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Supplementary Figures 1-48

Supplementary Figure 1. Flow chart of two-step UVMR mediation analysis.
Supplementary Figure 2. Quantile-quantile (Q-Q) plot of OP GWAS.
Supplementary Figure 3. MR analysis of eQTL and OP summary data of 6
Pleiotropic genes.

Supplementary Figures 4-48. Scatter plot, funnel plot and leave-one-out plot with
IDPs as exposure and OP, Forearm BMD, Femoral neck BMD, Lumbar spine BMD,
Total body BMD and Heel BMD as outcome.
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Supplementary Figure 1. Flow chart of two-step UVMR mediation analysis.
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Supplementary Figure 2. Quantile-quantile (Q-Q) plot of OP GWAS. The Q-Q plot
demonstrates the number and magnitude of observed associations between genotyped
SNPs and OP compared to the expected association statistics under the null
hypothesis that there is no association. The identity line is shown in red. Observed

association statistics (y-axis) and expected association statistics (x-axis) are on a -log

P scale.
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Supplementary Figure 3. MR analysis of eQTL and OP summary data of 6

Pleiotropic genes.
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Supplementary Figure 4. Scatter plot, funnel plot and leave-one-out plot with

GCST90003162 as exposure and OP as outcome.
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Supplementary Figure 5. Scatter plot, funnel plot and leave-one-out plot with

GCST90003162 as exposure and Forearm BMD as outcome.
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Supplementary Figure 6. Scatter plot, funnel plot and leave-one-out plot with

GCST90003158 as exposure and Forearm BMD as outcome.
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Supplementary Figure 7. Scatter plot, funnel plot and leave-one-out plot with

GCST90002612 as exposure and Forearm BMD as outcome.
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Supplementary Figure 8. Scatter plot, funnel plot and leave-one-out plot with

GCST90006352 as exposure and Forearm BMD as outcome.
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Supplementary Figure 9. Scatter plot, funnel plot and leave-one-out plot with

GCST90002729 as exposure and Forearm BMD as outcome.
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Supplementary Figure 10. Scatter plot, funnel plot and leave-one-out plot with

GCST90003361 as exposure and Forearm BMD as outcome.



MR Test
Inverse variance weighted _~~ Weighted median
_~ MR Egger Weighted mode
Simple mode

0.1 -

IR
0.0-
7o
g -
% 0.1
= =
o= T
>
0.2 -
0.05 o."0 0.s
SNP effect on exposure
MR Method
Inverse variance weighted
MR Egger
-
3.0-
-
-
25
=
g
«*
2.0
4.8
-
-
1.0~
-G.a olo ola
Biv
r8149914775
rs188449632
574779589
rs116380454
ra7540366
Al
i .
0.00 0.25 0.50 0.75
MR ysis for

= %
‘exposure’ on ‘outcome*

Supplementary Figure 11. Scatter plot, funnel plot and leave-one-out plot with
GCST90003764 as exposure and Forearm BMD as outcome.
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Supplementary Figure 12. Scatter plot, funnel plot and leave-one-out plot with

GCST90006352 as exposure and Femoral neck BMD as outcome.
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Supplementary Figure 13. Scatter plot, funnel plot and leave-one-out plot with

GCST90002729 as exposure and Femoral neck BMD as outcome.
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Supplementary Figure 14. Scatter plot, funnel plot and leave-one-out plot with

GCST90003122 as exposure and Femoral neck BMD as outcome.
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Supplementary Figure 15. Scatter plot, funnel plot and leave-one-out plot with
GCST90002612 as exposure and Femoral neck BMD as outcome.
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Supplementary Figure 16. Scatter plot, funnel plot and leave-one-out plot with

GCST90003883 as exposure and Femoral neck BMD as outcome.
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Supplementary Figure 17. Scatter plot, funnel plot and leave-one-out plot with
GCST90006346 as exposure and Femoral neck BMD as outcome.



MR Test
Inverse variance weighted _~~ Weighted median
_~ MR Egger Weighted mode
Simple mode

0.000 -

\

205 \

8
7o
2 -o.080-
= E
%
o
==
&>
~-0.075 -
~0.100 -
o' o'z
SNP effect on exposure
MR Method
Inverse variance weighted
MR Egger
-
6.2-
-
6.0~
=
g
> O
5.6-
5.4-
-
-o'zo -o'zs -o'zo
Biv
[ :
rs72774412 :
o :
s :
-0.5 0.4 -0.3 -0.2 -06.1 olo
for

MR ut
‘exposure’ on ‘outcome’

Supplementary Figure 18. Scatter plot, funnel plot and leave-one-out plot with
GCST90003670 as exposure and Femoral neck BMD as outcome.
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Supplementary Figure 19. Scatter plot, funnel plot and leave-one-out plot with

GCST90002612 as exposure and Lumbar spine BMD as outcome.
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upplementary Figure 20. Scatter plot, funnel plot and leave-one-out plot with

GCST90006352 as exposure and Lumbar spine BMD as outcome.
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Supplementary Figure 21. Scatter plot, funnel plot and leave-one-out plot with

GCST90002729 as exposure and Lumbar spine BMD as outcome.
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Supplementary Figure 22. Scatter plot, funnel plot and leave-one-out plot with

GCST90003361 as exposure and Lumbar spine BMD as outcome.
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Supplementary Figure 23. Scatter plot, funnel plot and leave-one-out plot with

GCST90002686 as exposure and Lumbar spine BMD as outcome.
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Supplementary Figure 24. Scatter plot, funnel plot and leave-one-out plot with
GCST90004325 as exposure and Lumbar spine BMD as outcome.
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Supplementary Figure 25. Scatter plot, funnel plot and leave-one-out plot with

GCST90004235 as exposure and Lumbar spine BMD as outcome.



MR Test
Inverse variance weighted _~~  Weighted median
/ MR Egger Weighted mode
Simple mode

0.015-

2 co010-
s I
—} ——————
=2 e
= e
= Lo e
% ><”
a / =
= _—
e -
L 0.008 - / -
©0.000 -
0.04 0.08 3 0.07 o0.08
SNP effect on exposure
MR Method
Inverse variance weighted
| ™R Egger
9.25 -
-
9.00
8.75-
-
=
[,
=
8.50
8.25
-
-
8.00
-0.2 ‘o o'z
Biv
rs1556663 z
rs6658111 :
512145639
s :
Al 2
i . . .
0.0 01 0.2 o'z
MR for

‘exposure’ on ‘outcome’

Supplementary Figure 26. Scatter plot, funnel plot and leave-one-out plot with
GCST90002729 as exposure and TOTAL BODY BMD as outcome.
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Supplementary Figure 27. Scatter plot, funnel plot and leave-one-out plot with
GCST90002612 as exposure and TOTAL BODY BMD as outcome.
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Supplementary Figure 28. Scatter plot, funnel plot and leave-one-out plot with

GCST90003764 as exposure and TOTAL BODY BMD as outcome.
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Supplementary Figure 29. Scatter plot, funnel plot and leave-one-out plot with
GCST90002729 as exposure and HEEL BMD as outcome.
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Supplementary Figure 30. Scatter plot, funnel plot and leave-one-out plot with

GCST90002612 as exposure and HEEL BMD as outcome.
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Supplementary Figure 31. Scatter plot, funnel plot and leave-one-out plot with
GCST90002953 as exposure and HEEL BMD as outcome.
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Supplementary Figure 32. Scatter plot, funnel plot and leave-one-out plot with

GCST90002789 as exposure and HEEL BMD as outcome.
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Supplementary Figure 33. Scatter plot, funnel plot and leave-one-out plot with
GCST90003162 as exposure and OP as outcome.
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Supplementary Figure 34. Scatter plot, funnel plot and leave-one-out plot with
GCST90003158 as exposure and OP as outcome.
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Supplementary Figure 35. Scatter plot, funnel plot and leave-one-out plot with

GCST90003361 as exposure and OP as outcome.
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Supplementary Figure 36. Scatter plot, funnel plot and leave-one-out plot with
GCST90006352 as exposure and OP as outcome.
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Supplementary Figure 37. Scatter plot, funnel plot and leave-one-out plot with
GCST90002729 as exposure and OP as outcome.
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Supplementary Figure 38. Scatter plot, funnel plot and leave-one-out plot with

‘exposure’ on ‘outcome*

GCST90002612 as exposure and OP as outcome.
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Supplementary Figure 39. Scatter plot, funnel plot and leave-one-out plot with
GCST90003764 as exposure and OP as outcome.
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Supplementary Figure 40. Scatter plot, funnel plot and leave-one-out plot with
GCST90003122 as exposure and OP as outcome.
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Supplementary Figure 41. Scatter plot, funnel plot and leave-one-out plot with
GCST90003883 as exposure and OP as outcome.
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Supplementary Figure 42. Scatter plot, funnel plot and leave-one-out plot with
GCST90006346 as exposure and OP as outcome.
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Supplementary Figure 43. Scatter plot, funnel plot and leave-one-out plot with
GCST90003670 as exposure and OP as outcome.
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Supplementary Figure 44. Scatter plot, funnel plot and leave-one-out plot with
GCST90002686 as exposure and OP as outcome.
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Supplementary Figure 45. Scatter plot, funnel plot and leave-one-out plot with
GCST90004325 as exposure and OP as outcome.
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Supplementary Figure 46. Scatter plot, funnel plot and leave-one-out plot with
GCST90004235 as exposure and OP as outcome.
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Supplementary Figure 47. Scatter plot, funnel plot and leave-one-out plot with
GCST90002953 as exposure and OP as outcome.
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Supplementary Figure 48. Scatter plot, funnel plot and leave-one-out plot with
GCST90002789 as exposure and OP as outcome.



