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Tahle 2. Parameter Estimates (With 95% Confidence Intervals) From Model Fitting Results for Alzheimer Disease:
Full Model Without Adjusting for Age and Full a odels Adjusting for Age*
R o AT | AR e
t, for
Group A* c* E* Unlike-gSex Pairs Thresholdt
Full Model Without Adjusting for Age
Men 0.59 (0.00-0.89) 0.21 {0.00-0.72) 020 (0.07-0.46) 1.96
Wornen 037 (011-0.63) 0.53 {0.29-073) 010 (0.05-0.20) 147
Unlike sex 050 214
Full Madel Adjusting for Age
t, for
At C* E* Unlike-Sex Pairs By
Mern 0.58 (0.00-0.86) 0.07 {0.00-059) 0.36 (0.14-0.69) -0.08
Women 0.45 (0.02-0.88) 0.36 {0.00-0.71) 019 (0.09-035) 050 -0.09
Reduced Models Adjusting for Age
Wen and women equated 11.58 (019-0.87 (119 (0.00-0.459) 0123 (013-0.37) 050 -009
Men and women equated, G parameter dropped 079 (067-0.88N%_ T4 021 (012-033) 050 -0.09
N

Abbreviations: A, additive genelic influences; Ry, regression coelficient for a d environmental influences; E, nonshared environmental influences;

NA, not applicable; rg genetc correlation
#Allvalues are parameter esfimate [confidence interval)
tThreshold is the 7 score corresponding to prevalence ,'!E$ 58% ~7g%
{Mortimer et al. Arch Gen Psychiatry. 2006)
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BEEDREMEBIRT ERIC ST URD L a= T 2K DBRFARBRED RN QB . F

REIEDA—7TYMRREED T,

K7 NTq—a—roHMEBLERNAD A T4—E5 £RNASATSUDIA ) T4—
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2. miRNA RBEFHEBRFBROBRERVCRBEBICIIBHES T OHIFE
DS

FRRREEICIE. TILYNAT—R. BIME R . LE—/IMARERENGE . ATSEAIEEZERER
HMIENH D, cnoDHFEEMELT, BXRFERAER L F— - AT1HIT / Lt E3—H
ZE 9 % AMED (KR40 RNA BIE R T EREARTOO T/ CTRIGLT- 2000 BZHEZ S
RAEBERSLIVRESENE O IMKF D 2,500 D <470 RNA (miRNA) RIRE DT T—
REEGRT — AN OHMFEBEITITET. TILYNAI—K (AD) , Bl E 1 ERENAE (VaD) . LE
—/IMAZIRHNAE (DLB) E D B A T HBTHFRET ILHR DR EED . KEHR
Tl&. miRNA FIEEDEM 5 (principal component, PC) [ZEE L. ZTDE@ LR IERHERE
ERBITEDABEEAHDENIRERICEDE (R 9)  #&5FE1T o1, PC [T TIE. HHMLH
T—R%EHEL-5EHYZE (Supervised PC)IZEB L. EERHIAET ILOEEER A=,
10 [CABTICAVEERS KUV O—LY VT ILORR, BEERLEz, YT ILELTIE
[FEBUZFUH LIZHTT=3EFR YT IL (Discovery set) & BRFFY T IL (Validation set) %
FALMVz, miRNA ZHItH T 57=IZHETELLT T EZ ALY, #E LTz miRNA EDE R DT
FYRTEEMEL =, TDH.PC RATEEELLIE-FRIETILOBEEZED . JORN)T—2
3% 10 ERYIR T WM E DI ISk > TREFRETIVERILL I, SOITERIIY VT ILEyhE

AW ES & 1=,
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X9 BEETOmMRNARRIZHTHERDERAW-KE—O—ILD B

K10 EEH LUV FO— LY TILORER. i

26



#ERELT,AD, VaD, DLBEaRA—IILEFHIFIT B FRIETILDEEEITo=EZAH, AD,
VaD, DLBIZHITRIEFR YR TIXAUC(VORNT =30 ) BNENTN08TIRE LAY | BRRET
Yy CHRIBRDAUCHEONIFRIEE o1 oo SO D IEFEE (Accuracy) . BEE

(Sensitivity) . FF2E (Specificity) bIERE ICELEUEZRLT=,

BE. AETIVEETREBEFEIR—MIRLSBEIERE FRICH TOREDHEDRZED TS,
T SRIEI. ZEDLLITKYB/ONSBERNFEDET /LT /3AMEVT T8 &
RNAEZSIFEHT T — 2B LV EHR T — 4L B O MRRK T — 2% E AT 5E v T—4Z /A0

THREBHZEITV. RBFEE B LVAICKYELICEHGREZHIEFOMRFARICEF T 5,
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Aim
As a part of “Program for an Integrated Database of Clinical and Genomie
Information for AMED”, we aim to do genotype with 10,000 samples using

Japonica Array which includes Japanese specific SINPs followed by dementia
GWAS and data storage for integrated database.

We have tentatively conducted GWAS of Alzheimer’s disease in Japanese
population with approximately 2,300 cases and 1,900 controls.

We also attempted to replicate 24 known loci identified in Caucasian

population for LOAD in Japanese individuals.

Nt ® o
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‘/: Replication for 24 known loci in Japanese individuals
D, D Gene Chr CR F
rs4147929 ABCAT 19 1.181 000174 ]
- rsG16338 ABIS 17 LA NA
rsB733839 BT a 1.074 0.1888
rsT274581 CASS S 20 A A
rs1004836 CZAP 4] A A
rs3860444 [nss) 19 1.024 0.7101
rs 10838725 CELF? 11 0.9719 0.6418
rs9331896 CLir g 0.8493 0.005223 ]
rs66A6401 [ 1 1.197 0.1664
rsB093731 DRGZ 18 0.9203 08184
rsll771145 FERETAT T 0.8912 0.6654
rs17125944 FERMTE 14 1.022 07158
rs9271192  HLA-DRBEA- HLA-DREBY [¢] A A
rs36349669 INFPar 2 0.6968 0.07303
rs190982 MEF2C il 1.063 0.3767
rs@83392 AMELABA 11 1.044 0.6379
rs2718068 NMES T 1.07 0.3135
[ rs10792832 PICALM 11 0.8297 00004987 )
rs 72824908 PLOGE 18 LA NA
rs28834870 PTEZEB g 1.045 0.4965
rs 10408633 SLOGLA4RING 14 09145 04411
re11218343 SORLY 11 0. 8368 000133 ]
rs143332484 TREMZ & LA NA
rs1478679 ZCWPWHE T 0 9638 0.5092

— A\

-
e Summary

E We replicated the APOE locus (P = ~1048) and identified several new
candidate susceptible loci for LOAD with suggestive sigmficance. We also
found convineing associations for 4 known AD loa, CLT, PICALM, ABCA7,
SORL I discovered in Caucasian population, so far.

Future

We are going to do genotype 10,000 samples using Japonica array followed by
dementia GWAS to find novel loal for LOAD and public data storage.
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