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PCA – Confounders relationships
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A

B

Donor

Age

Sex assigned at birth

GAHT regiment

Sentrix ID

Sample well

Sample position

CD8 T cells

CD4 T cells

Natural Killer cells

B cells

Monocytes

Eosinophils

Neutrophils



0.55

0.6

0.65

0.7

0.75

0.8
cg08417104 

0.55

0.6

0.65

0.7

0.75

0.8
cg08417104 

-0.3 -0.1 0.1 0.3

STRN

TBC1D16

TMSB4Y

DAPK1

VPS52

PRR4

TMEM258

MSLNL

NONE

SLC45A1

NUP35

12 months

-0.3 -0.1 0.1 0.3

NFATC1

NDST2

MYO5A

SLC9B1P1

CGNL1

PRRT3

CSPG4

SLC45A1

TMEM108

GBE1

6 months

-0.3 -0.1 0.1 0.3

ANKRD2

KCNG3

AAED1

ATP11A

HSD17B8

POU3F3

SNPH

TMEM108

NPHP4

EGFL7

6 months

-0.3 -0.1 0.1 0.3

ATP11A

AAED1

B3GNT5

SCN8A

CXXC5

RNF216

PIM1

MUC1

FGF23

PPP2R5C

12 months

A BTransgender women top DMPs Transgender men top DMPs

Change vs baseline Change vs baseline Change vs baseline Change vs baseline

6m minus baseline

12m minus baseline

6m minus baseline

12m minus baseline

0.5

0.55

0.6

0.65

0.7

0.75
cg23256579 

0.25

0.3

0.35

0.4

0.45

0.5

0.55
cg16936953 

0.15

0.2

0.25

0.3

0.35
cg12054453 

0.35

0.4

0.45

0.5

0.55
cg18942579 

E VMP1 F PRR4

C D

0.05

0.1

0.15

0.2

0.25

0.3
cg25251930 

0.05

0.1

0.15

0.2

0.25

0.3
cg25251930 

UBE2H IL21UBE2H IL21

Supplemental Figure 2

D
N

A
 m

et
h

yl
at

io
n

D
N

A
 m

et
h

yl
at

io
n

D
N

A
 m

et
h

yl
at

io
n



E

PC1 (18.3%) PC1 (21.4%)

P
C

3
 (

1
2

.8
%

)

P
C

2
 (

7
.7

%
)

Transgender women - separation by 5,393 DMPs
(p <0.05, ∆β >0.02 , no sex-chromosomes)

Transgender men - separation by 3,969 DMPs
(p <0.05, ∆β >0.02, no sex-chromosomes)

baseline 6 months 12 months
Transgender 

women
baseline 6 months 12 months

Transgender 
men

F

A B Transgender men 
DMPs change at 6m and 12m

Transgender women 
DMPs change at 6m and 12m

∆β (6 months – Baseline)

∆
β

(1
2

 m
o

n
th

s 
–

B
as

el
in

e
)

∆β (6 months – Baseline)

∆
β

 (
1

2
 m

o
n

th
s 

–
B

as
el

in
e)

Supplemental Figure 3

C D

TM 
6m gain

TM
6m loss TM

12m loss

TM
12m gain

374

2287

531

721

0

0 0

0

0

66131

TW 
6m gain

TW
6m loss TW

12m loss

TW
12m gain

2471

663

1096

1191

0

0 0

0

0

18055



A
Feminizing 
GAHT DMP 
clusters

D
N

A
m

e
(z

-s
co

re
)

D
N

A
m

e
(z

-s
co

re
)

D
N

A
m

e
(z

-s
co

re
)

‘Progressive hyper’
590 DMPs

‘Early hyper’
548 DMPs

‘Transient hyper’
660 DMPs

‘Progressive hypo’
1193 DMPs

‘Early hypo’
691 DMPs

‘Early hypo’
830 DMPs

‘Late hypo’
672 DMPs

‘Transient hypo’
473 DMPs

B Masculinizing GAHT DMP clusters

D
N

A
m

e
(z

-s
co

re
)

‘Progressive hyper’
1154 DMPs

‘Early hyper’
634 DMPs

‘Transient hyper’
331 DMPs

‘Late hyper’
832 DMPs

‘Progressive hypo’
454 DMPs

‘Transient hypo’
705 DMPs

Supplemental Figure 4



Supplemental Figure 5

A
Top probes in feminizing and/or 

masculinizing comparisons
(Means highlighted)
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A Identifying DMRs

Scan region for same trend

Significant probe 

B Feminizing GAHT (6 months v baseline):
6 DMRs: near TAS1R2, ZFP36L1, RTL1, MED31, VMP1, SLC35D3

Feminizing GAHT(12 months v baseline): 
3 DMRs: near CAT, LANCL3, HUS1

Masculinizing GAHT (6 months v baseline):
0 DMRs:

Masculinizing GAHT (12 months v baseline):
3 DMRs: near PRR4, PHF19, MMP17 
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