Supplemental data
Supplemental Table 1. Baseline characteristics of study cohort are shown in column 2. The MethylFlash Global DNA Methylation (5-mC) ELISA Easy Kit (EpigenTek) was used to measure DNA methylation. Mean ( SD) values  at baseline are shown in column 3 and mean (SD) DNA methylation change between baseline and 1-year is shown in column 5. PBMC DNA methylation was determined with the assistance of the MethylFlash Global DNA Methylation (5-mC) ELISA Easy Kit from EpigenTek. Mean ( SD) values are shown. Statistical analysis relied on Kruskal-Wallis or Wilcoxon rank-sum test. Statistical analysis relied on Kruskal-Wallis or Wilcoxon rank-sum analysis using R version 4.0.3 (R Foundation for Statistical Computing, Vienna, Austria).
	Variable
	N=232*
	DNA methylation at baseline
	p
	DNA methylation change at 1-year
	p

	Mean (SD) Age, years
	56 (7.6)
	n/a
	
	n/a
	

	Sex
 Male 
 Female
	
143 (62%)
89 (38%)
	
0.32 (0.24)
0.35 (0.32)
	0.755
	
-0.23 (0.25)
-0.26 (0.33)
	0.940

	Race
 White 
 AA
 Other
 Missing
	
183 (81%)
35 (15%)
10 (4%)
4
	
0.33 (0.28)
0.29 (0.20)
0.42 (0.35)
n/a
	0.614
	
-0.24 (0.29)
-0.20 (0.20)
-0.33 (0.36)
n/a
	0.695

	Ethnicity
 Hispanic
 Non-Hispanic
 Missing
	
12 (5%)
211 (95%)
9
	
0.41 (0.25)
0.33 (0.28)
n/a
	0.171
	
-0.32 (0.24)
-0.24 (0.28)
n/a
	0.123

	KPS
 <90
 90
 Missing
	
61 (26%)
170 (74%)
1
	
0.41 (0.31)
0.30 (0.26)
n/a
	0.011
	
-0.31 (0.32)
-0.22 (0.26)
n/a
	0.056

	HCT-CI1
 0
 1
 2
 3
 Missing
	
78 (34%)
36 (16%)
44 (19%)
73 (32%)
1
	
0.31 (0.28)
0.35 (0.29)
0.32 (0.27)
0.36 (0.27)
n/a
	0.573
	
-0.22 (0.28)
-0.26 (0.29)
-0.23 (0.27)
-0.26 (0.28)
n/a
	0.933

	Income
 <$55,000
 $55,000
Missing
	
104 (46%)
124 (54%)
4
	
0.36 (0.27)
0.31 (0.27)
n/a
	0.079
	
-0.27 (0.28)
-0.22 (0.27)
n/a
	0.103

	Marital status
 Married
 Single, divorced or widowed
 Missing
	
166 (77%)
50 (23%)
16
	
0.31 (0.25)
0.37 (0.30)
n/a
	0.323
	
-0.22 (0.26)
-0.28 (0.31)
n/a
	0.242

	Insurance
 Private
 Public
 Missing
	
188 (87%)
28 (13%)
23
	
0.32 (0.26)
0.33 (0.28)
n/a
	0.726
	
-0.24 (0.27)
-0.22 (0.29)
n/a
	0.771

	Education
 High school or lower
 College
 Graduate school
 Missing
	
61 (38%)
33 (21%)
66 (41%)
72
	
0.38 (0.27)
0.36 (0.32)
0.27 (0.22)
n/a
	0.010
	
-0.30 (0.28)
-0.26 (0.32)
-0.18 (0.23)
n/a
	0.02

	Work
 Employed
 Not employed
 Missing
	
102 (54%)
86 (46%)
44
	
0.28 (0.22)
0.35 (0.27)
n/a
	0.050
	
-0.19 (0.22)
-0.26 (0.28)
n/a
	0.082

	Lines of therapy
 1
 2+
	
195
37
	
0.34 (0.27)
0.31 (0.27)
	0.314
	
-0.25 (0.28)
-0.21 (0.28)
	0.258

	Risk group
 High risk
 Standard risk
 Missing
	
163 (71%)
68 (29%)
1
	
0.32 (0.27)
0.34 (0.28)
n/a
	0.383
	
-0.23 (0.27)
-0.25 (0.29)
n/a
	0.397

	Pre-transplant disease status2
 sCR/CR/VGPR
 PR
 SD or progressive disease
	

110 (48%)
105 (45%)
17 (7%)
	
  
  0.34 (0.28)
0.30 (0.26)
0.48 (0.27)
	0.014
	

-0.25 (0.28)
-0.21 (0.27)
-0.40 (0.27)
	0.011

	Body mass index (BMI)
 18.5-24.9 (normal)
 25-29.9 (overweight)
 30-34.9 (obese, class I)
 35 (obese, class II or III)
	
44 (19%)
84 (36%)
64 (28%)
40 (17%)
	
0.32 (0.28)
0.31 (0.22)
0.37 (0.33)
0.31 (0.28)
	0.592
	
-0.24 (0.28)
-0.23 (0.22)
-0.28 (0.34)
-0.22 (0.29)
	0.791



*Included were all patients from the BMT CTN 0702 (STaMINA) phase 3 trial for which a PBMC sample and QOL assessment was available at enrollment (baseline) and 1-year post-AHCT.
1 HCT-CI, hematopoietic cell transplant-comorbidity index
2 sCR, stringent complete response; CR, complete response; VGPR, very good partial response; PR, partial response; SD, stable disease

Supplemental Table 2. Mean (SD) global PBMC DNA methylation levels, Functional Assessment of Cancer Therapy-Bone Marrow Transplantation (FACT-BMT) scores, and Well-Being (WB) scores in 232 patients with myeloma at baseline and 1-year post transplant. Kruskal-Wallis or Wilcoxon rank-sum analysis (R version 4.0.3) were used for statistical comparison. 
	Score
	Baseline
	Year 1
	Change (SD)
	Direction
	p

	DNA methylation 1
	0.33 (0.27)
	0.09 (0.06)
	-0.24 (0.28)
	Down
	<0.001

	FACT-G 2
	79.0 (15.8)
	84.9 (15.8)
	5.94 (12.6)
	Up
	<0.001

	FACT-BMT 3
	107 (20.2)
	115 (20.6)
	7.95 (16.2)
	Up
	<0.001

	FACT-BMTS 4
	28.2 (5.41)
	30.2 (5.67)
	2.02 (4.93)
	Up
	<0.001

	FACT-BMT TOI 5
	64.8 (15.2)
	72.1 (15.3)
	7.28 (12.9)
	Up
	<0.001

	PWB 6
	20.0 (5.55)
	21.8 (5.36)
	1.80 (5.39)
	Up
	<0.001

	SWB 7
	23.7 (4.30)
	23.1 (4.59)
	-0.60 (3.76)
	Unchanged
	0.056

	EWB 8
	18.6 (3.94)
	19.8 (3.64)
	1.27 (3.28)
	Up
	<0.001

	FWB 9
	16.7 (6.37)
	20.1 (5.98)
	3.46 (5.44)
	Up
	<0.001


1 Global DNA methylation was determined using a commercial ELISA manufactured by EpigenTek: MethylFlash Global DNA Methylation (5-mC) Easy Kit.
2 G, general. FACT-G is a 27-item questionnaire designed to measure physical, social, emotional, and functional well-being.
3 Total score of PWB, SWB, EWB, FWB and selected items in BMT sub-scores. 
4 S, subscale. FACT-BMTS is a 12-item bone marrow transplant subscale that is combined with FACT-BMT to measure five dimensions of quality of life in bone marrow transplant patients. 
5 TOI, trial outcome index. The TOI is the sum of the PWB, FWB and “additional concerns” subscales / BMT sub-scores. As such, it is an efficient summary index of physical/functional outcomes.
6 Physical well-being
7 Social well-being
8 Emotional well-being
9 Functional well-being
Supplemental Table 3. Spearman correlation between DNA methylation and symptom severity at 1-year post transplant (R version 4.0.3, R Foundation for Statistical Computing, Vienna, Austria). 
	Symptom
	Correlation coefficient

	Content with QOL right now
	0.176

	Appetite
	0.157

	Lack energy
	0.134

	Sleep well
	0.131

	Tremors
	0.081

	Taste
	0.068

	Trouble with bowels
	0.068

	Feel ill
	0.061

	Can remember things
	0.060

	Sexual function
	0.059

	Feel pain
	0.058

	Feel sad
	0.045

	Nausea
	0.042

	Bothered by skin problems
	-0.022

	Feel nervous
	0.015

	Blurry eyesight
	0.014

	Frequent coldsinfections
	-0.006

	Shortness of breath
	<0.001
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