SUPPLEMENTAL TABLE 1 Cardio-metabolic protein assay panel. Apolipoprotein function and lipoprotein association
	Uniprot ID
	Protein
	Short name/isotype/synonym
	Biological process
	Lipoprotein
	CVD risk

	P08519
	Apolipoprotein(a)
	Apo(a), Lp(a)KIV-2 
	Lipid transport, metabolism
	LDL-like
	↑

	P08519
	Apolipoprotein(a)
	Apo(a), Lp(a)Peptidase S1
	Lipid transport, metabolism
	LDL-like
	↑

	P02647
	Apolipoprotein A-I
	ApoA-I
	Cholesterol metabolism
	HDL
	↓

	P02652
	Apolipoprotein A-II
	ApoA-II
	Lipid transport, metabolism
	HDL
	±

	P06727
	Apolipoprotein A-IV
	ApoA-IV
	Lipid transport, metabolism
	HDL, CM
	↓

	P04114
	Apolipoprotein B-100
	ApoB-100
	Lipid transport, metabolism
	VLDL, LDL
	↑

	P02654
	Apolipoprotein C-I
	ApoC-I
	Lipid transport, inhibits lipoprotein lipase
	VLDL
	↑

	P02655
	Apolipoprotein C-II
	ApoC-II
	Lipid transport, metabolism
	HDL, VLDL, LDL
	±

	P02656
	Apolipoprotein C-III
	ApoC-III
	Lipid transport, metabolism
	HDL, VLDL
	↑

	P05090
	Apolipoprotein D
	ApoD
	Lipid transport, metabolism
	HDL
	±

	P02649
	Apolipoprotein E
	ApoE
	Lipid transport, metabolism
	CM, HDL, LDL, IDL
	±

	Q13790
	Apolipoprotein F
	ApoF
	Lipid transport, metabolism
	LDL, VLDL
	±

	P02749
	Apolipoprotein H
	ApoH, beta-2-glycoprotein 1
	Heparin-binding
	HDL
	±

	P10909
	Apolipoprotein J
	ApoJ, clusterin
	Chaperone, innate immunity
	
	±

	O14791
	Apolipoprotein L-I
	ApoL-I
	Lipid transport, metabolism
	HDL, VLDL
	±

	O95445
	Apolipoprotein M
	ApoM
	Lipid transport, metabolism
	HDL, LDL
	↓



Abbreviations: CM, chylomicron; HDL, high-density lipoprotein; IDL, intermediate-density lipoprotein; LDL, low-density lipoprotein; VLDL, very-low-density lipoprotein. All entries from https://www.uniprot.org.


SUPPLEMENTAL TABLE 2 Study outcomes and cross-sectional comparison between GAHT-naïve participants at 1 year and GAHT-ongoing participants at baseline

	
	GAHT-naïve at 1 year (n=34)
	GAHT-ongoing at baseline (n=25)
	p-value
	
	
	GAHT-naïve at 1 year (n=21)
	GAHT-ongoing at baseline (n=7)
	p-value

	
	TransM 
	
	
	TransF 

	Months on GAHT
	12 (0)
	46 (25)
	-
	
	
	12 (0)
	56 (34)
	-

	Age (years)
	28 (10)
	30 (10)
	0.30a
	
	
	28 (7)
	39 (15)
	0.07a

	Weight (kg)
	73.2 (11.1)
	72.0 (14.8)
	0.36a
	
	
	77.2 (15.8)
	100.3 (26.4)
	0.008*a

	BMI (kg/m2)
	25.7 (4.2)
	25.6 (5.0)
	0.90a
	
	
	23.8 (4.5)
	31.6 (7.4)
	0.002*a

	WHR
	0.8 (0.1)
	0.9 (0.1)
	0.002*
	
	
	0.8 (0.1)
	0.9 (0.0)
	<0.001*

	Fat mass, upper body (kg)
	12.2 (4.8)
	11.2 (4.8)
	0.40a
	
	
	11.3 (5.0)
	20.6 (10.2)
	0.002*a

	Fat mass, lower body (kg)
	10.4 (3.0)
	8.4 (2.7)
	0.004*a
	
	
	11.3 (2.9)
	15.1 (7.4)
	0.14a

	Fat ratio (upper/lower)
	1.2 (0.3)
	1.3 (0.2)
	0.02*a
	
	
	1.0 (0.2)
	1.4 (0.2)
	<0.001*a

	Fat mass (kg)
	25.9 (8.3)
	22.6 (8.3)
	0.14a
	
	
	27.3 (9.9)
	40.9 (19.2)
	0.02*a

	Fat mass (%)
	36.5 (6.8)
	32.4 (6.3)
	0.02*
	
	
	34.9 (5.5)
	41.1 (7.1)
	0.03*

	Lean mass (kg)
	41.6 (3.4)
	44.0 (8.1)
	0.13
	
	
	45.0 (7.8)
	53.1 (8.4)
	0.02*a

	Fat-to-lean ratio
	0.6 (0.2)
	0.5 (0.1)
	0.02*
	
	
	0.6 (0.2)
	0.8 (0.2)
	0.06

	Testosterone (nmol/L)
	21.7 (14.2)
	22.0 (12.0)
	0.88a
	
	
	0.5 (0.2)
	0.8 (1.3)
	0.28a

	Estradiol (nmol/L)
	0.21 (0.17)
	0.23 (0.24)
	0.45a
	
	
	1.00 (1.90)
	0.30 (0.31)
	0.06a

	Lp(a)KIV-2 (z-score)
	-0.08 (1.41)
	-0.13 (1.36)
	0.90
	
	
	0.00 (1.24)
	0.07 (1.57)
	0.90

	Lp(a)Peptidase S1 (z-score)
	-0.04 (1.49)
	-0.10 (1.38)
	0.92a
	
	
	-0.03 (1.10)
	0.19 (1.75)
	0.70

	ApoA-I (z-score)
	-0.25 (0.90)
	-0.07 (0.93)
	0.46
	
	
	-0.06 (0.59)
	0.52 (0.87)
	0.054

	ApoC-I (z-score)
	-0.09 (1.20)
	0.01 (1.10)
	0.75
	
	
	-0.24 (0.56)
	0.13 (0.95)
	0.22

	ApoE (z-score)
	0.00 (1.36)
	-0.17 (1.14)
	0.68a
	
	
	0.00 (1.02)
	0.40 (0.74)
	0.35

	ApoJ (z-score)
	0.01 (0.77)
	-0.21 (1.01)
	0.33
	
	
	-0.07 (0.57)
	0.47 (0.48)
	0.03*

	ApoL-I (z-score)
	-0.06 (0.93)
	0.04 (1.16)
	0.73
	
	
	0.05 (0.74)
	0.22 (0.90)
	0.62








































Only apolipoproteins showing significant within-individual changes after 1 year of GAHT in GAHT-naïve are presented. All data are presented as mean (SD) 
Between-group comparison of apolipoprotein z-scores GAHT-naïve at 1 year and GAHT-ongoing at baseline.
P-values represent between-group comparisons (GAHT-naïve at 1 year vs GAHT-ongoing at baseline)
*P-values <0.05 are considered statistically significant and marked in bold
aBetween-group comparisons were tested with the Wilcoxon rank-sum (Mann–Whitney) test when values were non-normally distributed

Abbreviations: GAHT, gender-affirming hormone therapy; TransM, transmasculine individuals; TransF, transfeminine individuals; BMI, body mass index; WHR, waist-to-hip ratio; Lp, lipoprotein; Apo, apolipoprotein; KIV, kringle IV type 2; SD, standard deviation; p-value, probability value
SUPPLEMENTAL FIGURE 1a: Correlation heatmaps with statistical significance and Spearman-corrected values for non-normally distributed variables in TransM individuals - part 1
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SUPPLEMENTAL FIGURE 1a: Correlation heatmaps with statistical significance and Spearman-corrected values for non-normally distributed variables in TransM individuals - part 2
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SUPPLEMENTAL FIGURE 1a: Correlation heatmaps with statistical significance and Spearman-corrected values for non-normally distributed variables in TransM individuals - part 3
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Correlations were calculated using Pearson's correlation coefficient (r). Values shown in bold were recalculated using Spearman's rank correlation (rs) where the underlying variables were non-normally distributed.
*P-values <0.05 are marked in green and considered statistically significant

Abbreviations: TransM, transmasculine; Lp, lipoprotein; KIV, kringle IV type 2; Apo, apolipoprotein; HDL, high-density lipoprotein; LDL, low-density lipoprotein; BMI, body mass index; WHR, waist-to-hip ratio




SUPPLEMENTAL FIGURE 1b: Correlation heatmaps with statistical significance and Spearman-corrected values for non-normally distributed variables in TransF individuals - part 1
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SUPPLEMENTAL FIGURE 1b: Correlation heatmaps with statistical significance and Spearman-corrected values for non-normally distributed variables in TransF individuals - part 3
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Correlations were calculated using Pearson's correlation coefficient (r). Values shown in bold were recalculated using Spearman's rank correlation (rs) where the underlying variables were non-normally distributed. 
*P-values <0.05 are marked in green and considered statistically significant

Abbreviations: TransF, transfeminine; Lp, lipoprotein; KIV, kringle IV type 2; Apo, apolipoprotein; HDL, high-density lipoprotein; LDL, low-density lipoprotein; BMI, body mass index; WHR, waist-to-hip ratio


