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¥Zoom IZTCRAE L9, This lecture is held through Zoom.

SEENE ORGEE D To s, FRPEGKT & UET, BREAARN E TICHERREE LT E &V, Zoom OFFIE L URL (LA M
HIZPHEH LD A— L TEFEINDIBEHMEZHER L T EIN,

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—all] RKR&TPRO Lectures
Scheduled Coming Week” sent on Friday of the previous week.

MEAPBEIEHT DA —LT RLAIRZL O EIND A—LT RLAOLZGEHET, (gmail X hotmail TRHEHFA,)

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

MR Y HIL, FATBRERCHREELICA =T RUASNELNTZI =T 4 7 1D« NRAT—= LML TTIVY,

On the day of the lecture, please join using the meeting ID and password sent to the email address you registered.
MEEFIOEE - G IIESIE L E 9, Recording this class is not allowed.

KERTINIHI AT H A IZ LT FEV, Please turn on a camera during class time.

U IL NUCT 2 FIWTITWET, NUCT ~ANT5F—U — NidsRPicksmoe LET,

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

CHBEZEE) B 2 PR ARG RARAE AR L ) 0 A R BARAT (GWAS) & AHRIZ CHIID THT o7, BRI total C 50000 B 10> SNP Z345:4 95 affymetriad.0 &AL, 600
DA KTVELA LR NRORE 2 M — Va5 E Uz, B3 A7 200 0 SNPIZBIL T, EHIZAF 3000 440 case-control 7 A& VT, MO BEAT 21T -7,
ZOFFFEHE common disease-common variant model, D EVFEA RFHED LI, HY Sz, HELIZESTHNH (ETE~OFBEDH ) T, FHOBETHEGLTNHEEZHN
DIREIL, SEOHE D EWVE R (common variants) NRIK 720 TWBEZ FITESNWTND, ZOFT LTI, FRENOZERITI5 I 27 (genotype relative risk 1.05-1.3) LAVE
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HEEIHD CNV & 3FHE (10211 SO K S, NRXN IO K, 16p13.11 SO FH) FEL Tz, Ll BERCRIESNIZEIIZ, FHUE CNV (0500kb) A3 K AEBE 1A I
HERLTORLLIFERITIIRb T,

(abstract) 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 1q21.1, one within
NRXNI, 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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