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Supplement Figure 1. Colocalization results of SRA1 from decode and PPD.
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Supplement Figure 2. Colocalization results of AGT from decode and PPD.
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Supplement Figure 3. Colocalization results of PGP from decode and PPD.
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Supplement Figure 4. Sensitivity MR analysis of the effect of isoleucine on PPD.
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Supplement Figure 5. Mediation MR analysis results of SRA1, CSF and brain metabolites and PPD
(A) Classification of CSF and brain metabolites. (B) MR analysis of the effect of significant SRA1 on CSF and brain metabolites. (C) Mediation proportion of cross key blood metabolites. 
Abbreviation: CSF: Cerebrospinal fluid; PPD: Postpartum depression; SRA1: Steroid receptor RNA activator 1.
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Supplement Figure 6. Sensitivity MR analysis of the effect of rfMRI connectivity (ICA100 edge 442) on PPD.
image5.tiff
CSF metabolites (n=440)
[ Amino Acid (n=150)
Carbohydrate (n=21)
| Cofactors and Vitamins (n=20)
1 Energy (n=8)
1] Lipid (n=81)
| Nucleotide (n=35)
| Partially Characterized Molecules (n=2)
Peptide (n=14)
undetermined (n=50)
1 Xenobiotics (n=59)

Brain metabolites (n=962)
[ Amino Acid (n=197)
Carbohydrate (n=46)
| Cofactors and Vitamins (n=40)
[0 Energy (n=11)
[ Lipid (n=386)
[ Nucleotide (n=65)
| Partially Characterized Molecules (n=4)
Peptide (n=33)
Undetermined (n=106)
[ xenobiotics (n=74)

(B) SRA1 on CSF metabolites SRA1 on brain metabolites (C) N
Exposure  Outcome OR(@5%C)) p-val Exposure Outcome OR(965%Cl)  p-val Glutarylcarnitine
SRAT  heme 13810310178 000 SRAT  2-deoxycyliine | s 143(1.11101.85) 0.005
pynvate 113(10110127) 0035 cystathionine e 131(1.0110169) 0.045
partothenate 110(100t0 121) 0.049 osine i 119(1.02101.40) 0.032
S-methylhioadencsine 095(09210 1.00) 0.049 3-hydraxy-3-metyiglutarate 114(1.0210126) 0.015
rborate 095(091t01.00) 0041 santhosine 108(1.000119) 0,045 — —
e 05505210058) 0008 wiine 1t amaron o PL=-0.201 B2 =-0.492
paimitoy| sphingomyeiin (d16:1/16:0) 094(08910 1.00) 0039 2-oxoarginine - 0500830099 0025 P =().0]] P=0.022
cysteine 094(0901009) 0015 gutarate — 088(0.78 10 1.00) 0042 .
N-acetylglycine 0.94(0.8810098) 0.027 N-formylphenylalanine — 087 (0.78 10 0.96) 0.008
7-alpha-hydrony=3-cxo-4-cholesienoale 0.93(087 10 1.00) 0035 15-KETE —i 087(0.75 %0 1.00) 0,043 . .
Ne-cabameythreonyladenceine 05306610 056) 0008 T = 0£3(071t00.98) 0.030 Proportion mediated = 19.2%
‘sphingomyelin (d18:2/24:1, d18:1/24:2) 0.93(0.87 0 1.00) 0.040 pyridoxate —— 0,820,690 0.97) 0.024
sohingomyeln (§16-1200, d16:1122:0) 083(08715058) 0010 o eamiine : e T TTer P=0.089
sohingomyelin (418:1/24:1, 418:224:0) 093087 005) 0.022 Tomethylhistcine ! 068(0.49100.89) 0.007
[stieno T enbingormelnl(18:1/22,0) 0.61/(0.8410.0,08) 0.028 glycosyl ceramide (18:2/24:1, d18:1/242) e 060 (03910092) 0.020
3-methylcytdine 061(0.84100.06) 0.016 lactosyl-N-palmitoyi-sphingosine (d15:1/16:0) e-+—— | 059 (042 100,81) 0001
S-hydroxyhexanoate 080(08210089) 0.025 fsobutyrylghycine. — 053(0.2900.98) 0.043 SRA1 PPD
etinol (Viarin A) 084(07510 0.95) 0.005 oleoyl-oleoyl-glycerol (18:1/18:1) — 049 (0.29100.83) 0.009
catechol sullate 083(07310096) 0010 ; —
- acotamdopmenyigcuronie — 051020t 100) 0018 I — Lozl h Total effect = 0.515
5 1 s [ P=231E-05

Low risk High risk Low isk High risk




image6.tiff
SNP effecton PPD

05-

00 &

MR Test

Inverse varianca weightad  Weighted mecien

/ wmegge

/ weigted moce

05

3028435
532100
s2841

45

78045409
15118156245
5139093237
12037382
54740890

S67492205
50125329
159492
573035440
784
5654990477
5112800852
73308307
117501451
573094703
11530429
35833550
512294145
518016969
1591
511642824
72725005
3045857
59005055
13382325

o

o1 02 o.
SNP effecton MR connectivity (ICA100 edge 442)

02 01

R laave-ona-out Sansifiy analysis for

iR

nnectivy (ICA100 odge 442) on PPD

155030550

53045807
512204146
re727253%

5140169695

o101
117642804
1511839489
1573004705
59492580
67498206
55004035
59621900
1556125029
15118082600
5139693232
1573035440
113156240
78645490
1175014
73305397
4740880
12737300
S04

15149240135
112800852
554902432

1575350784

AR Fager
Al vense vanince weighled

{“*++~++++++.++++++++..m*

-
«
o 5 0 5
MR efiect sze for
IFMR connectivy (ICAT00 adga 142) on PPD
MR Method
Inverse variance weighted
MR Egger
an
.
.ge
00 25
Gy

50




image1.tiff
o
<
w
S
g
)
o=
g2
¥ -
o)
<
[&]
o
@
3
o
a
2
(=] o (=] (=} <~ o~ o
< © ~N -~
(4)0+B0 - | vHS (d)°*60l- Qdd
°
5’ &P o ° © @ < o
8 o ©®c o
Lo
< S
s
o
(e}
[4
Lo
]
Lo
bS]
a
Lo o
o
o
|
° lo <
‘v
7]

(d)°*Bo|- add




image2.tiff
Ors6541328

2 3 & e
(d)°'Bol— LoV
ano
Lo
o
o 000
M [oN o)
@ °

(d)°*6ol- add

231.0 2315
chrt (Mb)

230.5

230.0

25 50 75

AGT — log1o(P)

0




image3.tiff
PPD —log1o(P)

rs11 6979380

£
rs1169773809 %0
L ]
o 8
[ )
s ° 4 ° 60 t
e O °
e ©® o 8
° ° e O
® o © °
& 30
° © &
o o
® ° 3
% o
8o o
[
°
3
°
0.8
0.6
2
0.4
02 &
3
> 1
o
I
[a]
o
o
0
0 30 60 90 15 2.0 25 30
PGP — log1o(P) chr16 (Mb}




image4.tiff
SNP effecton PPD

MR Test

Inverss varance weghted  Weightsd median
/ vmeger / weignea mose s
002~ stosasen S
istzecize —
siirosn —
e S
208" — —
It o0
206
AW Fager _
[ ——— —_
208 |
ot ols o6 ois oo T e
SNP effecton Isoleucine Isoleucing *on PPD
. MR Method
Inverse variance weghted
R Sgger
R =
iz .
it
onstaz .
o
iw0ress
5
512325410 . P
.
2
08 04 02 oo 05 oo
1R o ano ot sy sy or

ucine on PPD Gy





