SA4E1R2AEA
. . Dec.,, 2022
KB EAAL
To All Graduate Students

T AEE EREZRR
¥ dH 5 7075 L[Neuroscience Course] BEiEEH
Information on Special Lecture Tokuron 2022 / TOKUPURO 2022

B H . AARARAKRERE OBRICRIER DFRIE

Title . Identification of genetic factors related to the schizophrenia in Japanese population

2 BT : ALEKSIC Branko (&#BR¥ERZMESLRIER FRESNEH)
Lecturer: ALEKSIC Branko(Department of Psychiatry, Graduate School of Medicine, Nagoya University)

H K : 554 18 27(&)17:00~18:30 (Zoom) Time and Date : January 27 at 17:00
B R Language : English

BELRFREE - ERPH S5 D EEASHE X - HEFRAEERSE (ext.2042,2047 ) Contact : Department of Cell Physiology

¥Zoom \ZCRAfE L £ 9, This lecture is held through Zoom.

SEENE ORGEE D To s, TGS & UET, BRBAARN E TICHERBRERE LT EE VY, Zoom OIFFIE L URL (XA1HE M
HIZHEBR LD A — /L CEEEINDBMEHER L TSN,

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.

MERIBEIHEAT D A=V T FLRAFRZLVHEEND A—LT RLAOHZBEOET, (gmail R hotmail TRHERA,)

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

MEERY HIL, FATBRERTEREE LT A—AT RLANELNTEI =T 47 ID - NRAT—RRLEILTFI,

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

KEFPIIHATH A IZLTFEY, Please turn on a camera during class time.

MHUFBIENUCT Z DN TITWE T, NICT ~ANT 5 F—U— NidEEPIcBmoE LET,

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

(BEEE) 30« 13 A A AR JTRE B A 24 WD A RBEREARAT (GWAS) & AEBIC CHID T T o7, AL, total T 50000 AL SNP #5547 affymetrixs.0 &L, 600
DA KTVELA LR NROR 2 M — Va5 e U, B3 A7 200 0 SNPIZBIL T, SHIZAF 3000 450 case-control 7 A& VT, MO BT 217572,
ZDIFFEE common disease-common variant model, DEVFARTUEDLI 7, HY ST, HELIZE S THILN (ETRA~OKBOH ) T, LHOBETHEGLTNDEEZHN
DIHERIL, SHOBEE D ENE £ (common variants) BRE E72 > TWDEZ HIZEDNTNS,

RIT, GWAS FFZEIZ B Tl B 2 7R T SR AF A T D AR T DY v — 7 T AR 44T 072, ZO T, common diseaserare variants model (Z3-5<, ZOET VT, 4
FELEVR, BVER TSRO L RPERTAIL TRRORRL2DE5 2D, FalTvA7mTVARRNT 320 4ORARFEREODLFEMEE OV —F =V Z%AT
oA ENETHEOIN TR T 40 UL EOE R AL, SHIZZOEFIZEIL T case contorol 7V & AW CHEAT 21T 577,

BB, a1 IO GWAS FFFEIZB W T, ki 7 VYR L% VT copy number variants(CNVIZOWTHBE LT, ZOFEER, TR EFTICRALE~DOE S RBIh T
DD CNV 23R (19211 B8 K, NRXN1 SO K%, 16p13.11 SO FBY) REL T, LinL, BERORRSNIZEIIT, KB CNV O500kb) 2HE & KFHEBF A EIC
EHL Tl RITE AR T,

(abstr act) 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, multigenic disease may be
significantly influenced by common genetic variants.

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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