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ofmu A Aehg =S ATd

e de 37 2SS e, dxstolu Av) IdE VES ATt

ChE ol WDR25 FAAh ZERES] CpG F-flolAe] wWiEst £Es SAse] dxstelny AviE s v
s WS Ale

o ol JiAle] AIRERE WDR25 frdAk ZREEC Cp6 Fle] dds £ S dAE ek,
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T 18 A gzt dxslo]my X v gkxptol A WDR25 Akl DNA WEdl Jro] xjolE ek Zojt},
T 2% WDR25 #-7A+<] DNA w3} ®WislE o] g3l d=3stolwy v xwrd} G4 x2S THE F Ad+e
Fa4dS Hrshr] 93k gAae-Fs 53 AB(ROC curve: receiver operating characteristics curve) #+4

ﬂJ

a

A5 vERd Bloltt.

ge HAsl7] flek FAF Q] &

ola}, ¥ wmo Axdd] oa] AAE AWITE, o, Fr] AAdiE= B ae o Ass AY B E ulgo]
o

17] AAele] ofa] A AL opy,

ol

AN 1. a7

=&lo|mH xRt e d=Flo)m W HACIA 75T (preclinical Alzheimer’ s disease, AD), &=3}o]m|H
Q1A ells (prodromal Alzheimer’ s disease), &=3s}o|®® X|uli> (Symptomatic Alzheimer’ s diseas
S ¥gsit)h, gRTozE AN UERT (AR 7Eo)a, ofdzole e Ao g aE), &
of o3 AHo| ofd A=A H ol (mild cognitive impairment due to non-AD), &=3dlojm|Ho] <
Al (dementia due to non-AD)9] Al o2 A E T},
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B71 6] ATodAte] ek 9 i He vt 2l @Al wheh FaE Qi
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N

A WA WA, 201895 20199704 olsteltl BEwee] uAd B2 ugom, ATyl duel
nEAe g7, AF3 oae] FxsE WHe Ba ¥Pe YA
F oAl B, AR Fal @A 94 715 AstE 4w 2 AgAREEe Ast ons wual
.ol F wAE ANEA AAE Askel A WA, Z, RIS, FEAAG, Avhe] A ©AE et
. BRAAITE AT, A A Al Shs Wihe, ATAY AIYARAD 28 BEol0
EF A4 (2 score 2-1.5) o14e] AAL A3E mel, QA Askel ARH 2ol Qu, VAR £
o gl *Mo]rﬂr. AEAAN] AF, WA L G %x}-ﬂ N A s g sk gom, A3
o]
-
H

A HA GAZ, g
MRI), <] 7|54 <3/ (functional MRI, amyloid positron emission tomography, amyloid PET)< Al3js}o,
A= 7159 Agts dod F de vhE dds wiAStaL, H ke oldrolE WEAe] £3 o5& gl
AE T2 s wiAlEtE e g=stolwy ddA Fad dAR

A4 2 e FxF 94 (computed tomography, CT EEX magnetic resonance imaging,

XN
_144“]8(_:
2

dek. QA o ARE FuF 5
FAAAA g TR A% o%, deh B2 EE S 40, 4295 S8 A4 elda s
38 WA A0 Fad, oS, Pk FE, HE $E, T Syl S5 go), m6d, AW
489 AtelE, A7 Asts Aol 9 & JomE WA, B HGPE, TRH o o)
NS B, ARERTE, HEF., HE Tl ol E MAGAT, HULY, Fol AR, HH Adls) ¢
£ thE N9 AR AelE dAssln 20180 xstel ) Qg Al

_‘1

+74 (BAPL 1) X7 o= #Ausil %“8’ Sl wek, A4 EHZ:EL (A A 750, ofdEole W 4
Aol gl %), d=slolmHe] 93 Ao] ofd HEAXAZo|Tt (mild cognitive impairment due to non-
AD), d=&tolmHo] 23k Zo] obd X|uji* (dementia due to non-AD) & 3 o2 AAFCH. U HAE, o]
Al A A BEES T8, 6719 wom HFAQ AeE WH T,

AA 2. AFAH AH F AT AfFolAE g

A9 HUA ABoA 2 mARE AFRFY B ool AR 4R AAGAL. AAD A% 4AL
6ewat] I B 7ol A F=o] vi=] (DMEM/20% FBS)E 0.1% Aevlo= Fe g 249 A v Z#
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ZAEoA Az7E Wo] Yo AL AESIG. A5 A 27| Ax
-3 AR wiAE BEad. 7d ¥ wiA 9] F& 500 ulE =i 2-39 34
& dobdla ud F A% A 27t FuoE Azrh AR wjd de] qAA] AZ7E AA
35 mm Wi HHAR HAAM wiA o] SEotd A (FBS)S] FE 209014 10%% %% T Axufde AL
A7 35 mm vl F HH 2] 80-90% = AAAH ANFE AT, ATl g 2-39 wkE
AfrobAlZrt AeulFs ™ SERPHINHL @& o]&3to] oAl w7 <l SERPHINILE 2&E& 2183t

ol

Ao 2014 wFsk I FE Aol Eo| A genomic DNAE QIAmp DNA mini kit (Qiagen)E o] &3}
FE3AT. FEUHE AR viwds we AAEY. FE® genomic DNAE  EHEEA
S £

o] g3sto] At om, DNA el 1% ob7k=2s Aelx 719538kl degradation ©f

k1

W8 FaAs.

AAe) 4. DNA A€ol ®o] #4

DNA ol ®o] A2 Iy dixzwte] IRAlFodEoA DNAE FE3 F nlo]dulelE A3
(Bisulfite conversion)< Fa3ste] HMEsE Alo]EALS 2= vt $, Infinium MethylationEPIC bead
chip (illumina)& AF&3le] °F 850,000 7He] CpG {9 thale] wWE s A=E A3 . DNA WEsdt A==
0~1 #& 2t B #te= JFAEY Bk 02 3l CpG F-917F ¢hd3] wvEste 28 9njshe, 12 %X451
gd3td A ofn i,

At gizato A ApEH o2 wEsHo] 9l 31X (Differentially methylated genes, DMGs)E
7] #18te] independent t-test WHE ARSI, HFH SR p value<0.0501A Arigk B #F0]=0.3 ¢ 3
2RH Cp¢ #9115 AEAor wdstHo] = CpG 79l (differentially methylated CpG site)® AAstaL
ol FollA CpG -91¢] WEst A7k Mg FAAE D= A8k

gl

o
o

[H

/\1—&]§—r!|:
1. g=stolny Xvj] SR}l A3 Sol% DNA vlE3} W3l &9l
1ol Az (ehdzel = YEade] gl ARAAYIET) 1299 Fxsjolviy A e DN

v
Az}, tzsolmy Au) Bl AWHoR DNA WS fEo] WaHo] gl 23Fe)

X1
232 Target ID B # HE s A p #*
(difference)l)
WDR25 c210212605 0.3080296 & s} 0.0006138
1) At Aol B gl Addlzw Alxe] gas W gt

{1}«] DNA WEl3} Ax9o] xto]E = 19 scatter dot
e ZAES T

2. DNA "|&3} Wstg o] &3t g=sjolvjy v ek wire] HA

d=stolm ] Auf FkApto A ApHA o ® DNA WEst o] WstEo] 9lE 23F9 DIGE tdow, fAH-%
E24 AB(ROC curve: receiver operating characteristics curve) & ©o]&3ste] A7 A x2S
3k 4 de=A BRIt dubg oz ROC AEBQ] F438F WA (AUC; Area under the curve) F=X]°l we} H| A
HA(AUC=0.5), @ HE3H0.5<AUC<0.7), TTE AZS(0.7<AUC<0.9), "% AF&H(0.9<AUC<1.0) 18]

Y
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EH2
Normal vs Symptomatic AD
100
& & I:
~ 80
2
> 60
2
L 40 AUC=0.9375
= Sensitivity: 91.67%
" 2 Specificity: 100%
Threshold: >0.5665
0 ! I | | ! |
LI & & §

100% - Specificity%

P

<110> Ewha University - Industry Collaboration Foundation

<120> Molecular diagnostic test for the treatment of symptomatic
Alzheimer's disease

<130>  DPP20195478KR

<160> 1

<170> KopatentIn 1.71

<210> 1
<211> 122
<212> DNA

<213> Homo sapiens

<220><221> promoter

<222>  (1)..(122)

<223> chl4: 100406568-100406689
<400> 1

gcttgtceccaa tgatcagagt ccaaggccac attgctacca agtggcagag ctggaatcag 60
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cgctactcag cctcacacat tttgctcecect gtgectctte agaacttcecgg cctgtcacat
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