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Supplementary Table 1. Description of patient-reported outcome measures and bespoke questions
	
	Description

	EuroQoL Visual Analogue Scale 
(EQ-VAS)
	· The EQ-VAS was also completed which presented a scale from 1 to 100, with 100 corresponding to the ‘best imaginable health’ [43].
· Responses to EQ-VAS were compared to US general population norms; higher numbers indicate better HRQoL [27].
· Recall period is ‘your health state TODAY’.

	Functional Assessment of Cancer Therapy – General (FACT-G)
	· A 27-item questionnaire designed to measure four domains of HRQoL in cancer patients: Physical, social, emotional, and functional well-being (score range: 0 to 24 or 28 for domain scores; 0 to 100 for total score).
· FACT-G has 27 items with a 5-point Likert-type scale and a 7-day recall period [44].
· The total score for the FACT-G can range from 0 to 108, with higher scores indicating better quality of life.
· Responses were compared to US general population norms; higher numbers indicate better HRQoL[25].

	Functional Assessment of Chronic Illness Therapy – Fatigue (FACIT-F)
	· Includes physical fatigue (e.g., I feel tired), functional fatigue (e.g., trouble finishing things), emotional fatigue (e.g., frustration), and social consequences of fatigue (e.g., limits social activity) (score range: 0 to 52).
· FACIT-F has 13 items with a 5-point Likert-type scale and a 7-day recall period  [45].
· The total possible score for the FACIT-F ranges from 0 to 52, with higher scores indicating better quality of life.
· Responses were compared to US general population norms; higher numbers indicate less fatigue [26].

	Transfusion Dependent Quality of Life Questionnaire (TranQoL)
	· Disease-specific quality of life measure for thalassemia. Questions are grouped into four domains: physical health, emotional health, family functioning, and school and career functioning. A fifth category on sexual activity is also included [36].
· TranQoL scores ranges from 0 to 100, with higher scores indicating better quality of life.TranQoL has 36 items with a 5-point Likert-type scale and a 7-day recall period. 
· General population normative data is unavailable/not applicable; higher scores indicate better QoL.

	Work Productivity and Activity Impairment Questionnaire (WPAI)
	· The WPAI-GH is a 6-item instrument that assesses impairment levels in the past 7 days and is scored on 4 metrics: absenteeism [proportion of work time missed because of one's health], presenteeism [proportion  of  work  time  with  impaired  productivity  due  to  one's health], overall work productivity loss  [overall impairment estimate that is a combination of absenteeism and presenteeism] and activity impairment [proportion of impairment in daily activities because of one's health] [46].
· All respondents were asked to complete a question relating to activity impairment; those in full- or part-time employment also complete the work-related sections. Impairment percentages are calculated based on responses provided on a 0–10 visual analogue scale and converted to a 0%–100% score; higher numbers indicate greater impairment [46].

	11-Point Numerical Rating Scale (NRS) of Pain
	· An 11-point scale in which respondents rated their pain on ranging from 0 (no pain at all) to 10 (worst imaginable pain) [47].
· Respondents rank their current level of pain, acceptable level of pain, and level of pain at its worst and best.  

	Bespoke questions on financial burden
	· Estimates for sufficient money to cover the costs associated with managing their condition per month.
· Out-of-pocket expenses burden.
· Financial distress experienced.


Higher EQ-VAS, FACT-G, FACIT-F, and TranQoL scores represent reduced impairment, whereas higher WPAI percentages and NRS scores represent increased impairment.

Supplementary Table 2. Patient-reported outcome measures in patients with TDT stratified by age at month 0
	
	Score range
	Mean (SD)
	p-value

	
	
	18-35 years
	36-55 years
	55+ years
	

	EQ-VAS
	
	
	
	
	

	EQ-VAS (n = 146)
	0-100
	67.5 (20.0)
	68.2 (20.6)
	52.8 (19.9)
	0.123

	FACT-G (n = 152)
	
	
	
	
	

	Physical well-being
	0-28
	18.1 (7.4)
	20.0 (6.)
	17.9 (7.1)
	0.249

	Social and family well-being
	0-28
	19.0 (5.9)
	19.6 (6.3)
	17.6 (8.7)
	0.615

	Emotional well-being
	0-24
	14.2 (4.2)
	15.1 (4.5)
	14.1 (5.5)
	0.493

	Functional well-being
	0-28
	16.9 (6.6)
	17.8 (6.3)
	14.3 (7.6)
	0.290

	FACT-G Total
	0-108
	68.3 (19.0)
	72.5 (18.9)
	64.0 (18.6)
	0.262

	FACIT-F (n = 91)
	
	
	
	
	

	FACIT-F Subscale  
	0-52
	27.8 (13.1)
	29.4 (14.0)
	16.0 (14.3)
	0.119

	TranQoL 
	
	
	
	
	

	Physical health (n = 115)
	0-100
	52.1 (22.1)
	57.6 (23.3)
	40.4 (17.3)
	0.121

	Emotional health (n = 115)
	0-100
	52.6 (19.6)
	63.0 (19.1)
	51.3 (18.9)
	0.017

	Sexual health (n = 95)
	0-100
	51.1 (32.5)
	53.0 (30.8)
	40.0 (41.8)
	0.695

	Family functioning (n = 115)
	0-100
	49.3 (17.3)
	59.4 (17.7)
	47.1 (17.8)
	0.009

	School and career functioning (n = 115)
	0-100
	55.7 (30.1)
	69.3 (24.9)
	69.0 (29.4)
	0.037

	Total score (n = 115)
	0-100
	50.4 (18.8)
	58.8 (17.8)
	47.3 (13.4)
	0.039

	WPAI
	
	
	
	
	

	Absenteeism (n = 79)
	0-100
	23.0 (27.8)
	14.6 (20.2)
	64.3 (50.5)
	0.013

	Presenteeism (n = 78)
	0-100
	43.0 (32.1)
	28.4 (28.9)
	10.0 (0.0)
	0.087

	Work productivity loss (n = 76)
	0-100
	49.2 (33.0)
	36.4 (0.31.6)
	35.7 (0.0)
	0.236

	Overall activity impairment (n = 151)
	0-100
	50.0 (30.0)
	36.8 (0.29.5)
	64.4 (34.7)
	0.005


EQ-VAS, EuroQol Visual Analogue Scale; FACT-G, Functional Assessment of Cancer Therapy – General; FACIT-F, Functional Assessment of Chronic Illness Therapy – Fatigue; SD, standard deviation; WPAI, Work Productivity and Activity Impairment.


Supplementary Table 3. Patient-reported outcome measures in patients with TDT stratified by gender at month 0
	
	Score range
	Mean (SD)
	p-value

	
	
	Female
	Male
	

	EQ-VAS
	
	
	
	

	EQ-VAS (n = 145)
	0-100
	67.0 (21.0)
	67.0 (19.6)
	0.984

	FACT-G (n = 151)
	
	
	
	

	Physical well-being
	0-28
	18.7 (7.1)
	19.5 (6.2)
	0.476

	Social and family well-being
	0-28
	19.2 (6.2)
	19.5 (6.3)
	0.765

	Emotional well-being
	0-24
	14.5 (4.3)
	14.8 (4.6)
	0.711

	Functional well-being
	0-28
	17.1 (6.5)
	17.4 (6.6)
	0.762

	FACT-G Total
	0-108
	69.5 (19.1)
	71.3 (19.1)
	0.588

	FACIT-F (n = 90)
	
	
	
	

	FACIT-F Subscale  
	0-52
	27.1 (14.3)
	29.7 (12.7)
	0.430

	TranQoL 
	
	
	
	

	Physical health (n = 115)
	0-100
	53.0 (23.8)
	55.4 (20.1)
	0.593

	Emotional health (n = 115)
	0-100
	56.4 (19.9)
	58.4 (20.0)
	0.608

	Sexual health (n = 95)
	0-100
	49.2 (31.6)
	56.2 (32.9)
	0.334

	Family functioning (n = 115)
	0-100
	51.6 (17.1)
	57.5 (19.7)
	0.102

	School and career functioning (n = 115)
	0-100
	65.2 (27.1)
	56.9 (30.8)
	0.142

	Total score (n = 115)
	0-100
	53.7 (18.2)
	54.2 (19.4)
	0.884

	WPAI
	
	
	
	

	Absenteeism (n = 79)
	0-100
	20.0 (26.8)
	18.5 (23.4)
	0.798

	Presenteeism (n = 78)
	0-100
	33.5 (32.2)
	35.9 (29.0)
	0.743

	Work productivity loss (n = 76)
	0-100
	40.3 (35.1)
	44.3 (27.7)
	0.606

	Overall activity impairment (n = 151)
	0-100
	47.6 (30.8)
	37.6 (30.6)
	0.061


EQ-VAS, EuroQol Visual Analogue Scale; FACT-G, Functional Assessment of Cancer Therapy – General; FACIT-F, Functional Assessment of Chronic Illness Therapy – Fatigue; SD, standard deviation; WPAI, Work Productivity and Activity Impairment.


Supplementary Table 3. Stability data analyses in patients with TDT over 6-month observation period 
	
	Score range
	Mean Score (SD)
	Change
	p-value

	
	
	Month 0
	Month 3
	Month 6
	
	

	EQ-VAS
	
	
	
	
	
	

	EQ-VAS (n = 86)
	0-100
	67.1 (21.2)
	64.9 (20.0)
	66.6 (21.9)
	2.2
	0.767

	FACT-G (n = 91)
	
	
	
	
	
	

	Physical well-being
	0-28
	19.0 (6.5)
	17.6 (6.5)
	18.6 (6.2
	1.4
	0.292

	Social and family well-being
	0-28
	19.0 (6.4)
	19.0 (6.1)
	18.9 (5.6)
	0.1
	0.994

	Emotional well-being
	0-24
	14.4 (4.5)
	14.8 (5.3)
	14.9 (5.1)
	0.5
	0.237

	Functional well-being
	0-28
	16.9 (6.8)
	16 .0 (6.3)
	16.5 (6.3)
	0.9
	0.597

	FACT-G Total
	0-108
	69.3 (19.2)
	67.3 (20.2)
	68.9 (19.2)
	2.0
	0.768

	FACIT-F (n = 65)
	
	
	
	
	
	

	FACIT-F Subscale 
	0-52
	N/A
	26.8 (13.6)
	28.7 (10.2)
	1.9
	0.367

	TranQoL
	
	
	
	
	
	

	Physical health (n = 65)
	0-100
	51.9 (22.6)
	50.5 (19.4)
	-
	1.4
	0.708

	Emotional health (n = 65)
	0-100
	56.0 (19.2)
	52.7 (21.4)
	-
	3.3
	0.369

	Sexual health (n = 45)
	0-100
	52.2 (33.6)
	52.2 (36.1)
	-
	0
	1.000

	Family functioning (n = 65)
	0-100
	54.8 (16.9)
	54.8 (17.5)
	-
	0
	0.980

	School and career functioning (n = 65)
	0-100
	62.8 (29.5)
	59.7 (32.7)
	-
	3.1
	0.574

	Total score (n = 65)
	0-100
	53.6 (19.0)
	53.8 (19.9)
	-
	0.2
	0.968

	WPAI
	
	
	
	
	
	

	Absenteeism (n = 40)
	0-100
	25.1 (30.6)
	16.2 (26.4)
	21.5 (27.9)
	8.9
	0.375

	Presenteeism (n = 38)
	0-100
	30.5 (31.0)
	31.6 (28.4)
	30.0 (23.6)
	1.6
	0.969

	Work productivity loss (n = 37)
	0-100
	40.0 (31.7)
	38.9 (32.5)
	40.7 (29.0)
	1.8
	0.970

	   Overall activity impairment (n = 90)
	0-100
	44.2 (30.9)
	47.2 (29.4)
	43.3 (27.6)
	3.9
	0.648


EQ-VAS, EuroQol Visual Analogue Scale; FACT-G, Functional Assessment of Cancer Therapy-General; FACIT-F, Functional Assessment of Chronic Illness Therapy – Fatigue; SD, standard deviation; N/A, not applicable; TDT, transfusion-dependent β-thalassemia; TranQoL, Transfusion-dependent Quality of Life; WPAI, Work Productivity and Activity Impairment
