
However currently, PRO objectives, analysis, and reporting within DFOTs is often unclear and 
inconsistent. OPTIMISE-ROR (incOrporating PaTIent-reported outcoMes In doSE-finding trials–
Research Objectives Recommendations) and OPTIMISE-AR (OPTIMISE-Analysis 
Recommendations) were established to provide foundational recommendations for trialists 
wishing to leverage the early insights provided by PROs within their DFOT. The OPTIMISE-
ROR project identifies critical PRO research objectives relevant to DFOTs. Building upon these 
recommendations, OPTIMISE-AR provides a practical toolkit supporting the statistical analysis, 
visualisation, and reporting of PRO data within publications in line with such critical objectives. 
International, multidisciplinary, cross-sector statistical analysis and data visualisation working 
groups identified analytical and visualisation approaches addressing these key DFOT PRO 
research objectives. Informed by existing literature, case studies and recommendations are 
provided for analysing binary, ordinal, and continuous PRO data to assess tolerability across 
dose levels and timepoints and integrating PROs within interim and final dose-decision 
processes. This talk will detail how OPTIMISE-ROR and OPTIMISE-AR facilitate the systematic 
integration of PROs in DFOTs. 

3. A meta-analytic approach to the assessment of tolerability in early phase oncology trials 
(Lorenz Uhlmann): Tolerability is defined as the degree of symptomatic side effects patients 
are willing to endure in order to adhere to their assigned treatment. Unlike adverse events, 
tolerability is solicited from patients by means of PROs such as the Patient-Reported Outcomes 
Common Terminology for Cancer Adverse Events (PRO-CTCAE) or generic measures of 
Overall Side Effect Bother/ Burden, such as FACT-GP5/ EORTC-IL46 (Q168). Tolerability data 
plays a crucial role in the dose characterization in early phase oncology trials. Beamion LUNG-1 
is an ongoing Phase Ia/II study assessing efficacy and safety of zongertinib in HER2 mutant 
NSCLC patients. Several cohorts of rather small sample sizes were included which led to 
limitations in terms of the interpretability of cohort-specific results. In support of a holistic 
characterization of the dose’s tolerability profile the question arises if patients’ tolerability ratings 
across cohorts are sufficiently homogeneous, allowing researchers to pool the data. We 
approach this question from a meta-analytic perspective. Tolerability data is ordinal in nature 
and longitudinally collected, allowing us to apply existing methods based on proportional odds 
models. We introduce a meta-analytic framework for the statistical evaluation of the degree of 
heterogeneity between cohorts. Several approaches pertaining to modeling and inference are 
presented and discussed. 

4. Confirmatory comparative tolerability endpoints in cancer clinical trials: Strategic 
opportunities and realisation challenges (Antoine Regnault): Comparing the tolerability of 
therapeutic options is increasingly considered a relevant confirmatory endpoint in cancer clinical 
trials. This presentation will illustrate the underpinning principles of such comparative tolerability 
endpoints as well as the challenges with their operationalization and interpretation. Trial 
endpoints for this purpose should summarize the multifaceted notion of tolerability with a single 



metric allowing a simple, but fair comparison. The assessment of overall side-effect bother, 
evaluated using a single, patient-reported item, over a set period of exposure is currently the 
main option for comparative tolerability endpoints: proportion of participants with severe side-
effect bother and proportion of time with severe side-effect bother. Comparative tolerability 
endpoints should address the question of baseline assessment of tolerability, which is often 
controversial. They should also clearly define the targeted exposure period, and account for the 
parts of this period when the participant burden of side-effect is unknown, either because it was 
not collected by design (e.g., in the case of it being assessed once by cycle) or because the 
assessment is missing. Finally, the interpretation of these endpoints should discuss the possible 
effect of the different length of exposure for the compared treatment options (e.g., in case of 
differential time to treatment discontinuation). 

5. Advancing Tolerability Assessment Through Real-World Patient-Reported Outcomes 
(RW-PROs) (Konrad Maruszczyk): Real-world evidence (RWE) plays an increasingly 
important role in global regulatory and reimbursement decision-making. Incorporating patient-
reported outcomes (PROs) into RWE can enrich the understanding of treatment effectiveness, 
safety, and tolerability from the patient perspective. Real-world patient-reported outcomes (RW-
PROs) are direct reports from patients, captured without interpretation by clinicians or others, 
and collected outside the artificial setting of the traditional clinical trial environment. RW-PROs 
offer opportunities to assess the tolerability of healthcare interventions as delivered in routine 
care. Their use enables the inclusion of broader and often underrepresented populations, such 
as individuals with multimorbidity, pregnant women, and underserved groups. Although 
regulators, health technology assessors, and policymakers acknowledge the value of PROs in 
real-world studies, formal guidance on their optimal use remains limited. This session will 
explore the value of RW-PROs and identify opportunities and facilitators for their wider 
implementation in real-world studies. Key barriers and methodological and operational 
challenges that must be addressed to maximise their impact will also be highlighted. Overall, 
the session provides a timely opportunity to reflect on the evolving landscape of PROs in RWE 
and to discuss their growing role in supporting patient-centred evidence generation. 

6. Panel discussion of opportunities and challenges of tolerability PROs throughout the 
drug development lifecycle. 

  


