Supplementary Figure 1. Miami plot of common and rare associations for a glycemic trait (FPG)

Miami plot shows linear regression analysis results of common variants (upper panel) and rare variants
(lower panel). Red horizontal line indicates -log10(5.56e-9) and -log10(7.61e-8) for upper and lower
panels, respectively. Previously known loci were colored in blue for +250kb of the lead signal and colored
in red for +250kb of new associations of this study
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Supplementary Figure 2. Miami plot of common and rare associations for lipid traits
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Miami plot shows linear regression analysis results of common variants (upper panel) and rare variants
(lower panel). Red horizontal line indicates -log10(5.56e-9) and -log10(7.61e-8) for upper and lower
panels, respectively. Previously known loci were colored in blue for +250kb of the lead signal and colored

in red for +250kb of new associations of this study
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Supplementary Figure 2. Miami plot of common and rare associations for lipid traits

Miami plot shows linear regression analysis results of common variants (upper panel) and rare variants
(lower panel). Red horizontal line indicates -log10(5.56e-9) and -log10(7.61e-8) for upper and lower
panels, respectively. Previously known loci were colored in blue for +250kb of the lead signal and colored
in red for +250kb of new associations of this study
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Supplementary Figure 3. Miami plot of common and rare associations for liver enzymes

Miami plot shows linear regression analysis results of common variants (upper panel) and rare variants
(lower panel). Red horizontal line indicates -log10(5.56e-9) and -log10(7.61e-8) for upper and lower
panels, respectively. Previously known loci were colored in blue for +250kb of the lead signal and colored
in red for +250kb of new associations of this study
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Significantly enriched DEG(Differentially Expressed Gene) sets (Bonferroni corrected P <

0.05) are highlighted in red. Using GENE2FUNC of FUMA-GWAS, pre-calculated DEG sets

were compared with input genes (candidate genes from known or novel loci) using the

hypergeometric test
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Significantly enriched DEG(Differentially Expressed Gene) sets (Bonferroni corrected P <

0.05) are highlighted in red. Using GENE2FUNC of FUMA-GWAS, pre-calculated DEG sets

were compared with input genes (candidate genes from known or novel loci) using the
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Supplementary Figure 5. Comparison of genetic effects of common lead variants between
KBA and replication study (UK Biobank)

The points are all the common lead variants identified in the discovered study.
Effect sizes were compared based on the effect allele of this study. Error bars represent standard errors
of effect sizes. 'n' indicates # of variants.
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Supplementary Figure 5. Comparison of genetic effects of common lead variants between
KBA and replication study (UK Biobank)

The points are all the common lead variants identified in the discovered study.
Effect sizes were compared based on the effect allele of this study. Error bars represent standard errors
of effect sizes. 'n' indicates # of variants.
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Supplementary Figure 5. Comparison of genetic effects of common lead variants between
KBA and replication study (UK Biobank)

The points are all the common lead variants identified in the discovered study.
Effect sizes were compared based on the effect allele of this study. Error bars represent standard errors
of effect sizes. 'n' indicates # of variants.
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Supplementary Figure 6. Effect allele frequency of 943 associated signals in East Asians and Europeans

(A) scatter plot of effect(alternative) allele frequency(EAF) in East Asian (EAS) and European (EUR) from
1KG P3 or gnomAD database. Pearson’s correlation was measured between AAF of EAS and EUR.
Variants are colored in ‘grey’ and ‘red’ for ‘known’ and ‘novel’, respectively. (B) Box plot of AAF by trait
categories and populations (EAS at left side and EUR at right side). Points are jittered EAF for the
variants. Box plots represent median, 25th, 75th percentiles with whiskers extending to =+
1.5xIQR(interquartile range).

(a) Scatter plot of effect allele frequency (EAS vs. EUR)

o _
v
0
2 _
8 Y I III III III IIIII
- T |||||
o - H= II--I- -l-lll-lII_II-l!-II__!!l==l-l-
S 4 @
~ ‘ . ','
o Known ® ¢ ° O .'."‘ I|
® Novel P(J @ ‘(,‘ e‘e’“"“. |.
o) 0, © ey S5 0 —
o ® & . ¢ G'"".otn'o o 8° i
K Y S e ® '
P = X [ Im
R o o' 0 | =
«W, "o () ' ® T
o o Q0 qO O, o0 -
© _ ® %0 o o @ © =
o e e 0P .© " O 0.0 =
(' X | 0@~ _ @ N
Y ‘P‘(A‘Q”Q‘) (.,(6 @) (: o0 ® ==
- o 3¢ o Tonetife F o © —
Yo ® o Oh® oé 09" o @ , I
Tl e € 4B o.F ot e ® e =
0 000 20 T 8202 o =
D9 Y 7 @ _§ C I T
S > RGes % o =
O _O) 56095 e > 1
N 400 " OVieia® .o |-
s | ddlin SSaniS R 2 * 0% o _ ==
ORI _ 015 ¢0 cg i o r=071| ©
0‘,"\;1 SN0 gUee®e © | —
Sl N2 S:S 1
.,)4"8544.’.,)‘ o2%e, P+ T |
SOt e et 'S 00 o ey
g _ (8)!‘.’.))"‘. 7.!..;&}0. IY ) © — 1
| | | | | | (1 1 1 1T 1
0.0 0.2 04 0.6 0.8 1.0 0 40 80

EAS Counts

(b) Box plot of effect allele frequency by trait categories and populations

Known Novel
1.0 - . e T 107 -
e e .t : * :
A R T — +
: . : .i.l‘. ; ":. —:_ —:. ' !
.' » & : * . ! - ! : :
084 1w e e | -
. .: .0 p ' l . T :
1 : %0 . . ' : .‘ | |
| ™ g .. o : _.,_; ¢ : :
| 4% a‘{ . | e . . |
0.6 ] d. : :, ...’.’ : : 0.6 - e | : X
O. :‘ o { J&.d .,.’8 : - .0 . ' * ! 1
S o || e '
’039 AL IS . :
k] B e kS —
- e o Ly ., 04 - ~F ® |
04 iR S| |® . o N '
e * . oﬂ'é- s!- :0 _..,..— ®
.:... -L."' % ;. ")i.?? E
- ?_. ‘e 2 %} : 0.2 - : .o
0.2 . " * | .. "% % : : .‘
oo p e (et | : :
o e Bm % : | : X ,
004 *— 3:,“. &" &s 5 -l 00 4 - L _ A
I T | T T | | T I T T T
%) o 7] o 7] o %) o 7] o 7} o
s g & z & 3 s 3 & 3 & 2
N AR
§, E - - c §, E - - c
] ] ht -t &) ] ht o
s 3 s 3
3 3



Supplementary Figure 7. Comparison of effect sizes of rare variants between discovery study and
replication studies

The points are all the rare variants identified in the discovered study. Effect sizes were compared based
on the effect allele of this study. Error bars represent standard errors of effect sizes. At the right corner in
the figure, 'n' indicates # of variants
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Supplementary Figure 8. Traits varied by common GRS group and status of rare alleles

For more clear representation of overall pattern across groups, outliers were not shown for box plots. Box plots were shown
for raw values of each trait. ‘N’ indicates number of samples for a group. Numbers of top left inner panel indicate number of
rare variants with the corresponding risk direction. Risk decreasing group (Risk(-) colored in blue): individuals carrying rare
alleles decreasing risks in health problem by decreasing levels of metabolic traits (increasing for HDL). Risk increasing group
(Risk(+) colored in red): individuals carrying rare alleles increasing risks in health problem by increasing levels of metabolic
traits(decreasing for HDL). Risk complex group (colored in grey): individuals carrying decreasing and increasing rare
variants. Reference group (colored in white): Non-carriers of rare variants
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Supplementary Figure 8. Traits varied by common GRS group and status of rare alleles
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For more clear representation of overall pattern across groups, outliers were not shown for box plots. Box plots were shown
for raw values of each trait. ‘N’ indicates number of samples for a group. Numbers of top left inner panel indicate number of
rare variants with the corresponding risk direction. Risk decreasing group (Risk(-) colored in blue): individuals carrying rare
alleles decreasing risks in health problem by decreasing levels of metabolic traits (increasing for HDL). Risk increasing group
(Risk(+) colored in red): individuals carrying rare alleles increasing risks in health problem by increasing levels of metabolic
traits(decreasing for HDL). Risk complex group (colored in grey): individuals carrying decreasing and increasing rare
variants. Reference group (colored in white): Non-carriers of rare variants
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Supplementary Figure 8. Traits varied by common GRS group and status of rare alleles
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For more clear representation of overall pattern across groups, outliers were not shown for box plots. Box plots were shown
for raw values of each trait. ‘N’ indicates number of samples for a group. Numbers of top left inner panel indicate number of
rare variants with the corresponding risk direction. Risk decreasing group (Risk(-) colored in blue): individuals carrying rare
alleles decreasing risks in health problem by decreasing levels of metabolic traits (increasing for HDL). Risk increasing group
(Risk(+) colored in red): individuals carrying rare alleles increasing risks in health problem by increasing levels of metabolic
traits(decreasing for HDL). Risk complex group (colored in grey): individuals carrying decreasing and increasing rare
variants. Reference group (colored in white): Non-carriers of rare variants
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Supplementary Figure 8. Traits varied by common GRS group and status of rare alleles
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For more clear representation of overall pattern across groups, outliers were not shown for box plots. Box plots were shown
for raw values of each trait. ‘N’ indicates number of samples for a group. Numbers of top left inner panel indicate number of
rare variants with the corresponding risk direction. Risk decreasing group (Risk(-) colored in blue): individuals carrying rare
alleles decreasing risks in health problem by decreasing levels of metabolic traits (increasing for HDL). Risk increasing group
(Risk(+) colored in red): individuals carrying rare alleles increasing risks in health problem by increasing levels of metabolic
traits(decreasing for HDL). Risk complex group (colored in grey): individuals carrying decreasing and increasing rare
variants. Reference group (colored in white): Non-carriers of rare variants
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Supplementary Figure 8. Traits varied by common GRS group and status of rare alleles
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For more clear representation of overall pattern across groups, outliers were not shown for box plots. Box plots were shown
for raw values of each trait. ‘N’ indicates number of samples for a group. Numbers of top left inner panel indicate number of
rare variants with the corresponding risk direction. Risk decreasing group (Risk(-) colored in blue): individuals carrying rare
alleles decreasing risks in health problem by decreasing levels of metabolic traits (increasing for HDL). Risk increasing group
(Risk(+) colored in red): individuals carrying rare alleles increasing risks in health problem by increasing levels of metabolic
traits(decreasing for HDL). Risk complex group (colored in grey): individuals carrying decreasing and increasing rare
variants. Reference group (colored in white): Non-carriers of rare variants
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Supplementary Figure 9. Mean levels of glycemic traits by glycemic trait related GRS

Samples were grouped into 10 groups based on GRS scores in an increasing order. CV-GRS indicates GRS using common
lead variants identified in this study. For each GRS bin, mean levels of FPG (A) or HbA1c (B) was calculated.
HbA1c_C1_GRS indicates HbA1c GRS using only glycemic components. HbA1c_C2_GRS represents HbA1c GRS using
erythrocytic components. Symbol were colored in blue (FPG_GRS), green (HbA1c_GRS), yellow (HbA1c_C1_GRS), grey
(HbA1c_C2_GRS), and red (T2D_GRS).
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Supplementary Figure 10. Prevalence of T2D in GRS groups stratified by the presence of a rare
protective allele

For GRS groups, T2D prevalence was calculated for non-carriers and carriers of a rare protective allele.
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Supplementary Figure 11. Interplay of common and rare variants in inherited risk of T2D (PRS)

After sorting T2D PRS scores in an increasing order, T2D-PRS bins were categorized as 1st bin (0~20%), 2nd bin (20~80%),
and 3rd bin (80%~100%) for clear representation. For rare allele carriers (dashed lines) and non-carriers (solid lines), all
126K samples were categorized into three T2D-PRS bins and T2D prevalence was calculated for rare allele carriers and
non-carriers, separately. Lines were colored in red (FPG-PRS 80~100%) and blue (FPG-PRS 20~80%).
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Supplementary Figure 12. Scatter plot of minor allele frequency of rare variants

2,579 Korean Sequenced samples
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Scatter plot of MAF (A) KBA vs. 2,579 Korean sequenced samples, (B) KBA vs. gnomAD EAS, (C) KBA vs. 1KG EAS
A dot indicate a variant. A variant was colored in blue if MAF difference < 0.5%, otherwise colored in red
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Supplementary Figure 13. Cluster plots of rare variants (Discovery study, KBA)
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Supplementary Figure 13. Cluster plots of rare variants (Discovery study, KBA)
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Supplementary Figure 13. Cluster plots of rare variants (Discovery study, KBA)
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Supplementary Figure 14. Cluster plots of rare variants (Replication study, KBA)

Size

Size
10

Size
10

14

13

12

11

10

13

12

11

13

12

11

KBA (replication, N=22,608)
chr1:25880491_C/T

e AA
AB
* BB
3 2 1 0 2
Constrat
KBA (replication, N=22,608)
chr1:55523798_A/G
e AA
AB
* BB
1 2 3 5
Constrat
KBA (replication, N=22,608)
chr1:93159927_G/A
e AA
AB

T

0
Constrat

* BB

Size

10

Size

Size

12

11

11

10

12

11

10

KBA (replication, N=22,608)
chr1:27240265_CAGGTGCGATG/C

o AA
AB
* BB
I -é -2 -1 0 1 2
Constrat
KBA (replication, N=22,608)
chr1:63064458_T/C
e AA
AB
* BB
2 3 4 5
Constrat
KBA (replication, N=22,608)
chr1:155261697_G/A
e AA
AB
* BB
T T T T T T T
-3 -2 -1 0 1 2 3

Constrat



Supplementary Figure 14. Cluster plots of rare variants (Replication study, KBA)
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Supplementary Figure 14. Cluster plots of rare variants (Replication study, KBA)

Size

Size

11

Size
10

13

12

11

10

13

12

10

12

11

KBA (replication, N=22,608)
chr11:116701560_G/A

e AA
AB
* BB
T T T T T T T )
-5 -4 -3 -2 -1 0 1
Constrat
KBA (replication, N=22,608)
chr12:48526760_T/C
e AA
i AB
* BB
-1 0 1 2 3 4 5 6
Constrat
KBA (replication, N=22,608)
chr12:109690842_C/T
e AA
i AB
* BB
T T T T T T )
-4 -3 -2 -1 0 1
Constrat

Size

Size

Size

13

12

11

10

12

11

10

13

12

11

10

KBA (replication, N=22,608)
chr11:116703580_A/G

i o AA
AB
* BB
h T T T T )
-1 0 1 2 3 6
Constrat
KBA (replication, N=22,608)
chr12:109678898_C/T
e AA
i AB
* BB
-3 -2 -1 0
Constrat
KBA (replication, N=22,608)
chr12:125296457_T/C
* AA
AB
* BB
T T T )
-4 -2 0 2

Constrat



Supplementary Figure 14. Cluster plots of rare variants (Replication study, KBA)

KBA (replication, N=22,608) KBA (replication, N=22,608)
chr15:43507389_C/T chr16:55853545_C/A
g
Q -
0"_) -
N
C‘E i -
(0] [}
N N
N~ | n
9 -
o
(o200 I— R
o AA * AA
AB o - AB
* BB * BB
T T T T T T T : ) T T T T T
-5 -4 -3 -2 -1 0 1 -4 -2 0 2 4
Constrat Constrat
KBA (replication, N=22,608) KBA (replication, N=22,608)
chr16:55855361_G/T chr16:56917997_C/T
(S0 T \ p
‘(:l .
g -
(0] [}
N N
n %)
2 .
o
(o))
c) -
e AA e AA
AB AB
* BB o * BB
-4 -3 -2 -1 0 1 2 3 -6 -5 -4 -3 -2 -1 0 1
Constrat Constrat
KBA (replication, N=22,608) KBA (replication, N=22,608)
chr16:56918023_G/A chr16:57016150_G/A
©
g -
‘(:l .
(0] [}
N N
w (2] = A
9 -
9 .
(2]
* AA * AA
AB AB
* BB > * BB
T T T T : h T T T T T )
-4 -2 0 2 -3 -2 -1 0 1

Constrat Constrat



Supplementary Figure 14. Cluster plots of rare variants (Replication study, KBA)

KBA (replication, N=22,608) KBA (replication, N=22,608)
chr17:40723584_T/G chr17:41246724_CIT
- X )
b 2 |
o
- N
) o
N N
n n
o
= o -
o) —
m —4
o AA e AA
o - AB . AB
* BB * BB
) T T T T T ) T T T T T T T :
-1 0 1 2 3 4 5 -5 -4 -3 -2 -1 0 1 2
Constrat Constrat
KBA (replication, N=22,608) KBA (replication, N=22,608)
chr17:42335127_GIT chr17:67183892_G/A
®
N
o
o 7 o
N N
) %)
o
’ o
m —4
e AA e AA
AB o AB
o - * BB * BB
-4 -2 0 2 -4 -2 0 2 4
Constrat Constrat
KBA (replication, N=22,608) KBA (replication, N=22,608)
chr18:47113163_G/A chr19:11217315_CI/T
N
- 51_') |
- N
o) o
N N ~
n n -
e
o -
m -
e AA o - e AA
AB AB
* BB * BB
i T T T T T T . : T T T T T T :
-4 -3 -2 -1 0 1 -4 -3 -2 -1 0 1

Constrat Constrat



Supplementary Figure 14. Cluster plots of rare variants (Replication study, KBA)

Size

Size

Size

13

12

11

10

12

11

10

11

10

KBA (replication, N=22,608)
chr19:11227576_CIT

e AA
AB
7 * BB
T T T T T T 1 )
-5 -4 -3 -2 -1 0 1
Constrat
KBA (replication, N=22,608)
chr19:11352120_G/A

e AA
AB
* BB
-4 -3 -2 -1 0 1 2

Constrat

KBA (replication, N=22,608)
chr19:45207444_CIT
e AA
| AB
* BB
T T T ’
-3 -2 -1 0 1 2
Constrat

Size

Size

Size

14

13

12

11

10

13

12

11

10

12

11

10

KBA (replication, N=22,608)
chr19:11241988_CI/T

i e AA
AB
* BB
5 4 3 2 A 0 1
Constrat
KBA (replication, N=22,608)
chr19:45162150_T/G
e AA
AB
i * BB
0 2 4 6
Constrat
KBA (replication, N=22,608)
chr19:45316838_G/A
e AA
AB
* BB

h | 1
-4 -3 -2 -1 0 1 2
Constrat



Supplementary Figure 14. Cluster plots of rare variants (Replication study, KBA)

KBA (replication, N=22,608) KBA (replication, N=22,608)
chr19:45368740_G/A chr19:45575023_C/T
o X .
AN
o. | -
v
S
-
S
(0] [}
N N
n n
Tol o
m o
-
(2]
(o]
|
i ] I
e AA e AA
AB AB
o | * BB * BB
w o 8 J
I I I 1 T 1 1 I I I |
-3 -2 -1 0 1 2 -5 -4 -3 -2 -1 0 1
Constrat Constrat
KBA (replication, N=22,608) KBA (replication, N=22,608)
chr19:45731006_G/T chr20:3673194_GI/T
o X )
‘(:l .
9 .
(0] L O
N N -
7 7
(2]
c) —
w —
e AA © e AA
AB AB
e BB * BB
-5 -4 -3 -2 -1 0 1 -4 -3 2 1 0 1 2
Constrat Constrat
KBA (replication, N=22,608) KBA (replication, N=22,608)
chr20:43042364_CI/T chr22:24583377_CIG
®
g .
o
[ J— [0}
N — N
7 7
=B > -
o - —_— R
e AA . e AA
AB AB
e BB * BB
T T T T T ) : T T T T T T ’
-4 -2 0 2 4 -2 -1 0 1 2 3

Constrat Constrat



