Table 1- The baseline characteristics of the study patients with lymphoma
	Patient overview
	Groups
	All patients
	DLT
	No-DLT
	P-value

	Included patients, n (%)
	-
	53(100%)
	16(30.2%)
	37(69.8%)
	-

	Gender
	Female, n (%)
	23(43.4%)
	11(68.8%)
	12(32.4%)
	P=0.02*

	
	Male, n (%)
	30(56.6%)
	5(31.3%)
	25(67.6%)
	

	Age
	 Mean ±SD
	65.75±16.08
	70.25±9.33
	63.81±18
	P=0.35

	Patients with B symptoms
	n (%)
	13 (24.5%)
	2 (12.5%)
	11 (29.7%)
	P=0.49

	ECOG-PS
	Grad 0 n (%) 
	30 (56.6%)  
	9(56.3%) 
	21 (56.8%)
	P=0.78

	
	Grad 1 n (%)
	21 (39.6%)
	6 (37.5%)
	15 (40.5%)
	

	
	Grad 2 n (%)
	2 (3.8%)
	1 (6.3%)
	1 (2.7%)
	

	Nutritional risk
	Total n (%)
	10 (18.9%)
	4 (25.0%)
	6 (16.2%)
	P=0.71

	BMI(Kg/m2) *
	Mean
±SD
	26.16±4.58
	27.21±5.60
	25.70±4.07
	P=0.24

	Weight (Kg)*
	Mean
±SD
	77.93±15.28
	78.98±17.08
	77.48±14.66
	P=1.00

	FFM (kg)*
	Mean
±SD
	53.41±11.60
	50.59±11.39
	54.63±11.64
	P=0.13

	FM(Kg)*
	Mean
±SD
	24.58±10.39
	28.60±11.81
	22.83±9.35
	P=0.09

	%OE
	Mean ±SD
	81.06±32.96
	90.46±34.98
	77.00±31.67
	P=0.06

	%OP
	Mean ±SD
	85.60±54.43
	81.06±41.53
	87.56±59.56
	P=0.53

	Chemotherapy regimes
	CHOP-based
regimes n (%)
	27 (45.3%)
	9 (56.3%)
	18 (48.7%)
	P=0.16

	
	ABVD-regime n (%)
	6 (11.3%)
	0 (0%)
	6 (16.2%)
	

	
	Dose reduced regimes n (%)
	3 (5.7%)
	1 (6.3%)
	2 (5.4%)
	P=1.00

	
	Bendamustine based 
regimes
n (%)
	17 (32.1%)
	6 (32.1%)
	11 (29.7%)
	

	BSA(m2)
	Mean ±SD
	1.92±0.21
	1.92±0.22
	1.92±0.21
	P=0.87

	Ann Arbor with Lugano classification
	Stage I n (%)
	3 (5.7%)
	0 (0%)
	3 (8.1%)
	P=0.55

	
	Stage II n (%)
	6 (11.3%)
	0 (0%)
	6 (16.2%)
	P=0.18

	
	Stage III n (%)
	10 (18.9%)
	2 (12.5%)
	8 (21.6%)
	P=0.71

	
	Stage IV n (%)
	32 (60.4%)
	13 (81.3%)
	19 (51.4%)
	P=0.35

	
	Binet C2 n (%) 
	2 (3.8%)
	1 (6.2%)
	1 (2.7%)
	P=0.53

	Comorbidities2
	Other cancers n
(%)
	7 (13.2%)
	3 (18.8%)
	4 (10.8%)
	P=0.69

	
	Diabetes Mellitus type
II n (%)
	5 (9.4%)
	2 (12.5%)
	3 (8.1%)
	P=0.64

	
	Lung diseases n (%)
	4 (7.6%)
	1 (6.3%)
	3 (8.1%)
	P=1.00

	
	Cardiovascular
diseases n (%)
	13 (24.5%)
	5 (31.3%)
	6 (16.2%)
	P=0.48

	
	Other n (%)
	8 (15.1%)
	5 (31.3%)
	3 (8.1%)
	P=0.11

	
	Nothing n (%)
	30 (56.6%)
	7 (43.8%)
	23 (62.2%)
	P=0.61

	Serie intervals
	14-day interval n (%)
	14 (26.4%)
	3 (18.8%)
	11 (29.7%)
	P=0.74

	
	21-day interval n (%)
	20 (37.7%)
	5 (31.3%)
	15 (40.5%)
	P=0.78

	
	28-day interval n (%)
	19 (35.9%)
	8 (50.0%)
	11 (29.7%)
	P=0.40

	
	total n (%)
	53 (100%)
	16 (100%)
	37 (100%)
	-

	Risk groups3
	1 (low risk) n/n total %

	6 (13.0%)
	1/16 (6.3%)
	5/29 (17.2%)
	P=0.65

	
	2 (moderate risk) n/n total %
	15 (28.3%)
	5/16 (31.3%)
	10/29 (34.5%)
	P=1.00

	
	3 (high risk) n/n total %
	24 (52.2%)
	10/16
(62.5%)
	14/29 (48.3%)
	P=0.61

	
	Total n (%)
	45 (100%)
	16 (100%)
	29 (100%)
	-

	Reason for DLT4
	Weight change n (%)
	-
	10 (62.5%)
	-
	-

	
	Neutropenia n (%)
	-
	5 (31.5%)
	-
	-

	
	Mucositis n (%)
	-
	1 (6.3)
	-
	-

	
	Decreased general condition n
(%)
	-
	1 (6.3)
	-
	-

	
	Infection n (%)
	-
	2 (12.5%)
	-
	-

	
	Kidney and
liver involvement n (%)
	-
	1 (6.3)
	-
	-

	
	Heavy bleeding, GI bleeding
n (%)
	-
	1 (6.3)
	-
	-



Table notes: DLT, Dose-limiting toxicities; SD, Standard deviation; FFM, Fat-free mass; FM, Fat mass; %OE, Percentage of the fulfillment of energy needs; %OP, Percentage of the fulfillment of protein needs; CHOP-regime, cyclophosphamide, doxorubicin, vincristine, and prednisolone; ABVD-regime, Adriamycin, Bleomycin, Vinblastine, and Dacarbazine; BSA, Body surface area; GI, Gastrointestinal; BMI, Body mass index. *Measured on the 1st visit. Risk-group data were available for 45 patients.
Table 2 Distribution of significant correlations (p≤0.05) between BSA/FFM ratio, BSA/FM ratio, %OE, and %OP 
	Variables
	Number of significant correlations
	The patient risk group
	Serie
	The correlation coefficient, r, (n/n total for the group)
	P-value

	BSA/FFM (m2/Kg)/decreased appetite
	2
	n.3
	1
	0.75 (n=13/90)
	0.00

	
	
	n.3
	5
	0.61 (n=13/90)
	0.03

	BSA/FFM(m2/Kg)/taste disturbances
	2
	14 days- interval
	2
	0.80 (n=9/52)
	0.01

	
	
	14 days- interval
	3
	0.61 (n=11/52)
	0.05

	BSA/FFM (m2/Kg)/nausea
	2
	n.3
	2
	0.49 (n=21/90)
	0.03

	
	
	n.3
	5
	0.59 (n=13/90)
	0.03

	BSA/FM (m2/Kg)/decreased appetite
	7
	21 days-interval
	2
	-0.56 (n=16/73)
	0.02

	
	
	21 days-interval
	5
	-0.65 (n=11/73)
	0.03

	
	
	n.2
	3
	-0.71(n=11/49)
	0.01

	
	
	n.2
	4
	-0.90 (n=7/49)
	0.01

	
	
	n.3
	1
	-0.79 (n=13/90)
	0.00

	
	
	n.3
	2
	-0.55 (n=21/90)
	0.01

	
	
	n.3
	5
	-0.58 (n=13/90)
	0.04

	BSA/FM (m2/Kg)/taste disturbances
	4
	n.2
	2
	-0.65(n=11/49)
	0.03

	
	
	n.2
	6
	-0.95 (n=4/49)
	0.05

	
	
	n.3
	2
	-0.57 (n=21/90)
	0.01

	
	
	n.3
	5
	-0.65 (n=13/90)
	0.02

	%OE/reduced appetite
	2
	14 days-interval
	3
	-0.60 (n=11/52)
	0.05

	
	
	14 days-interval
	6
	-0.97 (n=5/52)
	0.00

	%OE/taste disturbances
	2
	n.2
	2
	-0.77 (n=11/49)
	0.01

	
	
	n.2
	6
	-0.95 (n=4/49)
	0.05

	%OP/reduced appetite
	2
	14 days- interval
	3
	-0.65 (n=11/49)
	0.01

	
	
	14 days-interval
	6
	-0.97 (n=5/52)
	0.00

	%OP/vomiting
	2
	n.3
	2
	-0.51 (n=21/90)
	0.02

	
	
	n.3
	6
	-0.80 (n=7/90)
	0.03



Table notes: BSA, Body surface area; FFM, Fat-free mass; FM, Fat mass; CIS, Chemotherapeutic-induced side effects; %OE, Percentage of energy needs fulfilled; %OP, Percentage of protein needs fulfilled. Answering a questionnaire about CIS was calculated using Spearman's Rank Correlation test. Only a significant number of correlations (≥ 2) found in the same series interval (14-, 21-, and 28-day intervals) or risk groups 1, 2, and 3 out of 7 treatment series are included in the table.


Table 3
Mean total change in weight, FFM (kg), and FM (kg) for patients in interval-14-, 21-, and 28-day risk groups 1, 2, and 3 across all series (1-7). 
	
	Series intervals
	Risk groups

	
	14 (n=14)
	21 (n=20)
	28 (n=19)
	P-value among series intervals
	1 (n=6)
	2 (n=15)
	3 (n=24)
	P-value among series intervals

	Weight (Kg), mean± SD
	-0.45 ±5.09 
	-0.88 ±4.25
	-0.44 ±3.24
	0.93
	-0.26 ±2.24
	-0.09 ±3.25
	-1.53 ±5.21
	0.57

	FFM(Kg), mean± SD
	-1.00 ±3.04
	-1.92 ±6.23
	-1.09 ±2.66
	0.78
	-0.35 ±3.52
	-0.31 ±2.14
	-2.72 ±5.83
	0.24

	FM(Kg), mean± SD
	0.54 ±2.81
	1.05 ±4.40
	0.48 ±2.92
	0.86
	0.15 ±2.38
	-0.98 ±1.65
	1.05 ±4.20
	0.74


 
Table notes: P-values between groups were calculated using the F-test. FFM: Fat-free mass; FM: Fat mass


Table 4
Types and grades (0-4) of reported CIS, and number of reports of the relevant CIS grade summed for all treatment series (1-7) in series interval groups (14-, 21-, and 28) and risk groups (1, 2, and 3). 
	Series intervals

	
	
	14 (n of answers=52)
	21(n of answers=73)
	28(n of answers=65)
	P-value

	CIS
	Range
	The degree of difficulty of CIS (0-4)

	
	
	0
	1
	2
	3
	4
	0
	1
	2
	3
	4
	0
	1
	2
	3
	4
	0
	1
	2
	3
	4

	Reduced appetite n(%)
	0-3
	20 (38.5)
	14 (26.9)
	12 (23.1)
	6 (11.5)
	
	47(64.4)
	15(20.5)
	9 (12.3)
	2 (2.7)
	
	43(66.2)
	13 (20.0)
	3(4.6)
	6 (9.2)
	
	0.20
	0.35
	0.03*
	0.14
	

	Taste disturbances n(%)
	0-2
	22(42.3)
	14(26.9)
	16(30.8)
	
	
	45(61.1)
	21(28.8)
	7(9.6)
	
	
	39(60.0)
	14(21.5)
	12(18.5)
	
	
	0.45
	0.75
	0.05
	
	

	Nausa n(%)
	0-3
	25(48.1)
	8(15.4)
	15(28.8)
	4(7.7)
	
	58(79.5)
	8(11.0)
	6(8.2)
	1(1.4)
	0
	47(72.3)
	12(18.5)
	2(3.1)
	4(6.2)
	
	0.23
	0.56
	<0.01
	0.24
	

	Vomiting n(%)
	0-4
	44(84.6)
	6(11.5)
	1(1.9)
	1(1.9)
	
	69(94.5)
	3(4.1)
	
	
	1(1.4)
	65(100)
	
	
	
	
	0.82
	0.02*
	0.27
	0.57
	

	Stomach pain n(%)
	0-4
	27(51.9)
	15(28.8)
	10(19.2)
	
	
	57(78.1)
	14(19.2)
	1(1.4)
	1(1.4)
	
	55(84.6)
	7(10.8)
	3(4.6)
	
	
	0.24
	0.13
	<0.01
	0.45
	

	Diarrhea n(%)
	0-4
	42(80.6)
	7(13.5)
	3(5.8)
	
	
	64(87.7)
	3(4.1)
	4(5.5)
	1(1.4)
	1(1.4)
	58(89.2)
	5(7.7)
	1(1.5)
	1(1.5)
	
	0.76
	0.21
	0.44
	0.68
	

	Constipation n(%)
	0-2
	36(69.2)
	11(21.2)
	5(9.6)
	
	
	52(71.2)
	15(20.5)
	6(8.2)
	
	
	50(76.9)
	13(20.0)
	2(3.1)
	
	
	0.92
	0.99
	0.36
	
	

	Mouth inflammation
	0-3
	30(57.7)
	15(28.8)
	4(7.7)
	3(5.8)
	
	50(68.5)
	8(11.0)
	10(13.7)
	5(6.8)
	
	50(76.9)
	2(3.1)
	3(4.6)
	
	
	0.62
	<0.01
	0.22
	0.87
	

	Risk groups

	
	
	1(n of answers=15)
	2(n of answers=49)
	3 (n of answers=90)
	P-value

	CIS
	Range
	The degree of difficulty of CIS (0-4)

	
	
	0
	1
	2
	3
	4
	0
	1
	2
	3
	4
	0
	1
	2
	3
	4
	0
	1
	2
	3
	4

	Reduced appetite n (%)
	0-3
	8(53.3)
	5(33.3)
	1(6.7)
	1(6.7)
	
	33(67.3)
	12(24.5)
	3(6.1)
	1(2.0)
	
	51(56.7)
	19(21.1)
	13(14.4)
	7(7.8)
	
	0.80
	0.72
	0.35
	0.42
	

	Taste disturbances n(%)
	0-2
	14(93.3)
	1(6.7)
	
	
	
	30(61.2)
	14(28.6)
	5(10.2)
	
	
	48(53.3)
	23(25.6)
	19(21.1)
	
	
	0.39
	0.35
	0.10
	
	

	Nausea n(%)
	0-3
	11(73.3)
	3(20.0)
	
	1(6.7)
	
	38(77.6)
	
	6(12.2
	3(6.1)
	2(4.1)
	
	65(72.2)
	9(10.0)
	11(12.2)
	5(5.6)
	
	0.97
	0.62
	0.26
	0.90

	Vomiting n(%)
	0-4
	15(100)
	
	
	
	
	49(100)
	
	
	
	
	79(87.8)
	8(8.9)
	1(1.1)
	1(1.1)
	1(1.1)
	0.86
	0.06
	0.70
	0.70
	0.70

	Stomach pains n(%)
	0-4
	9(60)
	3(20)
	2(13.3)
	1(6.7)
	
	35(71.4)
	12(24.5)
	2(4.1)
	
	
	71(78.9)
	12(13.3)
	7(7.8)
	
	
	0.81
	0.38
	0.50
	0.10
	



Table notes: CIS, Chemotherapy-induced side effects; P-value calculated using the Fisher-Freeman-Halton exact test for 2x3 tables. 


Table 5
Mean change in fulfilled energy needs (%OE) and protein needs (%OP) across treatment series by interval and risk group.
	
	Series intervals
	Risk groups

	
	14 (n=14)
	21(n=20)
	28(n=19)
	P-value
	1(n=6)
	2(n=15)
	3(n=24)
	P-value

	%OE mean±SD
	-1.40±37.69
	-3.28±34.24
	-1.84±25.47
	0.98
	5.63±19.06
	-13.16±37.60
	-2.08±32.58
	0.44

	%OP mean±SD
	-4.51±58.69
	10.36±42.83
	0.59±22.06
	0.57
	23.52±21.25
	-11.64±44.71
	9.65±43.75
	0.17



Table notes: %OE, Percentage of fulfilled energy needs; %OP, Percentage of fulfilled protein needs; SD, Standard deviation. P-values are group-comparison p-values for the interval groups and risk groups shown.





Table 6
Average BSA/FFM ratio for patients who experienced DLT and those who did not for each treatment series (1-7). 
	BSA/FFM ratio (m2/Kg)
Treatment series
	DLT (n-visit=57)
Mean ±SD
	No DLT (n-visit=133)
Mean ±SD
	P-value

	1
	0.038 ± 0.006 (n=8)
	0.036± 0.006 (n=19)
	P=0.42

	2
	0.038± 0.005 (n=14)
	0.037± 0.006 (n=29)
	P=0.46

	3
	0.041± 0.007 (n=7)
	0.036± 0.005 (n=17)
	P=0.02

	4
	0.040± 0.007 (n=8)
	0.037± 0.004 (n=22)
	P=0.34

	5
	0.044± 0.009 (n=7)
	0.036± 0.005(n=17)
	P=0.03*

	6
	0.044±0.008 (n=4)
	0.036± 0.004 (n=10)
	P=0.05*

	7
	-
	0.036± 0.004 (n=5)
	P= N/A



Table notes: BSA, Body surface area; FFM, Fat-free mass; DLT, Dose-limiting toxicities; SD, Standard deviation. The P-value was calculated using the Mann-Whitney U test.









Table 7
Quality of life responses (scale 0-100) across seven treatment series for patients who experienced DLT versus those who did not. 
	Categories for quality of life
	DLT (n-visit=57)
Mean ± SD
	No DLT (n-visit=133)
Mean ± SD
	P-value

	Physical function (PF2)
	75.60 ± 20.07
	80.74 ± 18.09 
	0.07

	Role function (RF2)
	81.65 ± 23.14
	76.84 ± 23.49
	0.10

	Emotional function (EF)
	87.57 ± 11.29
	82.10 ± 18.22
	0.16

	Cognitive function (CF)
	91.96 ± 14.56
	87.28 ± 18.24
	0.04*

	Social function (SF)
	88.39 ± 18.78
	80.66 ± 26.22
	0.07

	Fatigue (FA)
	29.17 ± 25.05
	35.58 ± 25.80
	0.10

	Pain (PA)
	16.47 ± 26.80
	26.97 ± 29.50
	0.01*

	Dyspnea (DY)
	22.62 ± 29.89
	34.35 ± 37.20
	0.06

	Insomnia (SL)
	25.59 ± 33.02
	32.32 ± 35.55
	0.23

	Financial problems (FI)
	7.74 ± 26.20
	24.17 ± 39.88
	0.00*

	Global health status (QL2)
	66.52 ± 20.57
	70.23 ± 22.93
	0.24



Table notes: DLT, Dose-limiting toxicities; SD, Standard deviation. Responses are presented as mean ± SD. P-values were calculated using the Mann-Whitney U test. For functional scales (PF2, RF2, EF, CF, and SF), higher scores indicate better function; for symptom scales (FA, PA, DY, SL, and FI), lower scores indicate fewer symptoms; for global health status (QL2), higher scores indicate better quality of life.



