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BR{RE - S 0)E R L E i A I 5 (ext.2042,2047) Contact : Department of Cell Physiology

¥¢Zoom [ZTHMELZET . This lecture is held through Zoom.

XN EDEEFEEHCT=O. BRIBHEHELET, BEEFBBMETICEZEEL TS, Zoom DERTEE URL (FFHESERICE
BRIYA—ILTEESNIBEMEHERL TS,

To prevent attendance by outsiders, this lecture requires registration. Please register in advance by the start time of the lecture. The URL for
class registration of this lecture will be announced by the e-mail“[med-allJRKR&TPRO Lectures Scheduled Coming Week” sent on Friday of
the previous week.

HKEAEBRIZFERTIA—IITRLRIIRZLVGEEINDA—ILTRLRADHBDHET , (gmail %2 hotmail [EEBHFEEA.)

We only accept Nagoya University e—-mail address for registration. Student can't use Gmail, hotmail, etc..

KEELAIL, BRERRTERU AL TRLANESNE—T 42T D /SR T—RFMSSMLT TS,

On the day of the lecture, please join using the meeting ID and password sent to the email address you registered.
KEBEPOIRE-FRFIEZ1ELFET, Recording this class is not allowed.

XEBEDIIHASEAVIZLTTELY, Please turn on a camera during class time.

KHEIXNUCT ZAWTITLET NUCT AANT H5F—T—FIFERFICEHMOELET,

Attendance is checked through NUCT. The keyword for NUCT will be provided during class time.

(BEE) BAEAANREXBEREEMY /LT FEEAAT (GWAS) £ A$BI<THID T ot, BRI, total T50000 LU D) SNPEHZ LT B affymetrix5 0 %ALY, 600
BORELPEEELAAROREIIO—ILERZELT, BET 5L 200 0D SNPIZBIL Tl E5IA3 30008 O case-control 4> F L2 RN T, BMOEERTET o1,
COBEIL common disease-common variant model, DEYHERIEN LI, HY Shtz, ELICETHAIM(EREADZENH) T, EHOELGTFHIEELTSEERS
NBEEL, SHOBEEDENER (common variants) NEEERH>TNVAEZFIEINTND, COETILTIE., FREFNDERZFELV RS (genotype relative risk 1.05-1.3) LH
Y ERBDELRERE, Choh SR F-1-EREERD,

RIZ, GWAS FAIZICH VTRV EEERU BRI T HEEF DY — YTV AR RET 0T, COFEIE. common disease-rare variants model [Z& D¢, COETILTIE, 5
EFBEVD, BOVEEFSRLBOERNERT AL TRIANDERLEGSLER D, BRITVIIOTLAEENT 320 ROHERAEREOHAEHERT D —ITVRET
ot A FNETHRENDSN TGNz 0 LLEDEEFHR L, SHIZZDEEIZBELT case contorol $Y 7 ILERWTEERN£1To12,

B#&IZ, BRIESED GWAS IEIZENT, ZH7ILTY X LERLT copy number variants(CNV)IZ DN THIRE LT, ZOEER . ChETITHAKRAEAOBEENTEIA T
SRR CNV Z3FEH (10211 SO RK, NRXNT BIEDR K, 161311 SO ER) FELE, UL, BERTRMEN &SI, KIRHE CNV(O500kb) A S KIRIEBEICHRIC
FBLTVHEVMERICII DTN oT2,

(abstra Ct) We have completed the first stage of the first schizophrenia genome wide association in the Japanese population. Our experimental design was based on affymetrix
5.0 SNP, a platform that can interrogate 500000 genetic markers (SNPs), and same number of so called CN probes for evaluation of the copy number status across the human genome.
The sample was comprised of 600 schizophrenic patients and same number of healthy controls.

Based on the results of our GWAS we followed up top 200 signals using large Japanese case control sample (N=3000 individuals). The project is based on common disease — common
variant model, which holds that common, evolutionary neutral (low effect on reproductive fitness), multigenic disease (such as schizophrenia) may be significantly influenced by common
genetic variants. In this scenario, each variant confers modest risk (for example, genotype relative risks 1.05-1.3) but the total genetic effect is cumulative.

The second part of the GWAS follow up is related to mutation screening of the genes that are in the region of the positive association signals. This strategy is based on common disease
- rare variant hypothesis. In the rare variant model, there can be high genetic variant heterogeneity, with low frequencies of each variant, which collectively account for large proportion
of cases. We selected 4 genes based on our GWAS results and prior biological studies. We have developed microarray based, custom genotyping platform and did mutation screening of
320 patients suffering from schizophrenia. We identified more than 40 novel variants and those variants were followed up using large Japanese case control sample.

The last part of our genome wide association study was evaluation of copy number variants (CNVs). In order to calculate CNV status we used the hybridization intensity data from GWAS
project. Appling the latest algorithm for calculation of CNV, we provide support for three previous findings in schizophrenia, as we identified one deletion in a case at 1921.1, one within
NRXN1, and four duplications in cases and one in a control at 16p13.1, a locus first implicated in autism, and later in schizophrenia. There was a non-significant trend for excess of CNVs
in schizophrenia (p=0.087), however we did not confirm the previously implicated association for very large CNVs (>500kb) in this population.
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