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We have completed the it stage of the first schizophrenia genome wide assocition inthe Japenese popution. Our
experinentl cesignwes based onaffmetrix 50 SNP, a ptfom thet canitermogate 500000 genetic merkers (NP, and
same number ofso called ON probes for evaluation of the copy nunmber status across the human genome.- The sample was
conprised of 600 schizoptreric patients and same rumber of healthy cortroks.

Based onthe restits of our GWAS we llowed uptop 200 signels using lrge Japenese case control sarple (N=3000
indlvidels). The projet is besed an common disease - common variart modsd, which holds tht. common, evobtiorery
reuiral (oweffct cnreproductive finess), muligeric dsease (uch s schizoptrerie) may be sigifcartly infuenced by
common geretevarirts s scererio, eechvarirt corfrsmockst risk fresenple, gerotype e i L0513 bt
thetotal ganetic effect is cumukitive.

The second part of the GWAS flow up s related tomutation screening of the geres that are nthe regon df the posiiive
assodation signak. This stratiegy is based on commeon disease - rare variant hypothesis. Inthe rare variant modd, there canbe
Hghgeretic variant heterogenatty, with lowffequendes cfeachvariart, which collectively acoourt for brge propartion of cases.
We sebcted 4 genes basad on our GWAS resuts and prior biological studies, We have developed microerray based, custom
gerotyping patform and did mtation screening of 320 petierts suffring from schizophrenia, We identied more then 40 novel
variants and those variants were flowed up using brge Japanese case control sample.

The bt part of our gename wide association study was evalation ofcopy rurmber variants (ONVS). norder to caleukate
CNV status we used the hyhridzation interssty dbta fom GWAS projct. Appling the btest algorithm fr caleuiation FCNV,
we provide suppart forthree previous findings in schizophrenia, as we idertiied one deltionina.case at 1q21.1, cnewithin
NN andfour duplications incasesand aneinacartrolat. 16p13.1, alocus fist implicated natism, and kterin
schizophrenia. There was a non-sigriicant trend frexcess of ONVs in schizophrenia (0.087), however we did ot corfim
the previously implcated association fer very lrge CNVs (O500kb) inthis popuation.



