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2:162278205:C:CT rs553669430 bk c.1764dupA p-Ala589fs
V=AY T 162020 2023delAG

2:162277435:AATCT:A | 15569337014 k AT p-Arg674fs
AN N

2:162277442:CT:C rs773033563 b c.2016delA p-Asp673fs
RAbhw 7oA

2:162267515:A:C rs750063177 v c.2862T>G p.Tyr954*
AN FrA

2:162273932:C:A 15201472224 v c.2317G>T p-Glu773*
7 lr—A T

2:162276691:GT:G rs759430873 k €.2299delA p-Thr767fs
TL—ALvT

2:162277422:TAA:T rs774076578 k c.2035 2036delTT | p.Leu679fs
Tl—ALvT

2:162277651:TG:T k c.1807delC p-His603fs
A by TTA

2:162280040:G:A v c.1597C>T p-GIn533*
TL—ATT

2:162280047:GT:G rs779192156 k c.1589delA p-Asn530fs
TL—ATT

2:162267201:TA:T k c.3076delT p-Ter1026fs
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p-Ter1026Lyse

2:162267202:A:T A by 7L | c3076T>A Xt*?
7 L=Ah¥7 | 3061 3064delTT

2:162267213:CTAAA:C k TA p.Phe1021fs
AN

2:162267222:CA:C 151392296770 | b ¢.3055delT p.Cys1019fs
A by oA

2:162267270:C:T v ¢.3008G>A p.Trp1003*
TL—ATT

2:162267271:AC:A k ¢.3006delG p.Lys1002fs
ANy T A

2:162267274:T:A v ¢.3004A>T p.Lys1002*
ANy FTA

2:162267278:G:T 15151037370 | &~ ¢.3000C>A p.Tyr1000*
ANy oA

2:162267304:T:A L% ¢.2974A>T p.Lys992*

2:162267324:CTTATT: T VAT 62949 2953delAA

C b TAA p.11e984fs
A~y FrA

2:162267335:A:T > c.2943T>A p.Cys981*
TL—AhTT

2:162267336:CA:C K ¢.2941delT p.Cys981fs
A by FrA

2:162267348:A:C e €.2930T>G p.Leu977*
ALy T TA

2:162267375:C:T v c.2903G>A p.Trp968*
RTFFGART

2:162267381:T:C 7T E—  |c2899-2A>G
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AT TA AR

2:162267478:C:A I c.2898+1G>T
ZLr—BT7

2:162267485:AC:A 15761697569 k ¢.2891delG p-Cys964fs
ANy FTA

2:162267491:G:T rs1423577496 | ~ c.2886C>A p.Cys962*
A by 7TA

2:162267514:G:A 15144455277 Ve c.2863C>T p-GIn955*
TV—ALT7

2:162267541:CT:C k c.2835delA p-Ala946fs
T —ALTT

2:162267544:TG:T k ¢.2832delC p-Asn944fs
A by FTA

2:162267550:C:A v c.2827G>T p-Glu943*
A b7 oA

2:162267560:G:T e c.2817C>A p-Tyr939*
TU—ALTT

2:162267564:AG:A b c.2812delC p-Leu938fs
ZL—=ALT7 | c2808-

2:162267568:CCCTA:C k 3 2808delTAGG p-Glu937fs
ATTART

2:162267570:C:T 7S HE— ¢.2808-1G>A
RATTAAR

2:162268086:C:G I ¢.2807+1G>C
A b THA

2:162268164:G:T 15775467204 v c.2730C>A p-Cys910*
Aby 7oA

2:162268192:G:C v c.2702C>G p-Ser901*
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ANy TTA

2:162268206:G:T rs946205846 v c.2688C>A p.Tyr896*
TL—bLTT

2:162268207:TA:T k ¢.2686delT p.Tyr896fs
S Nt

2:162268229:T:A rs1252022173 | ~ Cc.2665A>T p.Lys889*

2:162268254:ACTTTG V=AY | 62632 2639delAT

CAT:A b GCAAAG p-Met878fs
ANy FTA

2:162268259:G:A v c.2635C>T p.GIn879*
TJL—AbLv7

2:162268263:CT:C b ¢.2630delA p-GIn877fs
7 b=

2:162268265:G:GT k ¢.2628dupA p.GIn877fs
A by TTA

2:162268265:G:A NG €.2629C>T p.GIn877*
ANy TTA

2:162268271:C:A v ¢.2623G>T p.Glu875*
TJL—AbLv7T

2:162268272:CA:C ~ ¢.2621delT p.Leu874fs
AT TART

2:162268278:C:A Rt He= c.2617-1G>T
ATTA AR

2:162272225:C:T rs1428749026 | 77— c.2616+1G>A
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ATTA AR

2:162272225:C:A Fors ¢.2616+1G>T
TL—ATT

2:162272260:AC:A k ¢.2581delG p.Val861fs
TV —AhTT 62567 2570delAA

2:162272271:AGCTT:A | rs764990040 k GC p.Lys856fs
A Ny FTA

2:162272277:A:T e c.2565T>A p.Tyr855*
TV AT 2551 2554delGA

2:162272287:-TTCTC:T b GA p.Glu851fs
ANy oA

2:162272294:G:A rs750804689 v c.2548C>T p-Arg850*
TL—ATT

2:162272299:TC:T k €.2542delG p.Asp848fs
TL—AVT

2:162272306:CT:C k ¢.2535delA p.Val846fs
ANy FTA

2:162272312:C:A v ¢.2530G>T p.Glu844*
TV =AY | 62502 2505dupTC

2:162272336:T:-TGTGA k AC p.Gly837fs
VS et

2:162272352:G:T > ¢.2490C>A p.Tyr830%*
ANy TTA

2:162272378:G:A 15747926684 | ~ ¢.2464C>T p.Arg822*
AT TART

2:162272389:T:G 787 % — | c2455-2A>C
AT TA AR

2:162273793:A:G e ¢.2454+2T>C
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AT FA AR

2:162273793:A:T I c.2454+12T>A
RASTA AR

2:162273794:C:G b .2454+1G>C
RASFGAL AR

2:162273794:C:A 15778780074 | J— ¢.2454+1G>T
TL—AhTT

2:162273801:CA:C 151349369420 | b c.2447delT p-Met816fs
7 V=AU | 02439 2442delAA

2:162273806:CTATT:C bk TA p.lle814fs
Aby 7oA

2:162273812:C:A > c.2437G>T p.Glu813*
7 L= A7 2427 2430delCG

2:162273818:TGACG:T k TC p.Val810fs
ANy 7oA

2:162273828:A:C 15184259770 | & c.2421T>G p.Tyr807*
ANy 7oA

2:162273851:C:A 151444920926 | > .2398G>T p.Glu800*
TL—AhT T

2:162273901:A:AT 15765769492 k ¢.2347dupA p-1le783fs
AW

2:162273901:AT:A 1s751055123 k c.2347delA p-1le783fs
TL—AhTT

2:162273931:TC:T 15746375033 bk ¢.2317delG p.Glu773fs
RS FGART

2:162273946:T:C 15199696786 | 7 B ¥ — | ¢.2305-2A>G
RASFGA AR

2:162276686:C:T 15762865950 | 7— ¢.2304+1G>A
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AT TA AR

2:162276686:C:A 15762865950 I €.2304+1G>T
7 r—h T

2:162276687:C:.CT k ¢.2303dupA p-Asn769fs
T —AbLTT

2:162276704:ACT:A k c.2285 2286delAG | p.Glu762fs
T —ALT7

2:162276710:TG:T 1s771155568 S ¢.2280delC p-Ser760fs
TZVV—AhLTT

2:162276733:TG:T 1s778910754 bk ¢.2257delC p-His753fs
T —ALTT

2:162276739:GC:G k c.2251delG p-Ala751fs

2:162276768:ATTTTC TV —ATT7 | 2216 2222delCT

AG:A 15745948096 k GAAAA p-Thr739fs
A b7 oA

2:162276780:C:T e c.2211G>A p-Trp737*
A by TTA

2:162276795:A:T rs147175706 e c.2196T>A p-Tyr732*
A by FTA

2:162276795:A:C Ve c.2196T>G p-Tyr732*
Zl—hir7

2:162276804:CT:C k c.2186delA p-GIn729fs
7 R b

2:162276809:GT:G k c.2181delA p-Arg728fs
A b THA

2:162276809:G:A rs201193151 v c.2182C>T p.Arg728*
ANy FTA

2:162276830:C:A v c.2161G>T p.Gly721*
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Ay FTA

2:162276833:G:A rs761864966 v c.2158C>T p.Arg720*
A by FTA

2:162276860:G:A v c.2131C>T p.GIn711*
T —AbLTT

2:162276871:G:GT [y ¢.2119dupA p.Thr707fs
TJUL—ALTT

2:162276884:TG:T b ¢.2106delC p-Lys703fs
TJVL—ATT

2:162276889:AG:A k c.2101delC p-Leu701fs
A by TA

2:162276903:A:T rs761764756 Ve c.2088T>A p-Tyr696*

2:162276910:GGGTTT T V—=AhTT | 62073 2080delTG

TCA:G k AAAACC p-Glu692fs
T —ALTT

2:162276922:AG:A k ¢.2068delC p-Leu690fs
TV —AbLTT

2:162276923:GC:G F ¢.2067delG p.Arg689fs
T —ALTT

2:162276925:CT:C rs1190347967 | b ¢.2065delA p.Arg689fs
TV —AbLVT

2:162276934:AT:A ~ c.2056delA p-Met686fs
AT TA AT

2:162276947:C:T rs748813106 TS — c.2045-1G>A
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AT TART

2:162276947:C:A rs748813106 7 S c.2045-1G>T
AT TA AR

2:162277413:AC:A J— ¢.2044+1delG
ATTA AR

2:162277413:A:G 15201026962 = €.2044+2T>C
ATFA AR

2:162277414:.C:T I ¢.2044+1G>A
NP R P

2:162277415:C:CA 151475939758 | b ¢.2043dupT p.Glu682fs
TJlL—AbLTT

2:162277422:T:TA k ¢.2036dupT p-Leu679fs
TJlL—AbLvT

2:162277438:CTA:C k ¢.2019 2020delTA | p.Asp673fs
2~y TrA

2:162277439:T:A v c.2020A>T p-Arg674*
TV —AhLT T

2:162277440:ATC:A ~ c.2017 2018delGA | p.Asp673fs
A by FTA

2:162277466:T:A v c.1993A>T p.Lys665%*
A Ny TrA

2:162277471:A:T v c.1988T>A p.Leu663*
7 LT

2:162277515:AC:A rs751231371 Iy ¢.1943delG p-Gly648fs
TJL—AhTT

2:162277535:CTA:C k c.1922 1923delTA | p.Ile641fs
TL—AhTT

2:162277539:G:GT k ¢.1919 1920insA p.lle641fs
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A Sy FTA

2:162277562:C:A o~ c.1897G>T p.Glu633*
A Sy FTA

2:162277590:A:T Ve c.1869T>A p.Tyr623*
T —ALT7T

2:162277607:GA:G k c.1851delT p.Arg618fs
Ao FTA

2:162277607:G:A 15745937740 v c.1852C>T p.Arg618*
T —AbLT7

2:162277612:GT:G k c.1846delA p-Thro616fs

2:162277661:AAACAC TV —=AhTT | c1787 1797delAA

GTTCTT:A 15766039450 k GAACGTGTT p-Lys596fs
TV —ALV7T

2:162277663:AC:A 15773795297 ~ c.1795delG p-Val599fs
TJl—AhLv7

2:162277664:C:CA Iy ¢.1794dupT p-Val599fs
TJl—Lv7T

2:162277665:AC:A k ¢.1793delG p-Arg598fs
170 T %

2:162277670:CT:C k c.1788delA p-Glu5971s
Ay FTA

2:162277682:C:A Ve c.1777G>T p-Gly593*
Ay FTA

2:162277685:C:A rs1025854546 | ~ c.1774G>T p.Glu592*
RATFGART

2:162277694:C:T 787 E—  |c1766-1G>A
RS TGART

2:162277695:T:A A c.1766-2A>T
AFTA AR

2:162278203:A:G 1s995063479 J— c.1765+2T>C
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AT TA AR

2:162278203:AC:A 151227440828 | 7 — ¢.1765+1delG
RATTAAR

2:162278204:C:T 151292220162 | 7 — c.1765+1G>A
TV —LT7

2:162278205:CT:C 15753152979 k c.1764delA p-Ala589fs
Abo7TTA

2:162278227:C:T 1s1370550497 | ~ c.1743G>A p-Trp581*
A by FTA

2:162278232:G:A 15774888783 4 c.1738C>T p-GIn580*
Aby 7oA

2:162278244:G:A v c.1726C>T p-GIn576*
T—ALT7

2:162278248:TC:T k c.1721delG p-Gly574fs
Tl—ALTT7

2:162278250:CA:C k ¢.1719delT p-Phe573fs
A by TTA

2:162278258:G:C e c.1712C>G p-Ser571*
T —ALT7

2:162278265:GA:G k ¢.1704delT p-Pro569fs
T—ALT7

2:162278279:TAA:T 151464362256 | b c.1689 1690delTT | p.Tyr564fs
T —ALT7T

2:162278286:GA:G iy c.1683delT p-GIn562fs
Flr—BT7

2:162278297:AT:A k c.1672delA p-Met558fs
TJL—ALT7

2:162278319:TA:T k ¢.1650delT p-Phe550fs
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ANy T4

2:162278319:T:A v c.1651A>T p-Lys551*
ZLr—BT7

2:162278326:AT:A bk c.1643delA p-Asp548fs
RATTART

2:162278330:T:G 787 H—  |c1642-2A>C
AT TART

2:162278330:T:C Vi c.1642-2A>G
AT TA AR

2:162279994:A:C F— c.1641-2T>G
AT TA AR

2:162279994:A:G 1747781178 I c.1641+2T>C
AT TA AR

2:162279995:C:T 1535337543 J— c.1641+1G>A
ATFTARR

2:162279995:C:A J— c.1641+1G>T
T—AT7

2:162280001:TG:T b c.1635delC p-Arg546fs
TL—AT7

2:162280004:TTG:T k c.1631 1632delCA | p.Ala544fs
T—ALT7

2:162280011:TG:T k c.1625delC p-Ala542fs
T —ALT7T

2:162280016:TG:T k ¢.1620delC p-lle541fs
Flr—BT7

2:162280047:G:GT b ¢.1589dupA p-Asn530fs
TJL—ALT7

2:162280055:G:GT k c.1581dupA p-Leu528fs
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ANy TTA

2:162280058:G:A v c.1579C>T p.GIn527%*
7V —=h¥7 | 1567 1570delGA

2:162280066:TTTTC:T k AA p.Glu523fs
ANy TTA

2:162280073:T:A v c.1564A>T p.Lys522%
T —ALT7

2:162280076:CA:C k c.1560delT p-Val521fs
T —LTvT

2:162280078:GTT:G 151466828817 | b c.1557 1558delAA | p.Lys519fs
ANy FTA

2:162280082:T:A rs1190299758 | ~ c.1555A>T p.Lys519%*
T —ATT

2:162280088:TA:T ~ c.1548delT p-Phe516fs
TVU—Ahv7T

2:162280105:GCA:G ~ c.1530 1531delTG | p.AlaS11fs
TV —Ahv7T

2:162280109:A:AGC k ¢.1527 1528insGC | p.Cys510fs
AFTART

2:162280113:C:G 7 c.1525-1G>C
RAFTART

2:162280113:C:T 18774035953 A c.1525-1G>A
RATFGART

2:162280114:T:C IS E— c.1525-2A>G
RATFGART

2:162280114:T:A 78 7Z— | c15252A>T
AFTA AR

2:162281326:A:T 15865898522 = c.15242T>A
AT FGA AR

2:162281326:A:C rs865898522 J— ¢.1524+2T>G
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ATTA AR

2:162281327:C:T rs898118498 | 7 — c.1524+1G>A
ATTA AR

2:162281327:C:A rs898118498 | F— c.1524+1G>T
AN

2:162281331:T:TA K ¢.1520dupT p.Leu507fs
A Ny FTA

2:162281332:A:T v ¢.1520T>A p.Leu507*
ANy FTA

2:162281342:C:A 1s772032662 | ¥ ¢.1510G>T p.Glu504*
TL—AhTT

2:162281348:CT:C k c.1503delA p-Ala502fs
V=AY 61496 1499delAA

2:162281352:GGCTT:G | rs758450641 k GC p.GIn499fs
AN,

2:162281361:CG:C rs781305209 | k ¢.1490delC p.Thr497fs

2:162281365:GCCCCT TV —AhTT 61479 1486delTG

CCA:G k GAGGGG p.Gly494fs
AN

2:162281375:C:CT k c.1476 1477insA | p.Val493fs

2:162281401:A:AAGG TV =ATT7 | 61450 1451insAT

GGAT rs748061170 | k CCCCT p.1le484fs
ANy TTA

2:162281405:G:A rs763638412 | ~ ¢.1447C>T p.GIn483*
ALy 7 TA

2:162281426:T:A rs778487639 | ~ c.1426 A>T p.Lys476*
TL—ATT

2:162281432:CT:C k c.1419delA p.Glu474fs
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2:162281434:TTCTTG V=57 | 1407 1417delTA

AGTCTA:T k GACTCAAGA p.Asn469fs
T —AVT

2:162281436:CTT:C K c.1414 1415delAA | p.Lys472fs
TL—ATT

2:162281445:AT:A k c.1406delA p-Asn469fs
TL—ATT

2:162281453:TC:T k ¢.1398delG p-Asn468fs
A Sy 7oA

2:162281467:A:T 15779927507 | ¥ c.1385T>A p.Leud62*
TL—ATT

2:162281488:T:TTA I ¢.1362_1363dupTA | p.Asn455fs
ANy 7oA

2:162281490:A:C Ve c.1362T>G p.Tyrd54*
TL—ATT

2:162281498:CT:C I c.1353delA p.Ala452fs
TL—AhTT

2:162281501:CT:C I ¢.1350delA p.Glu451fs
TL—ATT

2:162281508:GGT:G 1s1195101187 | © ¢.1342 1343delAC | p.Thr448fs
TL—AVT

2:162281519:AT:A 15773197026 | b c.1332delA p.Glud44fs
TL—AVT

2:162281539:GAA:G K c.1311 1312delTT | p.Serd38fs
ATTART

2:162281546:C:A 15779764925 | 7 &7 %— | ¢.1307-1G>T
AT FGA AR

2:162282365:C:T I c.1306+1G>A
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AT FTA AR

2:162282365:C:A rs1002771119 | 7— ¢.1306+1G>T
A by FTA

2:162282399:C:A 151054159671 | c.1273G>T p-Glu425*
TV—LvT

2:162282400:CA:C 151180019447 | b c.1271delT p-Leud24fs
Abo7TTA

2:162282468:C:A e c.1204G>T p-Glu402*
T —ALTT

2:162282514:AC:A k c.1157delG p.Arg386fs
Aby 7oA

2:162282517:A:T e c.1155T>A p-Tyr385*
ANy FTA

2:162282520:C:T rs199917968 v c.1152G>A p-Trp384*
A My T oA

2:162282521:C:T 15752544919 e c.1151G>A p-Trp384*
A My T4

2:162282561:G:A rs1285685926 | « c.1111C>T p-GIn371*
P Taa - P

2:162282570:GC:G k c.1101delG p-Leu368fs
AFFGART

2:162282577:CT:C 7S HE— ¢.1096-2delA
AP TGART

2:162282577:C:T JeSH— c.1096-1G>A
ATTAAR

2:162288134:C:T 15140125523 g ¢.1095+1G>A
AFTFGARR

2:162288134:C:A 15140125523 J— ¢.1095+1G>T
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TJL—ALTT

2:162288154:AC:A k ¢.1075delG p-Val359fs
A by FTA

2:162288167:C:A NG c.1063G>T p.Glu355*
7L =AY | 61043 1046delAC

2:162288183:CTTGT:C k AA p-Asp348fs
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Zhik P i neds]l pagict AAF | ~TufEf | REES
(95% RR|RAJAA RR|RA|AA & OR (95% | & OR

CDh CI) (95% CI)
0.850 5.18e- 7798|9064(2974 | 202572|271656|106593 | 0.412 | 0.867 0.725

0.832, |15 (0.840, (0.694,
0.867) 0.894) 0.757)

0.718 3.02e- 19141|536|6 558537|21952|227 0.019 | 0.712 0.771

(0.659, |11 (0.653, (0.343,

0.782) 0.777) 1.735)

0.676 2.64e-8 | 19337|333)2 565784[14433|112 0.012 | 0.675 0.522

(0.606, (0.605, (0.129,
0.753) 0.753) 2.115)

0.938 1.73e-7 | 15201|4265|312 | 438987|129943|10769 | 0.130 | 0.948 0.837

(0.910, (0.916, (0.747,
0.967) 0.981) 0.937)
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7 b
<~ A7 | $h#05%Cl) |PE e il i} R AAF
RR|RA|AA RR|RA|AA

M1.1 | 0.742 4.05E-12 19196|619|3 558193[22548|7 | 0.019
(0.683, 0.808)

MI1.01 | 0.673 2.05E-3 1951957|0 566202[2501/0 | 0.002
(0.523, 0.866)

M1.001 | 0.705 4.60E-2 18159|26/0 566202|1295/0 | 0.001
(0.501, 0.994)

M3.1  |0.793 2.92E-19 18928|887|3 548960|3176|100 | 0.027
(0.738, 0.852)

M3.01 |0.851 1.66E-2 19435|276|0 559785(9034/7 | 0.008
(0.746, 0.971)

M3.001 | 0.743 4.36E-3 19494/82|0 565096|3610[0 | 0.003
(0.606, 0.911)
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L61BIA 2 —T7 U REICBIT 5 EEFICET 28R MUM3 Bz AR OREE

ZhH(95% CI) P& JEHB it FR AAF
RR|RA|AA RR|RA|AA
0.742 4.05E-12 19196|619|3 558193|22548|7 | 0.019
(0.683, 0.808)
0.793 2.92E-10 18928|887|3 548960[3176/100 | 0.027
(0.738, 0.852)
3.741 2.02E-4 17863|16]0 539839]162/0 0.0002
(1.866, 7.501)
2.292 1.36E-7 18218|74/0 578560(933|0 0.0008
(1.683, 3.120)
0.697 1.28E-2 18253|39]0 577669|1824|0 0.002
(0.524, 0.926)
0.628 4.78E-5 18350[77]0 575397/4214|0 0.004
(0.502, 0.786)

goooooogobobogoobogooogoobooobobooboboobboobbooboobobooo
ugbooboooboooboooboooboooooobobbooobboobooboobooobooaoaao
uoooooooogouoooooooooooooooooboboboboDbODbODoOboOOooOOoDbn
ugooooboooobooobooooooooobooobobobooobooboobooobooboaodan
ooooooooooooo

oooooad
gooooobooboobogooboogoooobooboobobbooboobooboooboobooan
ugbooboouobouoboooooooaoad

gooad

7% T:TRIM65 L il DA v ADIKT & ORFEIZE T 5BMO N7 pLoF / HER I A AN
V7 k

HEO5%Cl) | PiE 3= f51 IR AAF
RR[RAJAA RR[RAJAA

0.697 1.28E-2 18253[39/0 57766918240 0.002
(0.525, 0.926)

0.628 4.78E-5 18350(77]0 575397/4214)2 0.004
(0.502, 0.786)

0.413 1.47E-4 18107110 568492|1074]1 0.0009
(0.262, 0.652)

oooooooooooooooooooooboobooboboboDbODbODODbODOOoOOoOOOoDnn
ooooooogoooooooooooooooooooobobDbDbDDbDDbDDODDODDOoODODODO
oooooooooooooboooooobobooan



Ooooooooaoo
Ooooooooao
Ooooooooao
Ooo0ooooooao
OOoo0oo0oooao
OoOoo0ooooao
O0Oo0oo0oo0oao
O0Oo0Ooogoao
O0Oo0ooogoao
O0Ooo0ooogoao

(73)

JP 2024-522148 A 2024.6.11

oooooooooooooooobooobobo0Ooan
gooooobooobogobogobobooobooobo
gboboooboobouooboooboooboooondd
gboooooboooboobogobobooobooobao
gbooooboooboobooobooobooobad

ooooooano
goobogoanb
gogoodaoan
gooboogoan
gogooaoan

7% 8:3i@m D TRIM65 ¥ /S U 7 2 bk, TRIM65 EELOBINIZET % eQTL TH 5

ZhH(95% CI) P fE AAF AT SR OR | FEBEAE OR (95%
(95% CI) QI

1.11 4.09E-6 0.14 1.12 1.22

(1.07, 1.16) (1.07, 1.17) (1.07, 1.38)

0.413 1.47E-4 0.0009 NA NA

(0.262, 0.652)
oo0oooooooooobo0o0boboo0oo0oooDooobo0oDooDb0 oo ooobooOoonodo
oooooooooooodd
ooooooooooooboo0o0oboooooooobo0oooDb0oo0oo0oooobooonodo
go0ooooob0ooooooooooooodn
oooooaod
Oo0o0oo0ooooooooooo0o0ooooo0oooooo0ooobo0o0oo0ooooooooonOdao
goooooooooooobooooobooboooooooooooOooao
Ooooao

# 9:ADARI K UHZREIZI51T D £4L72 pLoF /B ERAT 0 EEMEI R ANY T MIBET

LA BB

Zh5(95% CI) P& JiE ] *} PR AAF

RR|RA|AA RR|RA|AA

2.3 2.02E-4 17863|16/0 539839|162|0 0.0002

(1.866, 7.501)

2.292 1.36E-7 18218(74/0 578560(933|0 0.0008

(1.683, 3.120)
pgogobooooooobooooooooboboooobob0oooDoooDooooooboondano
Oo00o0oooooo0oo0oobooboooooooobao
Ooo0o0oooao
godooooo0oooboo0ooooooboooooDb0ob0oooDoooDooooooboonano
Ooo0o0oo0oooooobooao
go0oooooo0oooooO0oooooobooooooodd
Oo0o0o0ooooooooooo0oo0oooooooooooooboooooooooooanodao
0 e A 1 I 6 N O A N O N O N A O0000a0n O00o0oano
pgogobooooooobooooooooboboooobob0oooDoooDooooooboondano

10

20

40

50



I e e e e [ e e e e s ey Iy

e [ e e o e s ey Iy

OO0 0o ooooooo0 oo oo ooogQgogodg

OooDoooooooooDoooooogogogooao

O 0o oo

OOo0ooooooooooooo x ooogogodg

D000 000000000000 oo0Doooooodoooogdt

s e e O e e Y e e e e Y O s Y e e O e e e Y O e Y o e Y O S e e Y o e s e Y e o e e e O e e e e e e s e s

DD 0D 000000000000 ooooUJoooobfldooooo0o000o0o000O0O0O0O0Oo0Oo0OoO-g

[ |

O0Ooo0o0oooao
OO0 o0ooooo
O0Ooo0ooooog
OOoo0ooooaog

OUUooooibi0oooooooooooOgod™g

Ooooooobo
OooDoogooobo
oo ooooobo
Ooooogoooobo
Oooooooogobo
Oooogoooobo
Oo0ooooobo

[ I R |

oOo0Oooao

OpopopoobUdoooooooooogoodg

OoooYooao
oD D0Dooobooo

|

UOoooobi0ogooooooooo0oogogd™d
Uoooobib0ooooooooooogod
Uoooobib0oooooocooooodg
Uoooobib0oooooocooooodg
Uoooobib0oooooocooooog
Uoooobib0oooooocooooogog
Uoooobib0ooooooooooogog
Uoooobibopoooooooooogdg
Hoooobibopoooooooooogd
UDoooobibdopooooocooooogd
ODoooobU0bdoooooooooood
ODCoooob0bS0ooooooooooo™d
OUOopooobib0oooooooooDoodg

oD D0Dooobooo

O Oooooao
O Oooooao
O Ooo0oooo
O Ooo0oooo
O 0Ooo0oooo

oD D0Dooobooo

ocb0opoob ooo
ocbbOooob oo
ocobbOooob oo
ot O0Oooob oo
ot b0Oooob oo
o b 0ooob oo
o b 0Dooob oo
o0 0ooobBT O
o0 0oootboao
o b0Opopoob oo
o O0Oopoob oo
ocbO0Oooob oo
ocbb0Oooob oo
ocbbOooob oo
ocobbOooob oo
ocbbOooob oo

O o U o

oooobood

O oOooo

o o O e A o
Hooooo
UOooooo
Do oooao
ODooooo
Uooooo

oooogboot

Ooooogboot

oooogboot

Ooooobopod

(74)

[ e O o R

O O
ocobifbpoO
ocobifbpod
ocobibpod
cobibpod
ocobfbpopod
O o 0 d

Oooooo

OoooobU0ooooooooooggo
UOoooobU0ooooooooooggo

Ooooobdooao

JP 2024-522148 A 2024.6.11

gbooooboooboobogoooodao
oooooooooooooooooao
goooobooboboo bDoobooaob
ubpd OOOOOOO OOO0OO0O
goooooboooboobogogobobooao
oobooobooobooobooobad

oooooood
goboogobooboao
gooboogoboad
oooooooad
goooogonboa
oooooood
goooogobooboao
gooooooad
gooooo 0
gogobooogooboad
g bODooooaod
gooooo oOa0
ooooog o000
gooooo bogao
oooooooooooda
goooooo bDoooOao
ooooooooooood
gobogoboobooboboood
gooboouogboogoooaoan

O O

Ooooooogod

oooBbDopooot ooo
ocoUO0opoood ooo

U
O
0
a
0
a
0
a
0
0
0
0
a

a
O
a
O
g
u
g
a
O

oooUbd0dpoobloooooooog
oooUb0dpopoolbloooooooog
obD0DgogooWoooooogo

UOoooobb0oopotdoooooogogo
O

O
O

ooooooooooao
ooooobooobooao
gogbooogoboooaoooad
g 0oobooboo
gobooogobooooad
ooodog oooooao
gooobooobooooad

O
o I By oy R |
oo boOoo0ogd
o I By o R |

goboouoboogonoad
oooboobogoan
gobooogobooooad
ooooooooogdg
gooobooobooooad
ooooooooooda
goobooooogpu 0
oooooooooodo
gooogobogobooao

o UODDooob oo
oUODDooob oo

10

20

30

40

50



O Oooooooooooooooooooooogo
OOooooooooooooooooooooo
Ooooooooooooooooooooooo
Oooooooooooooooooooooo

OOo0ooooooooooooooooogoogg
OOo0ooooooooooooooooogooggdg

O 0Ooo0ooOoo
OO o0gogog
O O0Oo0googog
O Oogoog
O OooOgooog
O OooOgooog
O Ooooog
O Ooooo
O Ooo0ooo
O Ooo0ooo
O 0Ooo0ooOoo
O Ooo0ooOoo
O O0Ooo0ooOoo
O O0Oo0ooOoo
O O0Oo0gogog
O O0Oo0goog
O OoOgoog
O O0OoOooog
O OooOgooog
O OooOooo
O Ooooo
O Ooo0ooo
O Ooo0ooo

ER{LFER

ERLFEI

I [ |
s
OO gogodg
O 0o gogdg
O 0o ogogdg
O 0o ogoogodg
I [ O
I s [ [ |
O 0o ogoogodg
I [y [ |
OO0 >
O 0o o0oogo-g
OO0 oox
O 0o o0oog
s [ O

O

Ooooooooao
OO0 oooooog
OOo0oooooaog
OoOooooooaog
Ooooooooaog
Ooooooooao
Ooooooooao
Ooooooooao
Ooooooooao
Ooooooooao
Ooooooooo
Ooooooooao
Ooooooooao
Ooooooooao

20 -

1.0

0.0

-1.0 -

-2.0

2.0

1.0

0.0

-1.0

-2.0

TRIM65
chr17_75894282_G_A_b38
PR - B AR (FBR)

E =
s B

GG GA AA
(452)  (143) (10)

TRIM65
chrl7_75894282_G_A_b38
P -9 B EHEE (R )

L]
ag

GG GA AA
(393) (117) (7)

(75)

OO0oo0ooooaog
OOoo0ooooaog
OO0oOo0ooooaog
OoOoo0ooooaog
OoOoo0ooooaog
OoOoo0ooooog
OoOoo0ooooaog
OoOoo0oooao
Ooo0oooao
Oo0oO0Oeodao

O O

oOoobo
oOoobo
ooob o
ooob o
ooob o
oOoob o
Oooob o
oOoob o
oOoob o

A)

O 0o o0goo
I [ Iy |
I [ Iy |
I Y I
I [ I
I [ [ |
I [ I |
I [ [ |
O Ooogoo
I [ [ |
O Ooogoo

I A
OOoo0o0oooao
OO0Oo0ooooog
OO0o0ooooaog
OOoo0ooooaog
OoOoo0oooogoaog
OoOoo0ooooaog
Oo0oo0ooooaog
OoOoo0ooooog
Ooo0ooooaog

JP 2024-522148 A 2024.6.11

g
0
g
u

oo o
oob o

g
O
U
U

o ob o
o ob o

t
O
g
u

o ob o
o ob o

10

20

30

40

50



(76)

oo0ooooad oo0oooaod
B) " D) &
& 3
I >
g O x
Y [
3 [
= ke
:
= =
&F
Q\?'
Q) 5
& E)
&
X
3
=
8 #C Flag
1t GAPDH
Q&'
Ooo0o0oooao
) 2500
2000 >
E 1500 !
£ 1000 |
. .
500 r |
olem i aw
s & S
L A 4
oS fg " & ‘é,w&
D2 & «\%,G ,6’@ &
é«\oﬁ EE
&
LA
*f R KU ()
10000
G)
8000
3 6000
g
= 4000
®
2000
0
&
Pl IFN-a 5000U
Ooo00oaoao

2024522148000001.app

JP 2024-522148 A 2024.6.11

10

20

30

40

50



(77)

gooooboag

INTERNATIONAL SEARCH REPORT

JP 2024-522148 A 2024.6.11

International application No

PCT/US2022/03285%

A, CLASSIFICATION OF SUBJECT MATTER
INV. C12N15/113 A61K31/7088

ADD .

According 1o International Patent Classification {IPC) or to both national classification and IPC

B. FIELDS SEARCHED

A6lK Cl2NW

Minimum documantation searched (clasaification aystam followed by classification symbols)

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

EPO-Internal, WPI Data,

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used}

BIOSIS, CHEM ABS Data,

COMPENDEX, EMBASE, FSTA

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Catagory” | Citation of document, with indication, where apgrogriate, of the relevant passages Relevart to daim No.

X BUDU-AGGREY ASHLEY ET AL: "A rare coding 1-11,14,
allele in IFIH1 is protective for 15,
psoriatic arthritis”, 17-19,
ANNALS OF THE RHEUMATIC DISEASES, 21,
vol. 76, no. 7, 1 July 2017 (2017-07-01), 27-30,
pagas 1321-1324, XP055962402, 37-41,
GB 44,45,
ISSN: 0003-4967, DOI: 47,49,
10.1136/annrheumdis—-2016-210592 53,
Retrieved from the Internet: 55-57,
URL:https://ard.bmj.com/content /annrheumdi 59,
s/76/7/1321 . full .pdf> 61-64,

67,68
abstract
_/__

m Further documents are listed in the continuation of Box C.

m See patent family annex.

* Special categories of cited documents :

"A" document defining the general slate of the art which is not considered
to ba of particular relevance

"E" eardier application or patent but published on ar after the international
filing date

"L" document which may throw doubts on priority claimi{s} or which is
cited ta establish the publication date of another citation or other
special reasen (as specified}

"Q" document referring to an oral disclosure, use, exhibition or other
means

"P" document published prior to the international filing date but later than
tha priority date claimed

wn

e

e

g

later document published after the international filing date or griority
date and not in conflict with the application but cited te understand
the principle or theory underlying the invention

document of particular relevance;; the claimed imention ¢annot be
cansidered novel or cannat be considered to involve an invertive
step when the document is taken alone

document of particular relevance;; the claimed invention cannot be
considered to involve an inventive step when tha document is
combined with one or mere other such decuments, such combination
being obvious to a person skilled in the art

dacument member of the same patent family

Data of the actual complation of the international search

12 October 2022

Date of mailing of the international search raport

18/10/2022

Name and mailing address of the ISA/
European Patent Office, P.B. 5818 Patantlaan 2
NL - 2280 HV Rijswik
Tal. (+31-70) 340-2040,
Fax: {+31-70) 340-3016

Authorized officer

Piret, Bernard

Form PCTASA/Z10 (second sheet) (Aprl 2005)

page 1 of 3

10

20

30

40

50



(78)

JP 2024-522148 A 2024.6.11

INTERNATIONAL SEARCH REPORT
International application No
PCT/US2022/032859
C{Continuation). DOCUMENTS CONSIDERED TQ BE RELEVANT
Category” | Citation of document, with indication, whare apprapriate, of the relevant passages Relevant to claim No.
X LI YONGHONG ET AL: "Carriers of Rare 1-11,14,
Missense Variants in IFTH1 Are Protacted 15,
from Psoriasis", 17-19,
JOURNAL OF INVESTIGATIVE DERMATOLOGY, 21,
vol, 130, no., 12, 27-30,
1l December 2010 (2010-12-01), pages 37-41,
2768-2772, XP0O55962617, 44,45,
NL 47,49,
ISSN: 0022-202X, DOI: 10.1038/3jid.2010.214 53,
55-57,
59,
61-64,
67,68
page 2770
abstract
X DAND NICK ET AL: "Exome-wide association 1-11,14,
study reveals novel psoriasis 15,
susceptibility locus at TNFSF1l5 and rare 17-19,
protective alleles in genes contributing 21,
to type I IFN sgignalling", 27-30,
HUMAN MOLECULAR GENETICS, 37-41,
vol. 26, no. 21, 44,45,
1 Novamber 2017 (2017-11-01), pages 47,49,
4301-4313, XP0O55962438, 53,
GB 55-57,
ISSN: 0964-6206, DOI: 10.1093/hmg/ddx328 59,
Retrieved from the Internet: 61-64,
URL:https://watermark.silverchair.com/ddx3 67,68
28 .pdf?token=AQECAHi208BE4 30ocan%kkhW_Ercy7
Dm3ZL_9CEf3qfKAc485ysgAAAtkwggLVBgkghkiGIwd
BBwagggLGMIICwgIBADCCAreGCSqGSIb3DQEHATAB
glghkgBZOMEAS4WEQOMN A TwNxOH74-5wYEYAQEQQgIT
CjJjaOMj7pNwecalD _g7tUL700QJONP1IPvhbnluvkI
gk28772LR1NaMUNt s8f_amhfIbEyS3wGYxt4HRUEIO
jR5Ts3eRdH>
page 4304; table 1
X LU CHANGMING ET AL: "RIG-I-Like Receptor 1-11,14,
S8ignaling in Singleton-Merten Syndrome", 15,
FRONTIERE IN GENETICS, 17-19,
vol. 8, 12 September 2017 (2017-09-12), 21,
XP055962607, 27-30,
DOI: 10.3389/fgene.2017.00118 37-41,
44,45,
47,49,
53,
55-57,
59,
6l1-64,
67,68
page 2
A WO 2021/067667 Al (UNIV MICHIGAN REGENTS 1-98
[US]) 8 mApril 2021 (2021-04-08)
—]—
Form PGTASA/210 (continuation of second shaat) (Aprl 2005)
page 2 of 3

10

20

30

40

50



(79)

JP 2024-522148 A 2024.6.11

INTERNATIONAL SEARCH REPORT
International application No
PCT/US2022/032859
C{Continuation). DOCUMENTS CONSIDERED TQ BE RELEVANT
Category” | Citation of document, with indication, whare apprapriate, of the relevant passages Relevant to claim No.
A KATO KAZUKI ET AL: "Structural analysis 1-98
of RIG-I-like raceptors reveals ancient
rules of engagement between diverse RHA
helicases and TRIM ubiquitin ligases",
MOLECULAR CELL, ELSEVIER, AMSTERDAM, NL,
vol. 81, no. 3,
28 December 2020 (2020-12-28), page 599,
XP0O8E487151,
ISSN: 10987-2765, DOI:
10.1016/J.MOLCEL.2020.11.047
[retrieved on 2020-12-28]
Form PGTASA/210 (continuation of second ehaet) (Aprll 2005)
page 3 of 3

10

20

30

40

50



(80) JP 2024-522148 A 2024.6.11

International application No.

INTERNATIONAL SEARCH REPORT
PCT/US2022/032859

Box No. 1 Nucleotide and/or amino acid sequence(s) (Continuation of item 1.c¢ of the first sheet)

1. With regard to any nucleotide and/or amine acid sequence disclosed in the international application, the intemational search was
carried out on the basis of a sequence listing:

a forming part of the international application as filed:
in the form of an Annex G/ST.25 text file.

D on paper or inthe form of an image file.

b. D fumished together with the international application under PGT Rule 13ter. 1{a) for the purposes of international search
only in the form of an Annex G/BT.25 text file.

c. I:I fumished subsequent to the intematicenal filing date for the purposes of international search only:

|:| in the form of an Annex C/ST.25 text file (Rule 1 3ter.1(a)).
|:| on paper or in the form of an image file {Rule 13ter.1(b) and Administrative Instructions, Section 713).

2. |:’ In addition, in the case that more than one version or copy of a sequence listing has been filed or furnished, the required
staternents that the information in the subsequent or additional copies is identical to that forming part of the application as
filed or does not go beyond the application as filed, as appropriate, were furnished.

3. Additional comments:

Farm PCT/SA/210 (continuation of first sheet (1)) {January 2015)

10

20

30

40

50



INTERNATIONAL SEARCH REPORT

(81)

Information on patent family members

JP 2024-522148 A 2024.6.11

International application No

PCT/US2022/03285%
Patent document Publication Patert family Publication
cited in search report dale member(s) date
WO 2021067667 Al 08-04-2021 AU 2020357978 Al 14-04-2022
BR 112022006441 A2 05-07-2022
ChA 3152279 Al 08-04-2021
CN 114729401 A 08-07-2022
EP 4038203 Al 10-08-2022
IL 291885 A 01-06-2022
KR 20220084205 A 21-06-2022
WO 2021067667 Al 08-04-2021

Form PCTASA/Z10 (patent famlly annax) (Apri 2005)

10

20

30

40

50



(82) JP 2024-522148 A 2024.6.11

gboooooooog

Gynoooooo oo gbooobooooood
O oOoooo  15/09 (2006.01) ooooo 15/09 ooo o000
O oooo  15/113(2010.01) ooooo 15/113 0000 000
o oooo 1/6869(2018.01) ooooo 1/6869 0000 OOO

MK,MT,NL,NO,PL,PT,RO,RS,SE,SI,SK,SM,TR),0A(BF,BJ,CF,CG,CI,CM,GA,GN,GQ,GW ,KM,ML,MR,N
E,SN,TD,TG),AE,AG,AL,AM,AO,AT,AU,AZ,BA,BB,BG,BH,BN,BR,BW BY,BZ,CA,CH,CL,CN,CO,CR,CU,
CZ,DE,DJ,DK,DM,DO,DZ,EC,EE,EG,ES,FI,GB,GD,GE,GH,GM,GT,HN,HR,HU,ID,IL,IN,IQ,IR,IS,IT,JM,J
0,JP KE,KG,KH,KN,KP,KR,KW,KZ LA LCLK,LR,LS,LULY MAMD,ME,MGMKMNMW MX,MY,M
ZNA,NG,NI,NO,NZ,0M,PA,PE,PG,PH,PL,PT,QA,RO,RS,RU,RW,SA,SC,SD,SE,SG,SK,SL,ST,SV,SY, TH,

TITM,TN,TRTT, TZ,UAUG,USUZVCVNWS,ZAZM,ZW
ugboogobooo go

(720000 O0OO00OOCOOOOO0O0 000
0000000 ODO00OO0O0 0000000 000000 0000 OO0 00 000 000
00O

(720000 0000000000 OO0 000
0000000 O00OO0O0 0000000 000000 0000 OO0 00 000 000
000

(720000 000000000000
0000000 O0000 0000000 000000 0000 00 00 000 000
00O

(720000 0000000
0000000 O00O0O0 0000000 000000 0000 OO0 OO0 000 000
000

(720000 00000000
0000000 ODO0OO0O0 0000000 000000 0000 OO0 00 000 000
000

(720000 OO0O0O0O0OO0O0OOO
0000000 00000 0000000 000000 0000 00 00 000 000
000

000000000 4B063 QA13 QAL9 QQ42 QRO8 QR32 QR62 QS24 QS34 QX02

4C084 AA17 NA14 ZA89
4C086 AAO1 AAO2 EA16 MAO1 MAO4 NA14 ZA89



	biblio-graphic-data
	abstract
	claims
	description
	drawings
	reference-file-article
	search-report
	overflow

