Supplementary Appendix
Supplementary Methods
Study design
Physicians were prompted to screen and enroll patients using a randomly generated letter matching the first letter of the patient’s last name. Data were collected on a web-based case report form and integrated data checks were performed to track potential errors in the data recorded. At the end of data collection, locked datasets were created along with data dictionary containing a description of each study variable and associated format. An ethics waiver and/or approval was secured according to requirements in each country. In the United Kingdom (UK), the study was submitted to Health Research Authority (HRA), Medical Research Council (MRC), and obtained an exemption as the study was retrospective in nature and classified as a service evaluation. In Germany, the study went through process of notifications and was classified as an Anwendungsbeobachtung in accordance with Section 67 (6) of the Medicines Act. In accordance with French law, this non-interventional study was in compliance with the reference methodology MR-004 that is adopted by French data protection authority ("Commission Nationale de l'Informatique et des Libertés - CNIL") relating to health research and was approved without obtaining patient consent.
Study variables and outcomes
Myelodysplastic syndrome (MDS) subtype included World Health Organization 2008 and 2016 criteria. Revised International Prognostic Scoring System (IPSS-R) score was calculated using data on the components: hemoglobin, absolute neutrophil count, platelets, bone marrow blasts, and cytogenetic risk category. Response to each line of treatment, assessed using International Working Group response criteria, was classified as complete remission, partial remission, marrow complete remission, stable disease, failure, cytogenic response, or disease progression. To calculate time to complete and partial remission and duration of complete or partial remission, patients without a complete or partial remission were censored at the documentation of any other response, start of next line of therapy, death or lost to follow up, whichever occurred first.
Progression-free survival was measured from the start of each line of therapy to progression. Overall survival (OS) was measured from the start of each LOT to death. Adjusted OS was measured from start of first line of therapy (1LOT) to death. 
[bookmark: _Ref145599020]Selected subgroup analyses were conducted to reflect key clinical inputs, including whether patients were transfusion-dependent before the start of treatment and whether they transformed to acute myeloid leukemia (AML) during the study period.
Data Sharing Statement
The data that support the findings of this study are available from the corresponding author [FK], upon request.
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Supplementary Table 1 Additional patient and physician characteristics and treatment patterns
	Variable
	Statistic or Category
	All patients
N=95
	France
n=31
	Germany
n=29
	UK
n=35

	Duration from HR-MDS diagnosis to start of 1LOT, months
	N
	95
	31
	29
	35

	
	Mean (SD)
	1.7 (4.8)
	0.9 (1.7)
	3.0 (6.9)
	1.5 (4.6)

	
	Median (Q1 to Q3)
	1.0 (0.0-1.0)
	0.0 (0.0-1.0)
	1.0 (0.0-2.0)
	1.0 (0.0-1.0)

	
	Range
	0.0-35.0
	0.0-9.0
	0.0-35.0
	0.0-27.0

	Number of treatment cycles completed
	N
	79
	27
	23
	29

	
	Mean (SD)
	15.2 (13.9)
	22.6 (18.9)
	9.8 (6.1)
	12.6 (9.6)

	
	Median (Q1 to Q3)
	11.0 (6.0-18.0)
	15.0 (7.0-42.0)
	9.0 (6.0-12.0)
	11.0 (6.0-15.0)

	
	Range
	1.0-65.0
	2.0-65.0
	2.0-30.0
	1.0-38.0

	Systemic therapy agents, n (%)
	Azacitidine
	85 (89.5)
	28 (90.3)
	29 (100.0)
	28 (80.0)

	
	Cytarabine + Daunorubicin
	4 (4.2)
	2 (6.5)
	0 (0.0)
	2 (5.7)

	
	Cytarabine + Idarubicin + Fludarabine
	2 (2.1)
	0 (0.0)
	0 (0.0)
	2 (5.7)

	
	Idarubicin + Daunorubicin + Fludarabine
	1 (1.1)
	0 (0.0)
	0 (0.0)
	1 (2.9)

	
	Lenalidomide
	3 (3.2)
	1 (3.2)
	0 (0.0)
	2 (5.7)

	Average number of azacitidine cycles completed per patient
	N
	73
	26
	23
	24

	
	Mean (SD)
	15.7 (13.5)
	21.7 (18.6)
	9.8 (6.1)
	14.8 (9.1)

	
	Median (Q1 to Q3)
	12.0 (7.0-18.0)
	14.5 (7.0-28.0)
	9.0 (6.0-12.0)
	13.5 (9.0-17.0)

	
	Range
	2.0-65.0
	2.0-65.0
	2.0-30.0
	3.0-38.0

	Average azacitidine dose per patient during 1LOT (mg/m2)
	N
	81
	26
	29
	26

	
	Mean (SD)
	77.2 (7.1)
	75.0 (0.0)
	80.2 (10.3)
	76.0 (4.9)

	
	Median (Q1 to Q3)
	75.0 (75.0-75.0)
	75.0 (75.0-75.0)
	75.0 (75.0-75.0)
	75.0 (75.0-75.0)

	
	Range
	75.0-100.0
	75.0-75.0
	75.0-100.0
	75.0-100.0

	Allogeneic stem cell transplant during 1LOT, n (%)
	Yes
	9 (9.5)
	2 (6.5)
	3 (10.3)
	4 (11.4)

	
	No
	86 (90.5)
	29 (93.5)
	26 (89.7)
	31 (88.6)

	Patients ineligible for stem cell transplant (who were eligible at diagnosis), n (%)
	No
	85 (89.5)
	29 (93.5)
	28 (96.6)
	28 (80.0)

	
	Yes
	10 (10.5)
	2 (6.5)
	1 (3.4)
	7 (20.0)

	Reason for transplant ineligibility (among those initially eligible), n (%)
	Failure to achieve desired response
	3 (30.0)
	0 (0.0)
	0 (0.0)
	3 (42.9)

	
	No available donor
	1 (10.0)
	0 (0.0)
	0 (0.0)
	1 (14.3)

	
	Patient refuses transplant
	5 (50.0)
	1 (50.0)
	1 (100.0)
	3 (42.9)

	
	Other
	3 (30.0)
	1 (50.0)
	0 (0.0)
	2 (28.6)

	Received any transfusion (RBC or platelet) during 1LOT, n (%)
	Yes
	71 (74.7)
	22 (71.0)
	25 (86.2)
	24 (68.6)

	
	No
	24 (25.3)
	9 (29.0)
	4 (13.8)
	11 (31.4)

	Received any transfusion during 1LOT, n (%)
	RBC
	71 (100.0)
	22 (100.0)
	25 (100.0)
	24 (100.0)

	
	Platelet
	41 (57.7)
	5 (22.7)
	18 (72.0)
	18 (75.0)

	RBC transfusion-dependent prior to the start of 1LOT, n (%)
	Yes
	43 (45.3)
	13 (41.9)
	18 (62.1)
	12 (34.3)

	
	No
	52 (54.7)
	18 (58.1)
	11 (37.9)
	23 (65.7)

	RBC transfusion-independent achieved during 1LOT, n (%)
	Yes
	23 (53.5)
	6 (46.2)
	8 (44.4)
	9 (75.0)

	
	No
	20 (46.5)
	7 (53.8)
	10 (55.6)
	3 (25.0)

	Platelet transfusion-dependent prior to the start of 1LOT, n (%)
	Not reported
	10 (10.5)
	7 (22.6)
	1 (3.4)
	2 (5.7)

	
	Yes
	20 (21.1)
	5 (16.1)
	12 (41.4)
	3 (8.6)

	
	No
	65 (68.4)
	19 (61.3)
	16 (55.2)
	30 (85.7)

	Platelet transfusion-independent achieved during 1LOT, n (%)
	Yes
	12 (60.0)
	3 (60.0)
	7 (58.3)
	2 (66.7)

	
	No
	8 (40.0)
	2 (40.0)
	5 (41.7)
	1 (33.3)

	Bone marrow blast percent, n (%)
	>2 to <5
	12 (12.6)
	0 (0.0)
	12 (19.0)
	0.015E

	
	5 to 10
	36 (37.9)
	15 (46.9)
	21 (33.3)
	

	
	>10
	47 (49.5)
	17 (53.1)
	30 (47.6)
	

	Physician characteristics
	
	
	
	
	

	Years of practice
	N
	41
	13
	14
	14

	
	Mean (SD)
	17.8 (5.4)
	20.6 (3.9)
	16.6 (6.6)
	16.4 (4.6)

	
	Median (Q1 to Q3)
	18.0 (15.0-21.0)
	20.0 (18.0-22.0)
	18.0 (9.0-20.0)
	16.0 (12.0-21.0)

	
	Range
	6.0-30.0
	16.0-28.0
	6.0-30.0
	9.0-23.0

	Clinical setting: France, n (%)
	Cancer center (CLCC)
	1 (2.4)
	1 (7.7)
	NA
	NA

	
	University hospital center or regional hospital center (CHU/CHR)
	8 (19.5)
	8 (61.5)
	NA
	NA

	
	General hospital (CHG/CH)
	4 (9.8)
	4 (30.8)
	NA
	NA

	Clinical setting: Germany, n (%)
	Cancer center (Krebszentrum)
	1 (2.4)
	NA
	1 (7.1)
	NA

	
	University hospital/teaching hospital (Universitätsklinikum/ Lehrkrankenhaus)
	9 (22.0)
	NA
	9 (64.3)
	NA

	Clinical setting: UK, n (%)
	Specialist cancer center/tertiary referral treatment center
	8 (19.5)
	NA
	NA
	8 (57.1)

	
	Other academic/teaching hospital
	4 (9.8)
	NA
	NA
	4 (28.6)

	
	Other non-teaching hospital
	1 (2.4)
	NA
	NA
	1 (7.1)


Abbreviations: 1LOT, first-line therapy; CLCC, Centre de lutte contre le cancer; CHU/CHR, Centre hospitalier universitaire ou centre hospitalier regional; CHG/CH, Hôpital general; HR-MDS, higher-risk myelodysplastic syndromes; NA, not applicable; RBC, red blood cell; UK, United Kingdom



Supplementary Table 2 Treatment response after 1LOT by IPSS-R category overall and by country
	
	All Countries
	France
	Germany
	UK

	
	All
patients
N=95
	IPSS-R Category
	All patients
n=31
	IPSS-R Category
	All patients
n=29
	IPSS-R Category
	All patients
n=35
	IPSS-R Category

	
	
	Interm
n=20
	High
n=18
	Very high
n=57
	
	Interm
n=4
	High
n=8
	Very high
n=19
	
	Interm
n=4
	High
n=5
	Very high
n=20
	
	Interm
n=12
	High
n=5
	Very high
n=18

	Response rates, n (%)

	CR
	23 (24.2)
	7 (35.0)
	6 (33.3)
	10 (17.5)
	5 (16.1)
	1 (25.0)
	2 (25.0)
	2 (10.5)
	4 (13.8)
	0 (0.0)
	1 (20.0)
	3 (15.0)
	14 (40.0)
	6 (50.0)
	3 (60.0)
	5 (27.8)

	PR
	29 (30.5)
	6 (30.0)
	3 (16.7)
	20 (35.1)
	11 (35.5)
	2 (50.0)
	2 (25.0)
	7 (36.8)
	10 (34.5)
	1 (25.0)
	0 (0.0)
	9 (45.0)
	8 (22.9)
	3 (25.0)
	1 (20.0)
	4 (22.2)

	Marrow CR
	3 (3.2)
	0 (0.0)
	1 (5.6)
	2 (3.5)
	2 (6.5)
	0 (0.0)
	1 (12.5)
	1 (5.3)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	1 (2.9)
	0 (0.0)
	0 (0.0)
	1 (5.6)

	SD
	18 (18.9)
	2 (10.0)
	5 (27.8)
	11 (19.3)
	8 (25.8)
	1 (25.0)
	1 (12.5)
	6 (31.6)
	9 (31.0)
	1 (25.0)
	4 (80.0)
	4 (20.0)
	1 (2.9)
	0(0.0)
	0(0.0)
	1 (5.6)

	Failure
	4 (4.2)
	2 (10.0)
	2 (11.1)
	0 (0.0)
	1 (3.2)
	0 (0.0)
	1 (12.5)
	0 (0.0)
	1 (3.4)
	1 (25.0)
	0 (0.0)
	0 (0.0)
	2 (5.7)
	1 (8.3)
	1 (20.0)
	0 (0.0)

	CytoR
	1 (1.1)
	0 (0.0)
	0 (0.0)
	1 (1.8)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	1 (2.9)
	0 (0.0)
	0 (0.0)
	1 (5.6)

	PD
	10 (10.5)
	1 (5.0)
	1 (5.6)
	8 (14.0)
	4 (12.9)
	0 (0.0)
	1 (12.5)
	3 (15.8)
	3 (10.3)
	1 (25.0)
	0 (0.0)
	2 (10.0)
	3 (8.6)
	0 (0.0)
	0 (0.0)
	3 (16.7)

	Unknowna
	7 (7.4)
	2 (10.0)
	0 (0.0)
	5 (8.8)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	0 (0.0)
	2 (6.9)
	0 (0.0)
	0 (0.0)
	2 (10.0)
	5 (14.3)
	2 (16.7)
	0 (0.0)
	3 (16.7)

	Progression-free survivalb,c

	Median (95% CI), months
	24.3
(18.7-42.1)
	NE (NE-NE)
	38.0 (19.4-NE)
	18.0 (12.7-29.0)
	24.7 (16.1-58.2)
	NE 
(30.9-NE)
	40.5 (19.4-NE)
	18.7 (12.8-58.2)
	14.7 
(9.0-32.0)
	12.7
(8.6-14.7)
	38.5
(8.81-NE)
	13.5
(8.8-32.0)
	51.4 (24.2-NE)
	NE (NE-NE)
	37.5
(24.2-51.4)
	23.7 (11.1-NE)

	Patients without progression, % (95% CI)

	6 Months
	93 
(88-98)
	100
(100-100)
	100
(100-100)
	88 
(80-97)
	97 
(91-100)
	100 
(100-100)
	100
(100-100)
	95 
(85-100)
	90 
(79-100)
	100 
(100-100)
	100
(100-100)
	85 
(71-100)
	91 
(83-100)
	100
(100-100)
	100
(100-100)
	83 
(68-100)

	18 Months
	60 
(51-71)
	80 
(64-100)
	72 
(54-96)
	49 
(38-64)
	65 
(50-84)
	100
(100-100)
	75 
(50-100)
	53 
(34-81)
	40 
(26-63)
	0 
(0-0)
	60 
(29-100)
	40 
(23-68)
	71 
(58-88)
	92 
(77-100)
	80 
(52-100)
	55 
(36-84)

	30 Months
	48 
(39-59)
	80 
(64-100)
	56 
(37-84)
	34 
(24-49)
	48 
(34-70)
	100
(100-100)
	50 
(25-100)
	37 
(20-66)
	33 
(20-56)
	0 
(0-0)
	60
(29-100)
	30 
(15-59)
	59 
(45-78)
	92
(77-100)
	60 
(29-100)
	36 
(19-68)

	Progression-free survival (AML transformation) d,e

	Median (95% CI), months
	24.0 (18.0-39.0)
	NE (NE-NE)
	29.0 (16.0-58.0)
	18.0 (12.0-29.0)
	22.0 (16.0-58.0)
	NE 
(31.0-NE)
	22.5 (16.0-58.0)
	18.0 (13.0-58.0)
	15.0 
(9.0-32.0)
	13.0 (9.0-15.0)
	39.0 
(8.0-NE)
	13.5 (9.0-32.0)
	51.0 (24.0-NE)
	NE 
(NE-NE)
	37.0 (24.0-51.0)
	23.0 (11.0-NE)

	Patients without progression (AML transformation), % (95% CI)

	6 Months
	89 
(84-96)
	100 
(100-100)
	94 
(84-100)
	84 
(75-94)
	90 
(80-100)
	100 
(100-100)
	100 
(100-100)
	84 
(69-100)
	86 
(75-100)
	100 
(100-100)
	80 
(52-100)
	85 
(71-100)
	91 
(83-100)
	100 
(100-100)
	100 
(100-100)
	83 
(68-100)

	18 Months
	58 
(48-69)
	80 
(64-100)
	67 
(48-92)
	47 
(36-62)
	58 
(43-78)
	100 
(100-100)
	63 
(37-100)
	47 
(29-76)
	41 
(26-63)
	0 
(0-0)
	60 
(29-100)
	40 
(23-68)
	71 
(58-88)
	92 
(77-100)
	80 
(52-100)
	55 
(36-84)

	30 Months
	47 
(38-58)
	80 
(64-100)
	50 
(32-79)
	34 
(24-49)
	45 
(31-67)
	100 (100-100)
	38 
(15-92)
	37 
(20-66)
	33 
(20-56)
	0 
(0-0)
	60 
(29-100)
	30 
(15-59)
	59 
(45-78)
	92 
(77-100)
	60 
(29-100)
	36 
(19-68)


Notes:  a Unknown/not documented/not assessed.
b Defined as the time from the start of 1LOT to the date of progression or death, whichever occurred first and prior to starting the next line of therapy. 
c Kaplan-Meier analysis; patients who did not experience progression or death were censored. 
d Defined as the time from the start of 1LOT to the date of progression, death, or AML transformation, whichever occurred first and prior to starting the next line of therapy. 
[bookmark: _Ref158810215]e Kaplan-Meier analysis; patients not experiencing progression, death, or AML transformation were censored. 
Abbreviations: 1LOT, first-line therapy; AML, acute myeloid leukemia; CR, complete response; CytoR, cytogenetic response; interm, intermediate; IPSS-R, Revised International Prognostic Risk Grouping System for Myelodysplastic Syndromes; NE, not evaluable; PD, progressive disease; PR, partial response; SD, stable disease; UK, United Kingdom.

Supplementary Table 3 Treatment response after 1LOT overall and by MDS subtypes
	
	All Patients
N=91a
	Patients by MDS Subtype

	
	
	MDS-EB-2
n=58
	MDS-EB-1
n=22
	MDS-RS-MLD
n=11

	Response rates, n (%)

	CR
	22 (24.2)
	11 (19.0)
	6 (27.3)
	5 (45.5)

	PR
	28 (30.8)
	18 (31.0)
	5 (22.7)
	5 (45.5)

	Marrow CR
	3 (3.3)
	2 (3.4)
	1 (4.5)
	0 (0.0)

	SD
	17 (18.7)
	13 (22.4)
	3 (13.6)
	1 (9.1)

	Failure
	4 (4.4)
	2 (3.4)
	2 (9.1)
	0 (0.0)

	PD
	10 (11.0)
	7 (12.1)
	3 (13.6)
	0 (0.0)

	Unknownb
	7 (7.7)
	5 (8.6)
	2 (9.1)
	0 (0.0)

	Progression-free survivalc,d

	Median (95% CI), months
	24.3
(18.7-42.1)
	23.8
(16.1-38.5)
	21.8 
(13.7-NE)
	NE (NE-NE)

	Patients without progression, % (95% CI)

	6 Months
	92 (87-98)
	88 (80-97)
	100 (100-100)
	100 (100-100)

	18 Months
	60 (51-71)
	58 (47-73)
	55 (37-80)
	82 (62-100)

	30 Months
	48 (38-59)
	46 (34-61)
	41 (25-68)
	73 (51-100)

	Progression-free survival (AML transformation)e,f

	Median (95% CI), months
	24.0 
(18.0-39.0)
	23.0 
(16.0-33.0)
	22.0 
(14.0-NE)
	NE (NE-NE)

	Patients without an event, % (95% CI)

	6 Months
	89 (83-96)
	84 (76-94)
	95 (87-100)
	100 (100-100)

	18 Months
	58 (49-69)
	55 (43-69)
	55 (37-80)
	82 (62-100)

	30 Months
	47 (37-58)
	44 (33-59)
	41 (25-68)
	73 (51-100)


Notes: a Four patients with other MDS subtypes were excluded from the MDS subtype analysis. 
b Unknown/not documented/not assessed.
c Defined as the time from the start of 1LOT to the date of progression or death, whichever occurred first and prior to starting the next line of therapy. 
d Kaplan-Meier analysis; patients who did not experience progression or death were censored. 
e Defined as the time from the start of 1LOT to the date of progression, death, or AML transformation, whichever occurred first and prior to starting the next line of therapy. 
f Kaplan-Meier analysis; patients not experiencing progression, death, or AML transformation were censored.
Abbreviations: 1LOT, first line of therapy; AML, acute myeloid leukemia; CR, complete response; MDS, myelodysplastic syndrome; MDS-EB-1, myelodysplastic syndrome with excess blasts-1; MDS-EB-2, myelodysplastic syndrome with excess blasts-2; MDS-RS-MLD, myelodysplastic syndrome with ring sideroblasts, multi-lineage dysplasia; NE, not evaluable; PD, progressive disease; PR, partial response; SD, stable disease. 


[bookmark: _Ref158810945]Supplementary Table 4 Patient demographics and clinical characteristics by AML transformation
	
	All Patients
N=95
	AML Transformation

	
	
	Yes
n=32
	No
n=63

	Male, n (%)
	59 (62.1)
	20 (62.5)
	39 (61.9)

	Age, median (range), years
	75.0 (22.0-92.0)
	76.0 (55.0-90.0)
	75.0 (22.0-92.0)

	MDS subtype, n (%)a
	
	
	

	MDS-EB-2
	58 (61.1)
	25 (78.1)
	33 (52.4)

	MDS-EB-1
	22 (23.2)
	5 (15.6)
	17 (27.0)

	MDS-RS-MLD
	11 (11.6)
	2 (6.3)
	9 (14.3)

	MDS with isolated del(5q)
	2 (2.1)
	0 (0.0)
	2 (3.2)

	MDS-RS-SLD
	1 (1.1)
	0 (0.0)
	1 (1.6)

	MDS, unclassifiable 
	1 (1.1)
	0 (0.0)
	1 (1.6)

	Transfusion-dependent MDS
	53 (55.8)
	21 (65.6)
	32 (50.8)

	ECOG performance status, n (%)
	
	
	

	0
	11 (11.6)
	0 (0.0)
	11 (17.5)

	1
	53 (55.8)
	15 (46.9)
	38 (60.3)

	2
	30 (31.6)
	17 (53.1)
	13 (20.6)

	3
	1 (1.1)
	0 (0.0)
	1 (1.6)

	IPSS-R, n (%)
	
	
	

	Intermediate (>3-4.5)
	20 (21.1)
	1 (3.1)
	19 (30.2)

	High (>4.5-6)
	18 (18.9)
	6 (18.8)
	12 (19.0)

	Very high (>6)
	57 (60.0)
	25 (78.1)
	32 (50.8)

	Transplant eligibility, n (%)b
	
	
	

	Yes
	19 (20.0)
	3 (9.4)
	16 (25.4)

	No
	76 (80.0)
	29 (90.6)
	47 (74.6)

	Reasons for transplant ineligibility, n (%)
	
	
	

	Advanced age
	63 (82.9)
	25 (86.2)
	38 (80.9)

	Frailty
	32 (42.1)
	12 (41.4)
	20 (42.6)

	ECOG performance status
	31 (40.8)
	12 (41.4)
	19 (40.4)

	Other relevant comorbid condition(s)c 
	25 (32.9)
	9 (31.0)
	16 (34.0)

	IPSS/IPSS-R Score
	4 (5.3)
	1 (3.4)
	3 (6.4)

	Charlson Comorbidity Index, n (%)
	
	
	

	0
	45 (47.4)
	10 (31.3)
	35 (55.6)

	1
	21 (22.1)
	8 (25.0)
	13 (20.6)

	2
	10 (10.5)
	5 (15.6)
	5 (7.9)

	≥3
	19 (20.0)
	9 (28.1)
	10 (15.9)


Notes: a MDS subtypes per World Health Organization 2016 criteria. 
b Identified by investigator on case report form with the response: “Significant comorbid condition(s) that are, in the opinion of the investigator, likely to have a negative impact on tolerability of HDT-SCT.” 
c More than one reason could be reported as a reason for transplant ineligibility.
Abbreviations: AML, acute myeloid leukemia; ECOG, Eastern Cooperative Oncology Group; IPSS-R, Revised International Prognostic Risk Grouping System for Myelodysplastic Syndromes; MDS, myelodysplastic syndrome; MDS-EB-1, myelodysplastic syndrome with excess blasts-1; MDS-EB-2, myelodysplastic syndrome with excess blasts-2; MDS-RS-MLD, myelodysplastic syndrome with ring sideroblasts multi-lineage dysplasia; MDS-RS-SLD, myelodysplastic syndrome with ring sideroblasts, single lineage dysplasia.


Supplementary Table 5 AML transformation by country
	Variable
	All Patients
N=95
	France
n=31
	Germany
n=29
	UK
n=35

	AML transformation during or after 1LOT, n (%)
	32 (33.7)
	14 (45.2)
	10 (34.5)
	8 (22.9)

	Time to AML transformation from diagnosisa

	Median (95% CI), months
	58.65 (56.84-NE)
	56.84 (31.89-NE)
	NE (25.87-NE)
	NE (NE-NE)

	Patients without AML transformation from diagnosis, % (95% CI)

	6 Months
	97 (93-100)
	100 (100-100)
	96 (90-100)
	94 (87-100)

	18 Months
	75 (67-85)
	74 (60-93)
	69 (53-90)
	82 (69-96)

	30 Months
	70 (60-80)
	70 (54-90)
	58 (41-83)
	78 (65-94)

	60 Months
	49 (33-73)
	34 (15-75)
	58 (41-83)
	74 (60-92)

	Time to AML transformation from start of 1LOTa

	Median (95% CI), months
	58.22 (56.41-NE)
	56.41 (30.87-NE)
	NE (17.98-NE)
	NE (NE-NE)

	Patients without AML transformation from start of 1LOT, % (95% CI)

	6 Months
	97 (93-100)
	100 (100-100)
	96 (89-100)
	94 (87-100)

	18 Months
	74 (65-84)
	74 (60-93)
	63 (45-86)
	82 (69-96)

	30 Months
	69 (60-80)
	70 (54-90)
	57 (39-82)
	78 (65-94)

	60 Months
	47 (30-74)
	34 (15-75)
	57 (39-82)
	75 (61-92)


Notes: a Defined as the time from the start of each line of a therapy to AML diagnosis date. Patients who do not experience an AML diagnosis were censored in the Kaplan-Meier analysis.
Abbreviations: 1LOT, first line of therapy; AML, acute myeloid leukemia; NE, not evaluable.



Supplementary Table 6 AML transformation by IPSS-R category
	Variable
	All Patients
	Intermediate
	High
	Very high

	
	N=95
	n=20
	n=18
	n=57

	AML transformation during or after 1LOT, n (%)
	32 (33.7)
	1 (5.0)
	6 (33.3)
	25 (43.9)

	Time to AML transformation from diagnosisa

	Median (95% CI), months
	58.65 (56.84-NE)
	NE (NE-NE)
	56.84 (34.12-NE)
	42.11 (23.96-NE)

	Patients without AML transformation from diagnosis, % (95% CI)

	6 Months
	97 (93-100)
	100 (100-100)
	100 (100-100)
	95 (89-100)

	18 Months
	75 (67-85)
	100 (100-100)
	77 (59-100)
	65 (53-80)

	30 Months
	70 (60-80)
	100 (100-100)
	77 (59-100)
	56 (43-72)

	60 Months
	49 (33-73)
	94 (83-100)
	46 (19-100)
	37 (20- 71)

	Time to AML transformation from start of 1LOTa 

	Median (95% CI), months
	58.22 (56.41-NE)
	NE (NE-NE)
	56.41 (33.86-NE)
	58.22 (20.91-NE)

	Patients without AML transformation from 1LOT, % (95% CI)

	6 Months
	97 (93-100)
	100 (100-100)
	100 (100-100)
	95 (89-100)

	18 Months
	74 (65-84)
	100 (100-100)
	77 (59-100)
	63 (51-78)

	30 Months
	69 (60-80)
	100 (100-100)
	77 (59-100)
	56 (43-72)

	60 Months
	47 (30-74)
	93 (82-100)
	46 (19-100)
	33 (14-79)


Notes: a Defined as the time from the start of each line of a therapy to AML diagnosis date. Patients who do not experience an AML diagnosis were censored in the Kaplan-Meier analysis.
Abbreviations: 1LOT, first line of therapy; AML, acute myeloid leukemia; IPSS-R, Revised International Prognostic Risk Grouping System for Myelodysplastic Syndromes; NE, not evaluable.


Supplementary Table 7 AML transformation by MDS subtypes
	Variable
	All Patients
	MDS-EB-2
	MDS-EB-1
	MDS-RS-MLD

	
	N=91a
	n=58
	n=22
	n=11

	AML transformation during or after 1LOT, n (%)
	32 (35.2)
	25 (43.1)
	5 (22.7)
	2 (18.2)

	Time to AML transformation from diagnosisb

	Median (95% CI), months
	58.65 (56.84-NE)
	56.84 (31.89-NE)
	NE (NE-NE)
	NE (NE-NE)

	Patients without AML transformation from diagnosis, % (95% CI)

	6 Months
	97 (93-100)
	95 (89-100)
	100 (100-100)
	100 (100-100)

	18 Months
	74 (65-85)
	71 (60-85)
	79 (62-100)
	82 (62-100)

	30 Months
	69 (59-80)
	62 (50-78)
	79 (62-100)
	82 (62-100)

	60 Months
	49 (33-72)
	40 (24-67)
	71 (52-97)
	NE (NE-NE)

	Time to AML transformation from start of 1LOTb

	Median (95% CI), months
	58.22 (56.41-NE)
	56.41 (23.96-NE)
	NE (NE-NE)
	NE (NE-NE)

	Patients without AML transformation from start of 1LOT, % (95% CI)

	6 Months
	97 (93-100)
	95 (89-100)
	100 (100-100)
	100 (100- 100)

	18 Months
	73 (64-83)
	69 (57-83)
	79 (62-100)
	82 (62-100)

	30 Months
	68 (59-80)
	62 (50-77)
	79 (62-100)
	82 (62-100)

	60 Months
	46 (30-73)
	40 (24-66)
	NE (NE-NE)
	NE (NE-NE)


Notes: a Four patients with other MDS subtypes were excluded from the MDS subtype analysis. 
b Defined as the time from the start of each line of a therapy to AML diagnosis date. Patients who do not experience an AML diagnosis were censored in the Kaplan-Meier analysis.
Abbreviations: 1LOT, first line of therapy; AML, acute myeloid leukemia; MDS, myelodysplastic syndrome; MDS-EB-1, myelodysplastic syndrome with excess blasts-1; MDS-EB-2, myelodysplastic syndrome with excess blasts-2; MDS-RS-MLD, myelodysplastic syndrome with ring sideroblasts multi-lineage dysplasia; NE, not evaluable. 
