Figure 1A

GPRY75

T
500

T
450

T
400

T
350

T
300

T
250

T
200

T
150

T
100

&xauh11pG19] d
¢ Ix019g | pG10] d

|%,§%_o§maho_
/ syLGyL-d
/ siyogusy-d
LHoguio-d
ﬁ .69vuio-d
./ sj/ 9vskod
syeGyshTd
61 ¥01y-d
|\ .80%01y-d
Hm F»0vsATd
-~ sj00pshod
sjgLeusyd
|\ sygGelh1d
- .\ «GGelhLd
—

Lreun-d

.62¢1es°d
s S
.c0€buy-d

¥eeuin-d
— \ W12k d
o \ siz /211 d
—~_~ siizned
__— sjg9zoid-d

_ __— .0Geupd
sityelend

. sjoezbiy-d
— .9¢g2biy-d
— Jbeezund

«Lzgzund
siglzieg d
SV ALY e

sjoognaeTd
T~ L151u9d

.92 e d
||\|

~__— sigLishod
sjoLtelyd
.G6A1od
siyesAn-d
sjLene1d
sygesiH d
siyehio-d
lg1egd
sjgsIHd
¢ HeNd
V<OL+0LL-0

N

N-Ui- BN N =

bl .
d 1.
e |1
ls] °
L4 ooo#_uo oo o o
° Tﬁ ) [}
o oo®c "aite Mg,
A

c
2
=
=
Az
©

o
S
IS

c
4
<
T
Z
m
o
s
Z
o
@)

<
O
i
<
G
W
o




Figure 1B

Study Beta (95% Cl) Genotypes p-value Beta (95% ClI) Beta (95% Cl)
in SDs of BMI (RR:RA:AA) in kg/m? of BMI in kg of body weight

Discovery Cohorts X

MCPS —- -0.48 (-0.82,-0.13) 95,816|30|0 7.1E-03 -2.6 (-4.4,-0.7) -7.4 (-12.8,-2)
GHS_EUR '."I -0.28 (-0.53,-0.03)  121,010/51]0 2.6E-02 -1.5(-2.9,-0.2) -4.4 (-8.3,-0.5)
UKB_EUR -+ -0.37 (-0.52,-0.22)  428,572|147|0 1.9E-07 -2.0(-2.8,-1.2) -5.7 (-8.1,-3.4)
Subgroup meta-analysis results 0 | -0.35(-0.48,-0.23) 645,398|228|0 1.4E-08 -1.9 (-2.6, -1.3) -5.5(-7.4, -3.6)
Additional Cohorts :

DHS_AMR —s : -1.85(-3.81,0.10) 699|1|0 6.4E-02 -10 (-20.6, 0.6) -28.9 (-59.5, 1.6)
SINAI_EAS : ~—> 1.01 (-0.87, 2.90) 745|1]0 2.7E-01 5.5(-4.7,15.7) 15.8 (-13.7, 45.3)
DHS_EUR * ¢ : -1.56 (-3.52, 0.40) 1,387]1]0 1.2E-01 -8.4 (-19, 2.2) -24.4 (-54.9,6.2)
DUKE_AFR “ * : -1.66 (-3.62, 0.30) 1,637|1]0 9.7E-02 -9 (-19.5, 1.6) -25.9 (-56.5, 4.7)
DUKE_EUR < - -0.60 (-2.56, 1.36) 6,532[1]0 5.5E-01 -3.3(-13.8,7.3) -9.4 (-40, 21.2)
TAICHI_EAS —1e > 0.10 (-1.86, 2.06) 11,222|1|0 9.2E-01 0.6 (-10, 11.1) 1.6 (-29, 32.1)
PMBB_EUR «— : -2.09 (-4.05, -0.14) 7,518|1]0 3.7E-02 -11.3(-21.9,-0.7) -32.7 (-63.3,-2.1)
SINAI_EUR : -0.04 (-1.37,1.30) 9,135|2|0 9.7E-01 -0.2(-7.4,7) -0.6 (-21.4, 20.2)
SINAI_AFR . -0.26 (-1.62, 1.10) 11,258|2|0 7.0E-01 -1.4 (-8.8, 6) -4.1(-25.3,17.2)
UKB_EAS - -0.59 (-1.68, 0.51) 2,200|3|0 2.9E-01 -3.2(-9.1,2.7) -9.2 (-26.2,7.9)
UKB_SAS — -0.11(-1.08,0.87)  10,114}4/0 8.3E-01 0.6 (-5.8, 4.7) 1.7 (-16.9, 13.5)
MALMO_EUR e 0.33 (-0.53, 1.19) 28,858|5|0 4.5E-01 1.8 (-2.8, 6.5) 5.2 (-8.2,18.6)
Subgroup meta-analysis results <> -0.33 (-0.73, 0.07) 91,305|23|0 1.1E-01 -1.8(-3.9,0.4) -5.1(-11.4,1.2)
Overall meta-analysis results é -0.35(-0.47,-0.23) 736,703|251|0 3.9E-09 -1.9 (-2.5, -1.3) -5.5(-7.3,-3.7)
Between subgroups p-heterogeneity = 0.88 |
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Beta (95% CI) in SDs of BMI per GPR75 pLOF allele
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Figure 1C
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Figure 2
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Figure 3
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Figure 4A

Study Beta (95% Cl) Genotypes p-value Beta (95% Cl) Beta (95% Cl)
in SDs of BMI (RR:RA:AA) in kg/m? of BMI in kg of body weight
Ml
Discovery Cohorts I |
MCPS > -0.11 (-0.19, -0.03) 95,289|556|1 7.2E-03 -0.6 (-1,-0.2) -1.7 (-3, -0.5)
GHS_EUR o -0.21 (-0.36, -0.06) 120,923|138|0 6.0E-03 -1.1(-2,-0.3) -3.3(-5.7,-0.9)
UKB_EUR 'I -0.06 (-0.15,0.02) 428,293|426|0 1.6E-01 -0.3(-0.8, 0.1) -1(-2.4,0.4)
Subgroup meta-analysis results ? -0.11 (-0.16, -0.05) 644,505|1,120]|1 2.8E-04 -0.6 (-0.9, -0.3) -1.6 (-2.5,-0.7)
Additional Cohorts X
SINAI_SAS N T > -1.15(-3.25, 0.94) 759|1|0 2.8E-01 -6.2 (-17.5,5.1) -18 (-50.7, 14.7)
DUKE_AFR —— -0.27 (-1.25,0.71) 1,634/4|0 5.9E-01 -1.4 (-6.8, 3.9) -4.2 (-19.5,11.1)
DHS_EUR —_—r -0.07 (-1.05, 0.91) 1,384/4|0 8.9E-01 -0.4 (-5.7,4.9) -1.1 (-16.4, 14.2)
DHS_AMR —_— T -0.58 (-1.46, 0.30) 665|5]|0 2.0E-01 -3.1(-7.9, 1.6) -9 (-22.7,4.7)
DHS_AFR T -0.21 (-1.09, 0.66) 2,439|5|0 6.3E-01 -1.2(-5.9, 3.6) -3.3(-17,10.4)
PMBB_AFR -1 0.31 (-0.43, 1.05) 2,051|7]0 4.1E-01 1.7 (-2.3,5.7) 49 (-6.7,16.4)
SINAI_EAS h -0.02 (-0.69, 0.65) 741|8|0 9.6E-01 -0.1 (-3.7, 3.5) -0.3 (-10.8, 10.2)
SINAI_AMR —T -0.44 (-1.05, 0.17) 3,731|10]0 1.6E-01 -2.4 (-5.7,0.9) -6.9 (-16.4, 2.6)
DUKE_EUR T -0.48 (-1.05,0.08)  6,521|12|0 9.6E-02 -2.6 (-5.7,0.5) -7.5(-16.3, 1.3)
UKB_AFR —— -0.17 (-0.73, 0.40) 5,669|12]|0 5.6E-01 -0.9 (4, 2.2) -2.6 (-11.4,6.2)
PMBB_EUR — -0.09 (-0.62, 0.43) 7,505|14|0 7.3E-01 -0.5(-3.3,2.3) -1.4 (9.6, 6.8)
SINAI_EUR = 0.01 (-0.38, 0.39) 9,124|24|0 9.7E-01 0(-2,2.1) 0.1(-5.9,6.1)
MALMO_EUR —‘—:' -0.42 (-0.81,-0.04) 28,838|25|0 3.2E-02 -2.3(-4.4,-0.2) -6.6 (-12.6, -0.6)
UKB_EAS —T -0.31(-0.70,0.08)  2,179|24|0 1.2E-01 -1.7 (-3.8,0.4) -4.8 (-10.9,1.2)
UKB_SAS —*T -0.23 (-0.59,0.13)  10,089|29|0 2.1E-01 -1.3(-3.2,0.7) -3.6 (-9.3, 2)
SINAI_AFR -t -0.50 (-0.83,-0.16)  11,253|34|0 3.3E-03 -2.7 (-4.5,-0.9) -7.7 (-12.9, -2.6)
TAICHI_EAS -+ -0.28 (-0.42,-0.14) 11,029|193|1 9.0E-05 -1.5(-2.3,-0.8) -4.4 (-6.6,-2.2)
Subgroup meta-analysis results : -0.28 (-0.37,-0.18) 105,611]411|1 1.8E-08 -1.5(-2,-1) -4.3 (-5.8, -2.8)
Overall meta-analysis results !
Between subgroups ? -0.15 (-0.20, -0.10) 750,116|1,531|2  2.3E-09 -0.8 (-1.1,-0.5) -2.3(-3.1,-1.5)
p-heterogeneity = 0.003 !
T 1

-1.5-1-50 5
Beta (95% CI) in SDs of BMI per GIPR pLOF allele
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Figure 4B
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Figure 5
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