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a. BREEBZOZH CARAER L LZFONBEHOHE (551626%)

(A)
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b. 2004/1/1~2015/3/31 ([Z & #
FRICABRL, 2EUEORE %
FZ B E (N=167) OIRSR

on g0

2003 2004 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016

median range
NGRS 22 10~54
BEAEFih 17 8~45
RFEE(F) | 22 0.2~40.0
ABeEI% 1 1~19
AR B 58 15~285
ABZEE BMI 12.2 8.1~14.9
ERZRF BMI 146 |11.3~185

EiE (BMI=6.8 X 7.3) TARREF ICU
EHEDORIIRR <.
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ELoLER (4RD ICAB L R ERRERED
WP & % &, HERDRABUZ 2003 4 DA
L, Bfld 60 ARETHRE L T3 (X2a), %
72 BMI CT#A % L, ABERED BMI 2% 6.8~7.3 & fi
& CTRAE T ICU BB LI T H - 7 iEH 2 13 U
&, KEFEELEE RH1D%» (IK2b).

Ld TR 7Ry vy FHugthic—#
MR MEICRE L TwE—4, TARZ ) & v )i
OTEMEMRT 2 L CHEARNRITEICH 5721
2, TEILTBREVD») TEEAEDD ) L)
PP OBR LT v, Ly LRI Z 8%
T, BIETEL L) ko BRRERZDOLZ
ATWD L, EHERH = EGoGERER L TJ
NTEho L9 LK, SBLEREEFED
BRE LIS DMLY S THHED LD
DRI L JRIET 5.

W 720X, (RFEEIRECTARE L 78RR E LI
KT B FRFERIE DA HE & L T refeeding syn-
drome & & b ICHFHERERRE 03281F 5 11528, #H
BT 2R Z L <, FHIIZREECTH D, K
HREOEEZ IR LTI LIS DRD5,
Z 2T, bibiUI ABFRRERE 2T B
PR E 2 e, HFEEREREE & AR, Akt
PO - BLFET— & B X OREREORE &
OB AL 72V, Ak, FFEEREREE O HIE L
L, BPRpssE <, FEMEED & o BRI
S DOFMEDEG Z "B T 5 LFEZ 55 ala-
nine aminotransferase (ALT) fEICEH L, 24Pt
DIEAFEUEE ALT >27 2380 72 b O % RS A

WhhEERLEL, 209 AT, O&EWREEA
PilRi i © ALT S E 2 L, b D 2 BT,
@ ABERE T ALT DS IER 72 - 728 % & 512
RENEBIAIC ALT % 2 LS ALT fii 2
W DRI, 2 ORER, ABERREERIC
BWTALT ER %2 PRI IR L LT, ERk
EDMAEMFE, ABRFOE Y v 8 7 IfIE, S
FWEES O AR ERMBAE OE N S 7z 3,
FRREHE DT 1:0%, TFREEEREE O F A 1 132
ZHZToRWI ERMERL 7 (K3). Lok
R o, NFHREREOREEZ BN T, FREL
AICHEZ 2 2 LIZAHNTIE R W EEZ sk,

S 5 IR IE D TR 12 1L, WA DWET
WA T, R & 2 piidtiie R o Zfic X 3
TR BIFEOERIEE XT3 (1K 4),
UL, BETEL T3 PR ELIF W
EETORMHICIEE->TES T, FRE LT,
PR % 2\ AN, LA B 7 IS 2R AR PR 13
HEATOHLZVWODLBEIRTH S, 22 Thihtbi
1%, EAFEREICE T 2R O RS R
ZHIREL T A 7-®, MRIIC X ) HIE & - sl
%, BERELMEECHEEL 2. 2 OfSE,
(BMI TOMIIEZ®T) EREBEDOFEIC X ) A
BEDELC T B EAL E LT, HRElZT L &
U 7l hs it S e, BRI IC X 2 K48 I
X0, HREIDMES TV AEEIa Y Fa— e
MBS EEZZ T TR D TR R P EH
26Ntz E 51T (BMI THIIERTYH) (R4 I
F 2 WEEZ T GEERTD S BFITEL T



LEHHE M HE - FEO=Z— RIS 2R 2 H I LT 307

B BIREF : heritability 50~80%
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4 PREEVEDSREDFEAE S & FEER O Gk 9 & D 51H)

25 Z218%) MAREEE LT, SR
XN, B4 XA =22 EOHEERLM O
DEFIEDHE Z 6Tz,

. FEtHEEDRREZAFRAL,
RAEICE D BERDERIC

Hib “Democratizing Clinical Research” 12
&, THEORIEVIZE OB FIH Rk T 3
10 DAY 2Rl Tsh, 2o 10#HED
by ZICEBE N T30k TREKGEDE S
N O, b B ERRIEGI DR TH 5.

FKIAFAM YR < ZXRIWICERAIL L 72050 &
b, BHFOIRERE TR IEHMS 6 ik WG
FEGI %2 R8RS 2 1o, BRI L kD% 1T %
B4 5 T L VRS phEESE O IR ZE D e RS &
T A2RETH S, FERRICDH I D E—ITE
2 BNERIE, WOKRINEZ &UBMEE L, 2
DI - RIS EAHTH 5, 2 L TZOf
K, JWRBICATL 20k - 1L DT DR OD3
BER S LT E ) 1T, JKRED I L
RoHRETH 5.

2001 iz e k7 LEHEIIC X B ) Ly — 7
Iy AMRGEGEE L, 4 ) LEEENT (genome
wide association study : GWAS) DI 12 265 75
—E 3% (single nucleotide polymorphism :

SNP) 37— R—=2 LS N7z, % DYk, FHiE
BEFEEDSE \ common disease (&, BEEDE\T
LB common variants IC X D FIET 2 TH S
9 & FHIE R, common variants T&H % SNP % H
W7z GWAS 12 & D iR 2 & T 2R E DR
JHEEDT ) AL RVTRIHI NS TH A ) &
Zzonl, L LM@EHIZEE T “missing heri-
tability”, 9 7 b HIZAWISED O BRIV ER 2378
FEICKE CBIGT 2 & SN BFAEIELR EPIc
BWTY, BECH»DLT ) LEREPREEZ
W EDMEIC R 5 72, bbb S
D GWAS % FE i L 7223, HEHICH /K IZ X
Bohhokt, 2ok, HARMO%EE %%t
RELIGWASIZ XD X9 R LMEANICER
RERDMG S Nz Ds, Bl 21X GWAS TE 5 i
MARITIEY A 7 3FIEICHF G T 54 v A
11 FREE D TR, KR Z D LICHIED X A
AL ZRHT % 03RO TR EF 2 S,
Z @ missing heritability Z @9 2 75758 & L
THRIBI N DD, common disease T rare
variants 23B45- L T\ 2 AJREME T, WL rare vari-
ants, 9 bLHEDHLT /) LERIEH L
FEFTIC & D, FHMEESEICHEFSGOREVWY XY
) AERNEHEMEZ b TG I N TV, b
nbnd, MARIEZ NS E L THESH LT
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REREEETICHEES5 X2 3CNV (N=55, 2.8%)

ASTN2 del (n=3) DPYD del (n=1)
CACNA1C del (n=1) GRID2 del (n=1) RELN del (n=1)
CACNA1H del (n=1) KATNAL2 del (nh=1) TMLHE del (n=2)
CHRMS3 del (n=1) MBD5 del (n=4) ULK4 del (n=2)
CSMD1 del (n=4) NRXN1 del (n=1) VIPR2 dup (n=1)
DLG2 del (n=3) NRXN3 del (n=1) ZNF804A del (n=1)
DMD del (n=1) PARK2 del (n=13)

FERIBEDAMECNY (N=19, 1.0%)
2p15dup (n=1) 9022.33-g31.2 del (n=1)
2p25.1-p24.3 del (n=1) 10p15.2-p15.1 dup (n=1)
3024 del (n=1) Terminal 11q dup (n=1)
4p14-p13 dup (n=1) 15026.3 dup (n=1)
6025.2 dup (n=1)
7921.11 del (n=1)
7931.1 dup (n=1)
8p23.2 del (n=1)

X022.3-923 dup (n=1)
Terminal Xpdel (n=1)

RBFOX1 del (n=3) | "%~

19913.2-q13.31 dup (n=1) n

.
REETTTTL
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o P|FRHCNVE2DH DEHE (N=5, 0.3%)

. R XXY + 16p13.11 del (n=1)
o, s 2q11.2 del + PTPRM del (n=1)
* H 1921.1 del + PARK2 del (n=1)

15011.2 del + NPAS3 del (n=1)
16p13.11 dup + VPS13B del (n=1)

MEEARBEREE (N=10,0.6%)
XXX syndrome (n=4)
XXY syndrome (n=6)

1537DEE
9.0%

v

RIEMMCNVs (N=77, 4.5%)

1021.1 (GJA5) del (n=3)

1g21.1 TAR syndrome reigion (HFE2) del (n=2)
2q12.2-q12.3 del (n=1

2g21.1 (ARHGEF4, GPR148) del (n=1)
3029 (DLG1) del (n=2)

13g12.12 del (n=1)

15g11.2 (NIPA1) del (n=9)

15013.1-q13.2 (APBA2) del (n=1)

16p11.2 (TBX6) del (n=1)

16p11.2 distal (SH2B1) del (n=1)

16p12.1 (EEF2K, CDR2) del (n=1)

17p12 HNPP/CMT region (PMP22) del (n=1)

22q11.22 (TOP3B) del (n=2)

22q11.21 VCFS region (3 Mb, COMT, CRKL) del (n=12)
22g11.21 VCFS region (1.7 Mb, proximal, COMT) del (n=3)
22g11.21 VCFS region (0.8 Mb, distal, CRKL) del (n=2)

Xp22.31 X-linked ichthyosis region (STS) del (n=3)

1g21.1 TAR syndrome reigion (HFE2) dup (n=1)
2q12.2-q12.3 dup (h=1)

7q11.23 Williams-Beuren Syndrome (WBS) region dup (n=1)
10911.21-g11.23 (CHAT,SLC18A3) dup (n=1)
15911.2-913.1 dup (n=1)

15013.1-q13.2 (APBA2) dup (n=3)

15013.3 (CHRNA7) dup (n=1)

15013.3 (CHRNA7) smaller dup (n=7)
15024.1-g24.3 dup (n=1)

16p11.2 (TBX6) dup (n=3)

16p12.1 (EEF2K, CDR2) dup (n=1)

16p13.11 (NDE1, MYH11) dup (n=2)
22q11.22-gq11.23 dup (n=1)

22q11.23 dup (n=2)

Xp22.31 X-linked ichthyosis region (STS) dup (h=5)

5 MEASRIHE 153/1,699 4 (9.0%) (ICHEIR

J bat—¥ZE® (copy number variations :
CNV) 24&% /) hicbi bt L2, 20k
W WNERZHT 2 CNV 2 & 2E0R9% T
FE L, 5L D QBHELN 3 MEN LDV
L7 (K5).

¥, WNEEZET S CNV 2 b OfEkH
FEEE D 40% TR RKMED 2 Ik FsE o ED
MRS, F7BYRARIC T R R 2 R S e
MERPE W LRI N, Isicflonkyr )
LF—=F BN 2 2 LT, HEIREDRRINIC
X, FTRARANT T LY T F LD EEI
Z, 7 ) B ORLEWESLIA b L AIE DR
DEIE T AR RR S e, ko7 A
R SR R FE D IS IS D, F iR
FOGHEZ FIICE 2 nRE kR S fz,

F7z, FEE L7 CNV D2k 22ql12 REE
KO3 REDEEFNT VD, ZTD2DODE
FT & S ITHARIPIETERE DR D TH Y R 7 28
(4 W50 500 L) TH DI (K6), MA
THEHFD50% M LIceRIELEE 2T 5 2

WEFZH9 5 CNV k12 X D 51H)

LWL I N TS, 2070, BERIEH
T %A A ISR B & FURS SR CIame 2 bR,
IR~ DRI & B R RIEA Sl D o E 2 3
T 5%, EBE, 22q11.2 RE% 6T DA TIE RS
DR S, TR T- 726, TLIERSED
JRRDE O EF L @LﬁP%HTiF%A%m
JEDH 2 BFIIBTE vy LEbND) LD
WK% 5 d3o T EdH 5,

— MRS RTIRE | JIGBR AR RIC K
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To Promote Research Findings That Help Respond to Patients’ and Their Families’
Demands : Linking Psychiatric Research, Education, and Clinical Practice

Norio OZAKI

Department of Psychiatry, Nagoya University Graduate School of Medicine

We, psychiatrists, have heard from patients and their families questions, concerns, and
desires about psychiatric care as follows : “Although I need to drive a car for my daily life and
also have kept my bipolar disorder under control for 3 years, my doctor hasn’t allowed me to
drive. My doctor told me that the package insert of a prescribed mood stabilizer states : “this
medication may cause drowsiness and dizziness, do not engage in operating hazardous machin-
ery including automobiles, and that’s why he cannot allow me to drive. I wonder when I can
drive my car as usual.” “My daughter with anorexia nervosa ignores her thinness and impa-
tiently opposes our advice to eat more food. We, as her parents, cannot understand what she
thinks and feels even if her doctor emphasizes the need for us to understand her.” “My schizo-
phrenic son was prescribed antidepressants with a diagnosis of depression. His psychotic
symptoms, however, became worse and he was hospitalized with a diagnosis of schizophrenia.
Although he does not have hallucinations any more, he became a mere shadow of himself and
is not what he used to be. We have noticed that a longer duration of untreated psychosis
causes an unfavorable prognosis. Please develop a diagnostic method to prevent others from
having to go through what happened to my son.”

Because the above-mentioned patients’ or their families’ demands are clinical questions, to
answer those questions we have carried out the following clinical psychiatric research. To
resolve the issue related to patients’ driving, we have assessed the acute and chronic effects of
psychotropics and sleep on driving ability measured by a driving simulator, as well as cogni-
tive functions and brain activity measured by near-infrared spectroscopy. We have also clari-
fied age- and depression-related changes in driving ability. In addition, we have performed
studies to determine risk factors for elevated liver enzymes during refeeding and their effect
on the therapeutic process in severely malnourished patients with anorexia nervosa, and to
understand the pathophysiology associated with their symptoms we examined their functional
and morphometric changes in the brain. Moreover, in order to transform the current symp-
tom-based psychiatric diagnosis and develop diagnostic methods and treatments based on the
etiopathology, we have been trying to elucidate the molecular pathogenesis of mental disorders
using molecular genetics, imaging, postmortem brains, and cell- or tissue-based models

(induced pluripotent stem cell (iPSC) established from patients with pathogenic variants), as
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well as animal models with high construct validity.

Finally, because the goal of psychiatric research to respond to patients’ and their families’
demands is, unfortunately, still beyond our reach, we have been training research-oriented
psychiatrists indispensable for future research who can promote innovative and personalized

care for patients.
< Author’s abstract>

<Keywords : patients’ and their families’ demands, clinical psychiatric research, driving,

anorexia nervosa, genome analysis >
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