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Supplementary Table 1. European Society for Medical Oncology-Magnitude of Clinical Benefit Scale (ESMO-MCBS) quality of life checklist 

	Question
	Answer
	Comments

	Prerequisites

	QOL was at least a secondary endpoint
	YES
	HRQOL was a prespecified secondary endpoint of the ARMANI trial.

	Evidence of validity and reliability of used QOL instrument was provided, or cited if available
	YES
	HRQOL was assessed with PROs by EORTC questionnaires and EORTC guidelines were followed.

	According to the conclusions, there was a statistically and clinically significant improvement in overall/global QOL in comparison with the control arm
	YES
	There was a statistically and clinically significant improvement in global QOL as well as in functional scales and key disease related symptoms with experimental treatment at 8 weeks after randomization. QOL deterioration was significantly delayed with experimental treatment. 

	
	
	

	01. Clear hypothesis and methods of overall/global QOL including

	The timepoints of the QOL assessment
	YES
	As specified in the Methods

	The direction of the expected change (for example we expect a delay in the deterioration of overall/global QOL)
	YES
	The anticipated effect was a superiority in global QOL and TTD for the experimental treatment. No a priori power calculation was performed, as HRQOL was not the primary endpoint of the trial.

	Item 1 result
	YES

	

	02. Compliance and missing data including

	High compliance rates (in your expert opinion) for each treatment arm and each time point (including baseline) reported
	NO
	Compliance rate was moderate.

	Statistical approach for dealing with missing data
	YES
	Missing HRQOL data were managed in accordance with EORTC scoring guidelines (Methods).


	Item 2 result
	NO
	

	

	03. Results (based on hypothesis) including

	Results for primary QOL analysis and time point(s) are reported with the estimated effect size and its precision (such as 95% confidence interval)
	YES
	

	The results are based on the original assigned groups
	YES
	

	Item 3 results
	YES

	

	04. Statistical and clinical significance including

	Clear description of primary statistical method for the analysis
	YES
	In the Methods.

	Correction for multiplicity if more than one follow-up assessment or instrument are used in the primary analysis
	NO
	

	Pre-defined threshold for clinical relevance (i.e. minimal important difference)
	YES
	An increase of ≥10 points compared to baseline in questionnaires items was considered as threshold for clinical relevance.

	Item 4 result
	NO

	

	Final number of items scored positively
	2/4



List of abbreviations: EORTC = European Organisation for Research and Treatment of Cancer; QOL = quality of life; PROs = Patient Reported Outcomes; TTD = time to deterioration




Supplementary Figure S1. Number of patients completing assessments at designated time points by treatment arm.
[image: ]

List of abbreviations: PD = Progressive Disease.

Supplementary Figure S2. Mean changes from baseline for global quality of life, functional scales and symptoms of EORTC QLQ-C30 questionnaire across prespecified timepoints by treatment arm.
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Supplementary Figure S3. Mean changes from baseline for domains and symptoms of QLQ-OG25 questionnaire across prespecified timepoints by treatment arm.
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Supplementary Figure S4. Mean changes from baseline for EQ-5D-5L VAS questionnaire by treatment arm.
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List of abbreviations: VAS = Visual analogic scale, PD = Progressive Disease
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