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of ZrX e xrHO Fuho] uAstEo] = AA F Uvk. E7] 7 ‘1% Aget duAd e w-AuA A
= P
ZHolE, nEA, gl HE TP o Avk. Y] ZRB EE o] FEAQ TeHs
H 59 A 24853 T2RY doAe 245 AEE SATY 7 Adve W o&E F Ak
A7) ZrRE gdfd £ gen, umEAsiAE SNP EE NPl AR ZQ FEYLEE=ES 2£3eE 10 WA
30709 A% FEHLE = SYNUFAIYEFEHALE =Y 4 vk, T Y] ZEHE SNP dHAQ]
Z2H= A dMP(S, dAMP, dGMP, dCMP B! dTMP), w2l LEtol= A E= FeAE T 5 v &
g, A7) ZrREE gEFEYQEER XFE ¢ vt A, 7] ZEHE 27 HYE wEYlEels,
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oW, dNTP E3HE, UUSAFEUHE, ik S5 2 DNA FHELE H7bste] Zefoln] AFgwes 53
gromm o]Folxtt. TagMan WHS sk DNA ©9& FZE 4 9l 2gto|w] 9 Tagllan B3-S A7 %
Azretar, M= ohE tigadae] B3S FAL 2 VICE #4] (Applied Biosystems)ste], 3% 31 246k o
AR Gyt

A7) e A= it 2R EfEed o oy, TAHCR Fopr o], He FAlHeRE d=dd

/gl uwhE NELL1, ABO, PDE1IA, CACNAID %! SLCOIB1ZE o] 5o
G (S\NP) viAE EFehe A QE Aeas AAlA oduks g
ax A Wt ol dAgS vEkd = gl 3 ETe g eR A =
& %o 1 ACEIE FitA o= &8st A8 dis 7H &7 Ad=s dashuA A

-

= =

%18 O4eE B e olgdtel IP4 AE Bt B NGS dlelEl A4S FA AE el wol
o}

o Ama AP ASE 2 WRS WAL olF Auel R Aol FHHAE AL ohich,

M
’,:
e
NS
& o
:;
2
,d
e
olo
o
52
rr
M
)
&
ol

o
?:Hﬂ' ‘ﬂr% OVB“E’_%OJ Adt, EH, T, /H5ES, Adod s, 2 5% 5ol yehd
skt

ol ¥AAE FoRE Axiom AlF-9to]=(Genome-Wide) ASI oj#@lle] F (Array chip) raw data 3¢ CEL I}
A& o]&3te] oy QC & A FHA FA4S ATt AE QCAlA AQEE APA= EASHA UL,
% 904,333 /M| WA IXE oo ® whA QC F 668,091 7 wkA el diEl] Axg EAE Daskqlch. vt
7 QC o AFEE 71&& 1) stu-uiedwl =23 B3 (Hardy-Weinberg Equilibrium: HWE)®] p-value = 1E-07 ¢}
2) & #elE(Call Rate)9] case > 0.95 ¥ iz > 0.95¢]9, wpx]eto2 MAF (Minor Allele Frequency):
case > 0.01 T tlZ&a> 0.01 o] AT},

AP BAE PLINKE ]85t 7FH R (additive model)ol] 7]¥kel 2] ~El 3|7 (logistic regression) &
A& F3] ACED odvuks Il F3zF WolE =38y shlor, #dd A FHAAHE Ereglrt. o] f
AA o] JAg FAaloz J9 ZF(regional plot)g o] &3 P+ AFE F3 ACEI o]A+g &4 F 5719

SH  FH1AE  CRIML(Cysteine Rich Transmembrane BMP Regulator 1), NELL1(NEL-like protein 1),
CACNAID(Calcium channel voltage-dependent L type alpha 1D subunit), VOPP1 % MYBPC1Z X A3t}

1.2 AEARE E4L F3 T FAx AF

AEARE A 7]dE ACED ¢FE diA} AR #oste ez dezl Ak, 53] dAd-A oA A|~E
BY7id A2 #d HolE F/HHR) 1 f3xRE A58

9 PREDICTION-ADR A AA|AolA 9729, 5,1619H¢ $x} thF+S o=z Aaw = ACEl EUA
(intolerance) #H A FHAA B4 A3, 4] FA HF209 871 NP o] BAIFoR fFost Ao=
Yelgtr. FAF o2 RBFOX3 (RNA Binding Protein Fox-1 Homolog 3), GABRG2 (Gamma—aminobutyric acid
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receptor subunit gamma-2), SH2B1 (sarcoma (Src) homology 2 (SH2) B adaptor protein 1), MBOAT1
(membrane bound O-acyltransferase domain containing 1) fFdXo|w, 7} st ABAHES B FHAE
RBFOX3 42121 AL delsgt).

24dRlS tidez M ACEI AFgdd wE 7| 3 34 A fFdA4 84 A5 23 CLASPL, PDELIA,
2 S

KCNMB2, TGFA, SLC38A6 2 MWP16 fF-XA7} EAIFo= 7| 33 d3do] e S &Rlsglon | eMERGE
networkoll A & ACEI Algo] W& 713 2 ¢ A4 FAx 24 23 KONIP4 A&7 ACET AFg-o wh
SHAQ EAl A3k E A AAA (ACE]) AMgol whE o]t

2 713 o Be] 9t Zow ueht, 47) ld
g B FAA 9A Fue Agee,

3)

AN 2. FE AAAN NS NS BHL B AW AREL AAA UGB A8l TE o g B

4 23 484

2.1NGS B4 L A% AF B4 A4 4A

47) A6 19§04 A% BH L ARG ATE Foe] AHoMy AREA SAA (AGRD Aol

WE ol W B Fu 484 R ) GAA 147) v W) A8 AEAom Adela, oF
Lo vttt ol F, £33 /1 B A Hde AFHoR OAus.

of\

[ 1]
[Gane SNP)  Probein Ret |
CRIM A (rsBLf5A Ty Cysiena Rich Trensmembrans BUF Roguiaios 1 In house GWAS Ccata

CACNAID (rs3TT4B02) | eacnam voRage-gakd channal I house GWAS dat

VOPPY (rs4890538)  WEBS1VOPP! famiy momoer [In house GWVAS dete

NELLT (rs 10766 756) maurl EGFL Wk 1 In house GWAS cata

MYBFECH (rs11110928)  myosan banding protem, © In house GRWVAS date
|RHFmt'-| (rER051538) FENA berechinng doa- 1 honsoiog Phasmastogens Genomcs 2017 PREDICTION-ADR consorium CAWAS data
Irﬂneﬁ'c TTATONEE)  y-ammobutytie e rocopor subunfl y-2 | Pramecogennl Gonamics 2017, PREDICTION-ADR consortium GYWAS data
SHZB1 (rsi ll’;"ﬁl I545) ."a\l'cﬂﬂ'l-ﬂ Esrr:ll-nmm\r 7 (SH2) B ndaglor projesn 1 jl"hmmm& Goromes 2017, PREDICTION. ADR consorium GAWAS dita
MEOATY ([SI0EI)  meeibrana bownd O-acyiranslorase doman contamrg 1 | Phasmex agene Genomics 2017, PREDICTION -_NSJF! consoriium GYWAS daka
KENIPA [rs 1:405509) Potassiam Vollage-Galed Chaneal Inoractog Proten Phammascogenomics J 2016, eMERGE notwork GWAS dats

CLASH (rsB21571089)  Cytoplasmic inkor sssocied prosen | Prammacogenaomics. J. 2017, swods i GWAS tata

POE 1A (rs22527246) Phosphodestenas 114 Phammecogenomic s.J. 2017, swocksh GVWAS data

TGEA (ra3 7T 1479) Prciransiorming gromth lactar A, Phamrastogenamics. ] 2017, swacsh GWAS fats

M6 (re556450158)  Matna matalopiotainass 16 Prasmascogenomics. J 21T, swacsh GWAS cata

‘Gane Protein Ref

ACE ANIDIENSIN Comamring enTyme KE canddats penes genn et mecata kinin o) |
ACGTH 1 dungiptensin || isoepion, pe 1 KH candiate penes (gens el mecek kinin k) |
BOKREY Brasdykanin recepine B1 _xH canddats penes (pene hal mecake kinn iewes) '
}Hm-u-!H? B yhanin recaplos B2 | KB candnist penes dgene that mece inn lewks) |
CiP Carporypegibca s M polypepbide 1 _KE! canddate penes (oeEne Bl mecu kinin ieis) |
!Emw _(;ur_nu_q_-pe_;nmsm M, potypephide 2 _J{H candidte penes igene Ml nedue i Bl |
[MME Mermbane metakaendopopldase (KB canchain pehis oeme Ml medk kinin ki) |
N s rokinin- 2 fecopion KB canduiads penes ipene et meceis kimn imes) |
TACHZ T hykinin rocepior 3 KE candwdsts penes dpene el mackain kinin leasis) |
XPNPERY AEuEpepdadasE P KB candsdatey panis (pene Bl madsae Kinin k) :
NOST HTIE axidie symihase | KB canodme penes (gene erobed m e nflamrsieny respone) |
PTGER1 Prostagiandin E mocegion 1 .JlFl candwiate penes ioene srobad m tha inflamirsiony. pespooss) :
PTGERZ Picalagiarglin E recepior 2 KH candidate penes (geEne wraobad o the nflaminslony ressors) |
PTGERY Prostaglandin E seceptor 3 (KB eancuste prees ent Envobad s e infammsbony Pesne) .
PTGERA Frostagiancin £ receptor 4 [IRB canddae panes igens evolad i the infammalony respore) |
PTGES Prostagiandin E synihase KB cancciats penes (Eni Erabad @ ihe infamimsony 1) |
PTGIR Prostagiancin 12 mesapior KB cancistn (wenes (oene erobasd o the inflammsory ] |
PTGIS Prostagianchn 12 synifase RE candwiate penes (gene srvobed @ the milammeborny nespocse) |
SLCOVAY SiabeaT-dipandart bk be e ENSHoTe KB eancclale pinas (oEnn Erobad in hapatic cosm@nce of mamsy o) |
F»!-.ﬂtl it blood group AED sysiem transioriss KB eancedabe pemes (gens reialed $o ACE ) |
L= sl cill chymsse KB candadme penes (gene gunessimng sngiotersin 1) |

2.2 €170 9id F4H E NGS Hlolg #4]

A71 AN 2.19 TAE B HEdS o] &3te] = 3379 TR MZd diE] g NGS BA1S Feaglar,
o A¥dsE = 1o YeERdY. = 104 #eld wulel o], &l RE MZeo ﬁé& depth & 300X
ofelRlaL, Hat 99.79% Fjell A 20x o] depthE & 5

calling TR S o] &3ste] Z+ MEH {1 ol YAl tigt F43 (genotype) call& s oy, F
405712] Wols F2l3lgitt.

2.3 ACEI Ab&¢] WE ol duts e dfA B4 - BE o|Auhs sl B3 sy

871 AAlell 2.2014 2QI7E Wolol Wik ACET Aol wE o] duiks dd ddA 45 P83, F 3379
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32} Z ACEI o]AHke AL 213W oz £AE 713 1129, Ak 289, £ 219, &322 114, 7}
4535 67, % 51, Adold A5 51, ¥ FF 5mola, oSS AR & T 12412 Aow
UERSTE. o]% 7] Add BAS o duhe AT v Aol #ste] Jasigla, o] AIE & 24 UE
Bibci=
[£ 2]

ACET o]/dwtg Zdx (n=213%) v A (n=12478)°l Wit ddd 4 23

Genes i or near - i Alleke RAF RAF control tase p value
SNPID  agsaciatedregion  ConomIE POSBON iy tele) (rontrog (case) P M GO pey  nw)  (min)
rs5224 BOKRB2 pThe20dThr  chrl4:96,707457 AG(A] 108 155 Q1680 AG  47(37.9) 48(225) 0.0033
rSGI76766  MELLY pAgG3E2Trp  chri1:20850384 CT(T) 56 110 o082 €T 14(113) d5(219) 00182
00 105
JE_ B #160as)
rs10766756  MELLT intron 112100873 TC(C) 188 261 oee TG A1(33%) G3(39.0) 0.0228

__CC  2(u18) 14 (8.6)
Y

rs4074538  CPMZpGInS08Arg  chi394081806 TIC(T) 137 171 02747 TC W 73(34.3)  0.0234
GG M) MO
GG 119(860) 212(985)

rs61868018  TGFA pLewley ohr270,780347  GT(T) 20 02 OIS GT  5(40) 1(05) 0029
Ti
TT 3@1d)  55(258)
rs10946364  MBOATY intron chrg:20 177,222 TiA (A) 444 500 01742 TA  T0I56.5) 103 (48.4) 00422

AN 20(16.1)  551(25.8)

71 3 204 &1k ukel o], ACEIO olste] WAsheE BE o duh-gel digh Add &4 A =20 GWAS
oA ougltiar Feld NELL1 intron 8% Wo]9l rs107667567F EFAl Al@A BEAHME Fozo=
ACEI o] g3t dztx]o] gle-o] & glr;. F7F2 o2 NELL1 exonic Wo]2l rs8176786(NELL1 p.Arg382Trp)
w3 ACEI o83t waA =8 Woldl How FelYQar, MBOATL AR o] Wil rsl09463647F RE
o dHtS AYT FHY AU TT vs TAGAA EAollA 0.049 S el Aol & Aoz Yehis AL
seldd 4+ AR

WS, o] duks WA AV FEke] s/ERY W] st A5 F5 Aol (extreme case)E T L
W, o5 FZ ol uke AFF(118%) T v AT (1249) 7] A BAE Frdo=m Aggstgla, o] A

ACET ol/dwts 5 4ddw (n=118")3 1] A& (n=1247)°] i3t AdaA &4 234

Genes in or near o Aiele RAF RAF control case value
associated region  CenOMIC POSEON 1ok snie) (control) (case) PRV %M nie g P[mma
108) __8(68) _
22 (18.6)  0.0008
). B8(746)
10{8.5)
5(21.2) 0.0107
TR S
40 (33.9)
Inm)__59(50.0)  0.0302
2) 18(en
4.5) . 89(75.4)
3) . 29(246) 0.03%
0(0.0)
3)  84(54.2)
. 46(39.0) 00372
B (6.8)

rs6224 BDKRB2 p.Thr264Thr  chrid$6, 707,457 WG (A) 138 161 03436

rs2071084  BDKRE1p.ProdiPro  chrid96,730,142 NG (A) 230 181 03185

rs252126  PDE11A nfron chr2: 176,844,286 CIT(T) 4.8 4.1 0239

rs2061538  RBFOX3Intran chrli T 112562 GA(A) 194 123 U.Mﬁ?:

rs107667% MELLY inron chri121,00873 TIC(C) 181 263 0032

8dx282/88538/5%

X471 F 394 &

!
Aol g Lheh]

SHQIgk wheh o], ACEL o)/dwts 5 Aol NELL 1 7=k ¥ol]l Rs107667567F 2] %
= 2
Rs2061538%= Aol w2 A& 9

o>
rn“.
olo
i
B3y
2
e

2.4 ACEI Ago mE o A B4 - ACEL ¢ oist Z42he o] duh-&3 F& &t
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ACEL oldnts Adws 7Hd &3 o] dihadl 713 oldnbe Adwd 1129o® 7 @oka, vad Adst
(hypotension) 7¥<* 287, &% (dizziness) A3+ 219, &5 (dyspnea) A 11WH o072 UEIRS
w, ol 747} o] dukg AT v AT 12490 Ui Jd#AH A4S WSl

o] & 713 ol dwks AT Ae 71 LA S oI, 3NERY W] ol dikgo] HAS Fhx}
S FF Aolx=2 ERIGUTE. oldl, 7] 71F ol ks A (n=1129) T v AP (n=124%) T AAG S
A% A E 49 YJERAY. S o]E FF 71 o) dhg AP (n=58%) T} 1] AT (n=1247) 9]
A BAE FrHH o Agsigia, ol A#AE i 5o eI

ACET 713 ol dibg Addw (n=112%) 3 7] Fdx (n=124%)°l thad Aad &4 23

Genes inor near Migle RAF RAF control tase  p value

SKPD associated region Genomic posifion (nsk alele) (controf) (case) pvdue Geno n (%) n (%) (min)

110 (88.7) _110(982)
rs147912715  ACE p.GIn59Gin chri761564832 GA(A) 60 09 00024 GA 13(105) 2(18) 00024
L1 L) S

108 763

rsfe2d BOKRB2p.Thi2B4The  chrid: 06707457 AG(A) 198 179 06383 AG &7 (79) 261233 00065

TT6e13) 19005
CTT B1(63.3)  56(50.0)

rs10766756  NELL1 intron chri121000726 TC(C) 181 277 00154 41(B1) 50 (448) 00154
CC2(18)  664)

T T o p—

rsB176786  NELL1 pAm382Trp  chri1:20960,994 CT(T) 586 12 0084 CT  14(113) 25(223) 00043
TT000) 00

a:a a@é;e 8

[ 5]

ACET 713 oldnts 5 48w (n=58%)3 1| Fdx (n=124%)°l wid A +4 2

Genesin or near : . Allele RAF RAF conteol case p value

SWPID  acopciedregon  CoOMCPOSHON g aiele) (contol) fcase) PYANE O il ) gmin)
03]

rs5224 BDKRBZpThiZ64Thr chri496707457 AG(A) 198 198 T 00008
41(707)
a2

r4308  ACEpProMSPro  chiT61550823 CIT(C) 427 467 06604 a8 (672) 00118

rs3745459  PTGERI pAla2izfla  chri914584317 GW(A) 117 95 05982

M
rs2071084  BOKRBI pPro#iPro  chr1498730,142 AGA) 230 233 10000 _AG 00288
66
(8176786 NELL1pAg3BITrp  chri120969384 CT(T) 56 121 0087 _CT " o0mee
il
rs1053678  ABO pArg1s6Trp ChO136,131651 GIA(A) 258 224 05168 GA 44(355) 25(448) 00319
M oY o0
OC 43(347] 18(310)
rs2262725  PDE11Amfron ch2A78844208 CIT(T) 488 414 03888 CT  46(371) 32 &g; 0.0359
e : SN | _B[138)
A 123(062) ba(a3)
rs370200920 ACE pAlaSiila chr1761564805 NGIG) 04 34 00974 AG 1(08)  A4(6%) 00383
GG 0(0.0) 00,0y
A7 E 4R R SollA AT Qe ukek o], 7R o] kg 9 o]o] FF AR BAA® NELL 1 -

2 Wol7} BAHoR Fogk ZoR FalFo] NELL1 intron FdAF Wo]2l Rs107667562F NELL1 exonic o]
ol Rs8176786(NELL1 p.Arg382Trp) W&+ ACEI 73 o] Aures) mela =9 Wolel Aowm Folwgr}. oL,
kinin levelS Z43}+= Bradykinin <=8 A< BDKRB2 7 #} o]l Rs5224 AA] 418 EAoA w7l d+=
Ao 2 Yelton, o ol EE ACEI o]t 2 T35 A8 SAdAE 9u7t = Aoz Y 59
2 Yeltl. oF&#], PDE11A intron 32} ®o|Ql Rs2252726% A} #A )4

(synonymous) o]l Ao
o] e AL FAT 4 AT

A
ACET 713 ol dut-g-3

gul

[‘

AA ol 7

Aol A5 ALY o] duks B (n=287) 3 V] BT (n=124%) o] dBAS 2A4F 2
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ACET AEY ol dvh-g Ad (n=287) ¥ v A (n=12478) el st Adad &4 4%
Genes in or near associated Mele RAF RAF control case p value
s region Genamiz posion e\ ateie)  (conrol) fcase) © 'L SN0 n (%) 0% (min)
T B1(653) 1B (64.5)
rs10766756  WELL1 intron chr120009.738 T (C) 81 250 02807 __TC__ 41(331)  B(214) 00058

rsBTET 19 ABO p Progals chr9136.132 908  -finsC (insC) 48.0 CLR] 0.0178 -IC E9(478)  11(30.3) 003

1577038016 TACR2 p G316 chrid 71168727 CIT (C) 496 661 opem | CT B3 [508) 13(484) 00800

LC . BOfeag) 12(428)

1BTETAY ARG p.Cysd10Tyr chrd:135131,188  CIT(T) 198 309 00019 O 39(315) 13(dEd) 0.051

.................................................................................................................................................... T Sdm_I(en "
CC___79(837) 12(429)

ETIETAT  ABO p.GhlilAg chi$ 136131315 CIG(G) 202 339 00837 GG 40(323) 13 (464)  D0547

rsBATETR)  ABO p HishdAeg chrd 136132873 TC (C) 07 S7T1 00362 TG B1@9F) 145000 008aT

1577063376 PDET1Ap &rg202Cys chr2 174936561 GIA(A) 60 143 04 GA 5 (121) 8 D03
A 008 om0
TT_ 10B(B7.1) 28(1000)
1s7H23614  PDE11Ap G421GI chi2 ATATEZ 824 T (C) 65 00 oMb TC B (128)  0(0D) 00430
cC 000 0(00)

A7) F 6olA BQIgk ule}l o], AL o] duks T FHAF Wolot AB|AS B A, FE ABO FAA

Wolo}l PDELIA F4x}e] mH o] o7t A dE Aoz FelEgrt. T2 22 NELLL intron 4=}
Wolel Rsl07667569F Rs8176719, Rs77038916, Rs8176749, Rs8176747, Rs8176720, Rs77063376 ¥ o]7} &3+ =}

ol & YEhilE Aoz 1A,

¥ o] duks Ay AS ¥ oldNbs AT (n=219%) ¥ 1] BT (n=124) o] AAA

F 79 HERAA.
[

ACEI =% ol dukg A (n=21%)3 v A (n=1249) el g A¥d &4 23

o
M
2
glc‘
v
A
il

ke

7]

GENESs InOF near associaied Al RAF RAF Conirol case P veiue
SNPID ranon Genimic pOSBON o) aeey  (comrol) (case) P OME Gem
SEITETIZ  ABO pProSets ChHE16,122.008  ~sC (nsC) 48.0 867 00200
BTTOE2A7E  PDE 114 p AIg0GCYs chr2 178036 561  GUA (8) 80 190

BISI0EET  PDE11ApP Sert21dup Ch2 176 464173 msGBA () 2T0 429

FI0ISEA1T  CACNAID p AsnZ136Asn  ch3 51845205 CQIT(T) 133 262

rsITT4602  CACNAID intron c¢hrd 53823088 CIT(T) 258 429

BEITETEG  NELL1 pAg38sZTp Chr11:20. 859394 CIT(T) 56 143

BE22TOS0 MOC pARE184a chS 112406 B62  GAA (A) 306 429

521&&9?5 "'lI'I(IBFA.pWHEG‘\"i 2 T0ETTO04 WA (A} e 452

BA40066  SLCO1IBA p Va1 74nia chri2 21331 540 TiC (C) 133 214 = a2

[o]+] 000} 1 (4.8)

171 3 7oA ER1g npo} o], 9 o] eSS thde A Bolsk Aol e Aow RIFHAG. T

AX o2 Rs8176719, Rs77063376, Rs3830637, Rs10154841, Rs2774602 Wol7} f9ol8t zlo]E& vehyes Ao =

SRR

TEUE odte Ao A, TEIR odwhs AT (n=11%) 3 v A (n=1247) 7] e B4
3 235 i 89 YERT
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[0092]

[0093]
[0094]

[0095]

[0096]

[0097]

[0098]
[0099]

[0100]

[0101]

ZIHSd 10-2022-0087271

ACEl &2 o] duks Adw (n=11"8)3 1] AH (n=124")°l g A4 ¥4 Az

Genes in or pear associled Alele RAF RAF i cantrol case  p value
SPD region Genomic. posibon (risk allele)  (control) (case) pale  Geno (%) n %) {rmin)
-f- 10(81)  2{18.2)
153830637  PDEY1A p.Serd21dup

ch2ATBAM 173 fnsGGA() 270 500 00285  JGGA  47(379)  7(636) 00283

GOANGGA 67 (540)  2(18.2)

1577063376 PDE1V1A pArg202Cys

chr2:176936.561  GIA(A) 6.0

.86 100(679) 7(638)
182 00567 _ GA__ 15(121)  4(384) DM@
B4 000 0(0D)

7] F 8ol gl ulel o], &F T o] ukg wy AdA 24 Az}t PDETIA F3AF WolQl Rs3830637
o] & AES AJALS YEHE AR FRIHAT.
AAd 3, FAX Holy F& FI dHA AFA F
A7) AAd 29 AA Aol BAE SNP T AA o] dNbE 2 H ol dits TRl FAA WolE TAoR
garQlo| A Eo]Holn] AyAdo] rla ALEEE Wo| 47) (Rs2252726, Rs8176746, Rs8176786, Rs10766756)<)
9 o] ukSoA A E Wololx vt VFA A Wolde] ¥E X SLCOIBL Rs4149056 #-AAF Wol& AdA
Aol xFetA, 22 AFS FSAT. Y] 5719 SNPE & 9ol e ST
[3Z 9]
SNPID |rs_no Genes Note
SNP_052 |rs2252726 |PDE11Aintron Marker SNP

158176746 |ABO p.Thr265T hr SNP_171 3 link SNP
SNP_229 |rs8176786 [NELL1p.Arg382Trp
SNP_231 |rs10766756 |[NELL1 intron Marker SNP
SNP_243 |rs4149056 |SLCO1B1 p.Val1i74Ala
AEAAR ATES 93 ZHIAFLS o] WS AAF 1427 (713 28% E3H) I} g 109He] AAERow | A
A4 BAL SIATNA ol dikg T el wal 77t sy, 59 #ATH B AlAAY e §
ek AT E TR 2AE FHEGTE. o] FA] A 607/ME o] %o o] dukE-S AES A EA A
Ao, AP ATE Y EAGN AATS T 109, EPIAT L BF BATAA AL BAE
AE F 119 JeERAT

Ter—

Targeted
sequencing

Replist

Combined

1-1
1-2
2-1
2-2
3-1

3-2

Any SE2212, Control: 124
Cough: 111, Control:124
Any SE: 142, Control: 109
Cough: 28, Controk 109
Any SE: 354, Control: 233

Cough: 139, Control 233
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[0102]

[0103]
[0104]

ZIHSd 10-2022-0087271

[¥% 11]
|SNPID [rs_no |Genes count p walue baiow 0.05  [min p waiue |min p walue beiow .05
SNP_24) [rs4143056 |SLCO1B1pVal7dAb [0 03181 o724 D529 036 0.387T1 03853 04871 0356 03181
|m_za rs8176786 [NELL1pArgd&eTrp |5 o248 [o.mes 1 1 0.0007 0254 00%14 00293 00321 00248
SNP_201 |rs30766756 [NELL1 intron 4 Io_ms D.0n8 0.077 0.0%4 0.0811 0.0517 00383 00352 00223 0018
SNP 052 |rs2252728 |PDE11A intron [ 00827 '- 0.1018 0.0818 0023 04851 00835 DO0B2T 08388 08301
SNP_173 |rs8176746 |ABO p.Thr265Thr [ oaste | 05644 1 04074 0.3578 08339 08372 04208 0387
rs_no [Genes count p wive beiow 0.05 [mn o aive [mn £ ialue below 0,05 en ]
34143056 [SLCO1B1 pValiTdAl [0 04723 09557 0.4723 0.2ET 08818 058 08512 1 1
rs8176786 [NELL1pArg3®2Trp [ 0348 0.4 00488 0.B4 OD4ES 00343 00555 00433
r$ 90766756 [NELL1 intren 8 0151 0.0081 02149 01534 0008 0.0073 00278 00280 00157 00151
rs2252726 |PDE11A intron 0 0.1248 D129 0.148 0.E1T 07825 01318 01385 04390 04587
rs8176746 [ABO p Thr26SThr [ 0571 1 1 1 1 0574 osM1 1 1
pstat AAASES JavaEEs  |anseEE Al |
SNPID [rs_no Genes count o wive beiow 0.05 _|min p waive [min p e below .05 [ohi ehi | johi | o |
SNP_24) [rs4149056 |SLCO1B1 pVali7dAb [0 08707 ] 1 0.79 0&07 0807 0S202 0759 07029
SNP_229 [rs8176785 |NELL1pArg3&Trp |0 0.1522 0.3744 0102 0.5578 08835 02397 1 1
SNP_231 |rs10766756 |NELL 1 intron ] 03504 08132 0.5 0.825 G54 0845 04315 03504
|sur 052 |rs2252726 [PDE11A intron 0 |o.uss D454 0493 0.1541 0.1503 02859 01882 01458
SNP_173 |rs€176746 |ABO p.Thr265Thr 0 03478 D478 0.7831 0.3753 0.MT6 03888 05804 057N

|snPiD  [rs no Genes count p siue beiow 0.05 [mn el =
SNP_24) |rs4143056 |SLCOMB1pValiTdAb [0 08512 0.7% 0705 0.5434 0811 08312 07875 1 1
SNP_229 |rsBI76786 |NELL1pArgd&Trp 2 05828 1 1 07244 04T 0833 08514 05528 03513
SNP_231 |rs10766756 |[NELL1 intron 0 |9393| 04315 03304 0.7558 08684 083558 05335 05M
SNP (52 |rs2252726 |PDE11A intron 0 |0.1458 0,122 0.1455 0.702 0.7988 08051 1 1
SNP_173 |rs8176746 |ABO p.Thi265Thr i) 0.4557 05804 0.5 03175 006555 07238 08503 05815 04557
rs_no |Genes count p wive beiow 0.05 _[mim palue [min p alue below0.05 ehi jehi | T
rsd149056 Isl.cmalg.vmmn 0 0.30%8 08288 07087 03332 0058 05188 05398 02178 03148
rs8176786 [NELL1pArgd®2eTrp  |* oot [om 0701 0528 00538 00842 0081 01095 00%2
rs 766758 |NELL1 intron ] 02585 04887 D435 0.3348 0.3 05035 02556 0258
rs2252726 |PDE11A intron 0 |ogm 0084 0074 0.8 08453 00684 0418 09472
rs8176786 [ABO p.Thr265Thr ] 0. 1828 1 0.8487 O.9%83 0.¥28 Q2754 Q2787 027R2
csat a2 2288 |aavesgs  [saseEE  Jalee |
[sNPID  [rs no Genes count p wive baiow 0.05 [min p aive [min o alus below0.05 Johi chi | e ] Il
SNP_243 |rs4149056 |SLCOMB1 pVali7dAb |0 05588 1 1 1 1 05888 1 1 1
SNP_229 |rs8i76786 |NELL1pArg3&Trp 0 0.1034 0717 05307 01538 0.13%4 0111 01034 02581 02123
SNP 231 |rs90766756 |[NELL1 intron 0 loss1s 0.9347 0.7983 0.093% 00818 0203 0132 0128
SNP 052 |rs2252726 |PODE11A ntron ] 0.1814 0.1585 D.1614 1 1 03418 04041 04028
SNP_173 |rs8176746 |ABO p.Thr26SThr 0 [0.8531 1 1 0.0653 08531 O0B335 05159 07258 0705
A7) F 1104 gl 4= gl mie o], HEFHo® NELL1 p.Arg382Trpe] Wo]¢l Rs81767869F, NELL1
introne o]l Rs10766756, 2 PDE11A intron<] ©]¢l Rs2252726¢] ACEI o]dwks, B3] 7]13 o]4uksz) 3
o 5 o 3 5 2= :
A fou gk WeldS ER1E 4 AUt o], 7] 3719 Wolg risk allele &4 ofF-of uwhg} ACEI o]/
° S o B =z & 5 = 3 5 2= 3 3l 3 S
S 198 3S B3, o dsty A BELE =i ACEIS 83 4 o] A8 A3 x| sk
. o
9y w57 b 4 .
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