Supplementary Material

Patients and Methods

Management

Participating centres enrolled consecutively diagnosed cases from August 2008 to March 2018. Anonymized data were collected retrospectively with the help of a standardized case report form including clinical and laboratory data for each patient (Table1), date of diagnosis of CLL, age, gender, Binet stage, conventional cytogenetics and/or fluorescence in situ hybridization analysis , type and date of treatments (FCR or FC), date of diagnosis and treatment of TRMN, conventional cytogenetics, IPSS-R score, and follow-up update (Table 2). Treatment-related hematologic effects reported in the hospitals and/or leading to hospitalizations were recorded (Table 4) and classified according to the NCI-CTC criteria (version 3.0).
Statistical analyses

A global descriptive analysis of the baseline characteristics of the cohort has been made. Continuous variables were summarized as mean (with standard deviation) if the distribution was normal, or as median (min; max) [interquartile range] if not normal. Qualitative variables were synthetized as counts and percentages. The time from last CLL treatment to TRMN diagnosis was analyzed through univariate linear regression and was illustrated graphically using the cumulative incidence function, results were expressed as mean differences of time.

Survival curves since initiation of treatment for TRMN were plotted using log rank with Kaplan Meier graphical representation. 
Risk factor analysis on survival since treatment for TRMN was performed with univariate Cox regressions (Table 3). The level of significance was set at 5%. All statistical analyses and graphics were made using the R program (v3.5.1).

 Supplementary Tables

Supplementary Table 1: Clinical characteristics and treatment of CLL

	Total
	
	46
	100%

	Gender
	Men 

Women
	31
15
	67.4
32.6

	Age at diagnosis (years)
	Median: 64
Range: 47-81
	
	

	Hemoglobin level (g/dL)
	Median:13.1
Range: 7.6-17.4
	
	

	Platelets (x109/L)
	Median: 174

Range:70-371
	
	

	Lymphocytes (x109/L)
	Median: 17
Range: 6.05- 226
	
	

	Neutrophils (x109/L)
	Median: 4.22
Range : 0.8-16.9
	
	

	Binet stage
	A

B

C
	17
18
11
	37.0
39.1
23.9

	Hypogammaglobulinemia


	Yes

No

NA
	13
18
15
	28.3
39.1
32.6

	IgG level (g/L)


	Median: 7.6
Range: 4-23.9
	
	

	Karyotype
	Normal

Diploid

Complex

Other

NA
	9
3
7
8
19
	19.6
6.5
15.2
17.4
41.3

	Fluorescence in situ hybridization
	Del 11q23

Trisomy 12

Trisomy12+del13q14

Del 13q14

Del 13q14+11q23

Del 17p

Normal

Other

NA

11q23 and/or del 17p
	6
4
1
6
3

1

4

5
16
10
	13.0
8.7
2.2
13.0
6.5
2.2
8.7
10.9
34.8
21.7

	IGHV mutational status
	Yes

No

NA
	10

5
31
	21.7
10.9
67.4

	First line of treatment for CLL

Type of treatment

Response to treatment


	FCR

FC

CR

CRI*
PR

NA

PRI**
	41
5
11
19
4
1

11
	89.1
10.9
23.9
41.3
8.7
2.2
23.9


*Complete Response with Incomplete Hematologic Recovery (CRi) ; ** Partial Response with Incomplete Hematologic Recovery (PRi)
Supplementary Table 2: Clinical characteristics and treatment of TRMN
	Type
	SMD SLD

SMD MLD
SMD U

SMD EB1
SMD EB2
AML
	1

10
4
13
9
9
	2.2
21.7
8.7
29.2
19.6
19.6

	Karyotype


	Normal

Abnormal

NA

5/del(5q) and/or 7/del(7q) 

Complex karyotype 
	2
28
16
16
14
	4.3
60.7
34.8
34.8
30.4

	IPSS-R cytogenetic risk group (N:25)
	Very good

Good

Intermediate

Poor

Very poor
	3
1
1
5
15
	12
4
4
20
60

	IPSS-R prognostic score (N:25)

	Very low 

Low

Intermediate 

High  

Very high
	0
3
3
5
14
	0
12
12
20
56

	Persistence of CLL 


	Yes

No

NA
	10
25
11
	21.7
54.3
23.9

	Type of treatment


	Demethylating agent

Chemotherapy

Chemotherapy+ allo-HSCT

Best supportive care

Lenalidomide
	27
3
1
13
2
	58.7
6.5
2.2
28.3
4.3

	Response to treatment 
	OR

Marrow CR

PR

SD without HI

Progression

NA
	5

3
2
3

19
14
	10.8
6.5
4.3
6.5
41.3
30.4

	Discontinuation
	No

Yes

NA
	1
40
5
	2.2
86.9
10.9

	Causes of discontinuation


	Death

Progression

Relapse

Toxicyty

Patient decision
	15
18
3

3

1
	37.5
45.0
7.5
7.5
2.5

	Status
	Dead
Alive
	40
6
	86.9
13.1


Supplementary Table 3:  Univariate analysis on TRMN survival

	Variable
	Reference level


	Class level


	HR [95% CI] 

	Cox p-value



	Age at  MDS/LAM diagnoses


	Continuous variable
	
	1.03 [1.00-1.06]
	0.084

	Sexe


	f
	m
	0.97 [0.52-1.81]
	0.936

	Persistance of cytopenia (PC)
	no
	yes resolved
Yes no resolved
	0.77 [0.27-2.25]
0.61 [0.24-1.57]
	0.635

0.308

	Long last cytopenia
	No
	yes
	1.02 [0.48-2.14
	0. 966

	Persistance of CLL
	No
	yes
	1.44 [0.62-3.36]
	0.401

	IPSS-R  cytogenetic risk
	very poor/poor/intermediate
	good/very good
	0.18 [0.07-0.56]
	<0.001

	IPSS-R prognostic score
	Continuous variable
	
	1.51 [1.19-1.81]
	<0.001

	Type of treatment
	 demethylant agent


	best supportive care

chemotherapy
	3.07 [1.36-6.92]

0.62 [0.30-1.27]


	0.007
0.189




Supplementary Table 4: Evaluable patients with cytopenia after CLL treatment

	Cytopenia after CLL treatment
	Duration (Weeks)
	N
	%

	Prolonged cytopenia⩾ 4 weeks (N:40)

Long lasting cytopenia⩾ 26 (N:33)

Very Long lasting cytopenia⩾ 52 (N:33)

Pancytopenia (N:40)

Grade 2-4 Neutropenia (N:40)

Grade 2-4 Thrombopenia 

Grade 2-4 Anemia


	Yes

No

Resolved

Non resolved

Yes

No

Resolved

Non resolved

Yes

No

Resolved

Non resolved

Yes

No

Resolved

Non resolved

Yes

No

Resolved

Non resolved

Yes

No

Resolved

Non resolved

Yes

No

Resolved

Non resolved
	Median: 40

Range: 6-140

Median: 56

Range: 6-197

Median: 32

Range: 4-140


	29

11

7

22

14

19

2

12

12

33

2

10

12

28

2

10

17

23

6

11

24

16

6

18

22

18

10

12
	72.5

27.5

24.1

75.9

42.4

57.6

14.3

85.7

36.4

63.6

16.7

83.3

30.0

70.0

16.7

83.3

42.5

57.5

35.3

64.7

60.0

40.0

25.0

75.0

55.0

45.0

45.5

54.5


