[image: The diagram depicts a probability density function (PDF) for a continuous distribution, with a logarithmic scale on the y-axis representing the effect, and a range on the x-axis from -10 to 10.

AI-generated content may be incorrect.]

Extended Data Fig. 1. Gene-based burden test results for liver PDFF.
Volcano plot showing association results for liver PDFF. For each gene–phenotype association, the plotted point corresponds to the most significant combination of allele-frequency threshold, variant mask, and sex-specific analysis.

[image: The image appears to be a complex table or chart, possibly from a scientific study, showcasing various gene and protein associations with lipid levels and their effects on odds ratios, including values for cholesterol, ApoB, PCSK9, and others, alongside negative log-transformed p-values.

AI-generated content may be incorrect.]

Extended Data Fig. 2. Gene-based burden test results for dyslipidemia traits.
Volcano plots show association results for (A) binary dyslipidemia, (B) apolipoprotein A, (C) apolipoprotein B, (D) total cholesterol, (E) HDL cholesterol, (F) LDL cholesterol, (G) lipoprotein(a), and (H) triglycerides. Known dyslipidemia-related genes and novel genes with supporting evidence are labelled. Novel genes are shown in bold and highlighted with boxed labels. For each gene–phenotype association, the plotted point corresponds to the most significant combination of allele-frequency threshold, variant mask, and sex-specific analysis.

[image: The image appears to be a scatter plot or heatmap with gene expression levels or protein concentrations, indicating the impact of various genes or proteins (like HT, DBP, MAP, NHERF2, DBH, NOS3, GATA5, NPR1, ABAT, RGL3, COL21A1, PKD1, PKD2, SLCEZAT) on a certain biological effect, such as blood pressure or eGFR, across different categories (Male, Female, Both, High impact). The values are given in negative log10(P), suggesting a p-value adjustment, which may be used to indicate statistical significance.

AI-generated content may be incorrect.]


Extended Data Fig. 3. Gene-based burden test results for blood pressure and kidney function traits.
Volcano plots show association results for (A) diastolic blood pressure, (B) mean arterial pressure, (C) systolic blood pressure, and (D) estimated glomerular filtration rate. Known hypertension- and chronic kidney disease-related genes and novel genes with supporting evidence are labelled. Novel genes are shown in bold and highlighted with boxed labels. For each gene–phenotype association, the plotted point corresponds to the most significant combination of allele-frequency threshold, variant mask, and sex-specific analysis.


[image: The image is a scatter plot comparing the effects (in nmol/L and percentage) of various hormones and genes on different proteins, with some proteins having a negative effect (denoted by 'o' or 'x').

AI-generated content may be incorrect.]

Extended Data Fig. 4. Gene-based burden test results for sex-hormone traits.
Volcano plots show association results for (A) testosterone, (B) free androgen index, (C) sex hormone-binding globulin, and (D) oestradiol levels. For each gene–phenotype association, the plotted point corresponds to the most significant combination of allele-frequency threshold, variant mask, and sex-specific analysis.


image1.png
~logs(P)

FLD - Continuous
PDFF

Effect (%)




image2.png
~logio(P)

G.

~logso(P)

~logio(P)

Dyslipidemia - Binary

Dyslipidemia - Continuous

ApoA
& P
oz
20
@
150 =
5o %
' < )
100 . P
» ; W) g
- B Y e
- o NG &=
w8 @ . K Lo A0
ey &) ) o g ., = o oaws, P oem_icem)
(POC, onjers; 508 baacs °
o i s o o
<5 W s g £3 T s
10g(0dds Ratio)
Dyslipidemia - Continuous Dyslipidemia - Continuous
ApoB Cholesterol
e s/
200
0
e s
150
150
o) ~
100 g
T 100
;
PN W) (g0 o
. o ’ ) iy " s #i) | @
B L @, T s
(G, v g o
e, 607, ‘m»;:;;&# S o )
o S Glreoa) ’"‘““‘%ﬁ?@’m 4708 o
B B3 7 T ] T T
ffect (g/L) Effect (mmol/L)
Dyslipidemia - Continuous Dyslipidemia - Continuous
HOL oL
250 30
s/ o
20
el
20
150
e Jot)
I
100 Ea
w0 @ 100
P e g
) o
E b @) e
e, O N g
s, = m*mﬂu . _aon._ e, > [ taacss) _{evrs)
s PR O e A s
@ P - - S . e BNy g — x
o TCaian) et i) o A B R ey
Ts T 03 75 a5 B3 09 £3
Effect (mmol/L) Effect (mmol/L)
Dyslipidemia - Continuous Dyslipidemia - Continuous
Lipoprotein A T6A
. wrocs X
150
150
100
. 5 o8, Gzt
B v d
. D,
- cogc]
oo
o ) o
N PR PRCT I ° Bo X oo ook £8 D o ww B XX x
. i . . Y e st
% 7 W0 7 7 7 3
Effect (nmol/L) Effect (mmol/L)
Not significant ®Male ®Female ®Both X High impact <> Damaging missense O ACMG classified




image3.png
HT - Continuous HT - Continuous
D8P MAP
. 15
s )
10 o
o o
N
= fwos3 B N
H . 3 o Jum
g oarss] g o oty
! =, ! 6 g 088 *
. w e
o 3
2 T ] K D T T g ]
Effect (mmHg) Effect (mmHg)
HT - Continuous CKD - Continuous
sep eGFR
M
oz ]
150
15
iz
100 o
o . —~ 1y
s’ N = (stca
g g
' 613} g '
R e “
s e o = B
. ¢
RO T P "3 <y
o o
% 5 ) = £ £ T 1 T
Effect (mmHg) mL/min/1.73"

Notsignificant ~ ®Male ®Female ®Both X Highimpact <>Damaging missense O ACMG classified




image4.png
g

~logyo(P)

Hormone - Continuous

Hormone - Continuous

Testoserons i
= - =
75 g
® (e, 200 [sHBG. N
“ o g _ ° e
wsg [E - = p b
. ; s -
o 8 e
- ) ' e -
s L D 00 e
e O . x
(FAM1678] \oowce)  x % AN
. .
Effect (nmol/L) Effect (%)
Hormone - Continuous Hormone - Continuous
SHBG Oestrodiol
o
(ApoL3)  [immz)
D kg
= N
E mncr] o g onss
“
@ ° ) (s,
MR . ge X
(sempiar). (HGFAC) &  [FOXA3) 77| N o ° o © » )
e g ¥ - LR
- 2 o mmm : -
o e e o
Effect (nmol/L) Effect (pmol/L)
Notsignificant ~ ®Male ®Female ®Both X Highimpact <>Damaging missense O ACMG classified




