5 119 5] [ AR SREE

BRI B DF MR & Z DKL
—HOHIDBEEIAICREOERA2IREL,

RS HICROWERPRETE L5185 —

% HEE Masaomi Iyo

5 119 [ HARS i A MR R R R
THERFR BRI PR R
THERFHSFHRERET 2 5 —

EE3, PERBTRALBERE(CHR, o, BPEREZREMER (FEH)
TREGRIAZRICfN, [21 HICIEFEERSEHBORNR] £EXT 1984 F(CEHE
EICRN &L, 1985 A LM IREZRAMFAMOAFRLEL LD, PET (CKBMAHH
RIDEICEY 2MRZMBLELI.. ZOE, [FHRERRES] 2S00 [EHE
HE] DY TEHREIE] (CKE (1987 &) Sh, ZTOREICEIER - gLV 5 -8B
MREHFRA (HM) PREESNELL EEIZ I TREREZRARN & HE
b72:73“'5%‘l’!b\ﬁﬂﬂ%ﬁr%qJIE\I’Eﬁ%%?:IL\ibT: Z D&, BOITERERKRZTEH

—EEMmSETVWLE, 2000 FICTFERFEFIMEFEZBEICED R L
%&;(;1960 FROEBHFOHZE TMEGHIA I S8, BRKICERL-BMT
BREDEAL, BEAAM RS VDR, BRREOMH/NAFY—h—HREEDE
Lfz. O, [DEE] ORIES ERGERE] OBTHAHN, FERZACIELDD
CHREMEMSEHRERBERAR LY Y —IRESNFE L. 2008 FICTERRMRM
XA EHERAERICHED, SRARELEBTORE, BERMNEZAVBR TR
ZITWE LT 2009 F(CABT/OYEVIH Eich, TERETOERZHS L
EREHEEEBL, EBOHEEEHRBMIESEAFBREEROETILERNELL,
2010 FIZIHAEREEZRICSMY BT E L. BHRERORMARNEHEIN
BOWED, BRIEFMERSARERARICERZBL, /NI VBRZMERHRLEDHE
EHEL, BRBHLIT>TCEELL. RAFKEXLHEIOF V1L AREDRIT

TKEBMES, RRAVYEYITETRY - FOBHREIEESIN, ZhoCEx
IBLTWEY, BHERIHSOELICKELRZEEZRIT, BHREIMISICESNE
¥. —AT, BREZOERICIHENLMEEHETLELS. EWICE [BOROERE
SAICREOEREZRMHL, FRSSICRVERMEHTEDLSIIBNTE] EWSE
BOLE, HROEITHITULD D, BHEEICEY SERKCHRE, HE, BHERK
HOBEZTOSRRZR/ERLL.

I EL B R bOy CT, RBANTEHERE ERGR MEEHRER R/ ERZEESR

doi : 10.57369/pnj.24-099

622 FERiEES (2024) #126% H95



¥ C & IC

I 40 FERIC, A RIPEDIREERE & LTI MR
PURBHRENES 2 & & HiT, IBFIRTIIERAJRREC
Z7aHFErPES L URRERDWELE L. £,
D ORDIEHHELE L TE, BIIEHOZWEBRHS 28N
o b= VERAAEEEPtO =Y - VLT FLF
Y UERDIAAHERE L IR TROONTETHET
25, BEBUX 1998 £ 5 14 EMD O, 3 HAZBA
TWE L7, —T, ARG S DR AU R E &
Wi h 2R ER S N, & O ICPEBMEREED 5 DfFiH
NDOHHAITOYL D DEIBFIIBEMN L 2D, 5 OWIREDL
RESELLUE U, 7z, RBETEHEE X 1990 FR_R1%
Eho—RIHFUIEBD L. LELRMRS, FErE
BOEYENLRROMBIHIEIAR o TT. £ 25T,
BRIITHCHDHETLZ 00, HEITA V2 b 25
Z DR REMRER CORIABE ICBIE T 2 Mz £
X o THMERFHOZALEE LD ET, 61,
KR DORE BECHEFIIAL ORFHNEARHZ T &
BIULET. BHRERZOLS 2R EDITELT S
BHER-_—lcbhbEd—AVDLDDEZFIINHT I L E
HIZ, L0 ROIBEHEREHIOEEL WS THEEL T
ETCVET. AR TR 40 SERICEEDRBL T2 72
WFZEL R B AR OREEZ RO IR L £ L 72,

HHEZ, BEHS5 FEETH oz 1982 FEORKMBIIEE
BT, VRO RERFEREDOTFZE LD, HHE
PICHEEAR DB E U, 72, 1983 FEHICTERNICH S
A R AR A TR AT I 6 AT T, BRI 8 I 5
(magnetic resonance imaging : MRI) % R 3 2#&%
BE LD, HRFE L TERAEEMMEREIC S MRI
BFEA->TELT, ZOMBEORIICESELELEL b
I, FBMRIEE CREMBREPHEMEREICB T2 7 VA
054 ¥ 7N a—A (fluoro-deoxyglucose : FDG) @
BMPETHif %2 RE T EZZ b, Kb HEftTcEes &
KIS D £ U 7.

HE L, BHREDL  REAHT, BEED 725
F#iE ETH B EHD, 21 HILIZEZD ERS KR Ok
R Z U UHEHRIE IIEMELORRZH LRVEL
7o, 22T, BOHREEREMARTICZE TR TE o Nk
TIRRZELET MR OB RBh#EEz (58 6 &) I«

SREER  DEBROBHER & ZDER

FBHEHZ A > THgIIZEE LcwEFELZE 25, Tun
X, POETHITZ] LBEZAVELEE, BHFHIASZ
LizrdEL .

1984 4 3 HICEEMZFEL, 6 AIKEMEIOHEE IC
720 F L7z, 1969 FFITHE S N7 TER B e LR
RTEE X Z DM, RS O i & HE S AAiER %
FELTEY, B o TERZOBMHEHIAE DD
{, BEALMRATELRETIIHVEHATLR, L
» U, FEEERBER RS =8O T, 198547
HICBEFRE AR AR O R4 Y, BRI
JE# (positron emission tomography : PET) #f%Eic%
MFTBIENTEDL LR E L., BEHRESRED
FERT TR, JUNREREEI O RERE TENEY L T
WBAM A ICHA Y, ZOBREARHEDLOI LD
TEE L7

&2 AT, WARRDOREMHER CEE 7-IRE D ABLEHIC
g 2 RITAH 1984 Elcw 2 a I TRECHD EiFoh,
IhZEEonHc TEMEEE] 13 1987 £iC DRSO
E] CRESNE L, ZORMEICE, THEEWIWIC
B o 1= E G AR AT S E DL ES BB, E AR
FERT X E S B ERT & &0FL T, 1986 4E 10 A 1 HicH
SEAERR - MR v —RERMREITERT L R D K L7, FHH
FREEBECEB L T L EHERECHE > Tz
&, RSN EMKERETICHIER L LTERET S
T, BUHBEZRAMEFROMEEDIET 22
Ll E L.

SRR FR AT T PET K X A7 2 F L 2
YT A7 7 —+¥ (acetylcholinesterase : AChE) Jfkl
SEDBFELHEE VAR, HARIEOHEICHED Y
¥ L7:. AChE JEMEDBIE L, BUHRBEERETEHT DA
ILRESAE 2 DI, BhERESTEREMMREARID
Bom{=sed, MM RO B R E b e P L —Y
Fh SR E T, 7Y NnA 2 —HCRGEEIMET L
TWw3Z &% [Lancet] WHELELAY, F 9310 D,
REEL PN v DIREFIEICIZERE S D2 oS
T2 ENTEID, Fi HABRRKFEERE O KA E %
£H [Nature] ([CHIFEHRIE O D/ ZEREEDET 2 HE
EhELEY.

E 72, 1997 4 1 H 2 & ## B OB ERER 2R g
ZHBOFAKBED S L CHHEZEZBD R E VR
EE L ERWIIOERIEE TR Z Y — P 550
T b= A% H Y, PET2Y Y —HbHLTWE L.

623



PET & v ¥ —ICIZEHBREED B LN E LN, HEH%E
EDRGFREZREGHAMICENEZL TR L ENOH
REbHoTBVE LKL Z08»FbH b, PET HFEZ
BT DHIENTEELELR. 2L T, ERERRERERO
BAMR S W se A LMK B L HEVAIRBMWEICEB T 5
FR32 Y 5 v AR—%— (dopamine transporter : DAT)
T 2MEZRITY 2 LMW TE, BEELAFHICEL-T
DATHEEMET L, v+ 7AMBRIC 2SI Vv MEE LT
28X VARG EEANER & 72 0 RERIREESE U B 2 LR
BINF LY, ZhiconT, LA ML RICLBE
AT S DAT BHEDET & EZL £ L7,

2000 £E 6 H 1 HICTEERYAE LB R ol HE D Bz
ICHMEL % UZe. fEBRRT RATEER HS 1988 IS T HERFHE
MRRHERIE S 2 B S &, KZETOMFRLIHERED
BEZDIEINE L. ZOBP T TEEPELLLLE
WAL REMAE > TETBO LA, EBRER
ZTHDWEIR>TEY, REBLWRITLE, £/, T
EENOBHEBRISIEIE RN —TICahNTWBIR
BTLk 22T, [HOROEESACREDEE L R
L, MRS LICRVERPRETEZ X518 NhT35] %
&L L, TEREHEMR L TEROBMEEL2RES Y
52 LEEBEELEL.

Z D24 K DTEREHEHROEE T, HiRIC>»

TREROEIAL L HICTERERBMEIE LT357HD
%mmi%%%bfgibt COMEEHES 5D
2, E9EEREEREIIZNTNICE o N AR ek i
i - Hﬂ?ﬁ?t L CEMEW /2 & £ L7z, Translational 72 #f
ZEEED LD LEL AV, MAERMEICET 5IMEH D-
serin DIETO % 5 o9+, EARE ICE T 2 iEH R
K #ERERT (brain-derived neurotrophic factor :
BDNF) REOK TR L, ML+ ~2—h—FRrEd
bhE L7 7, ERERKKROFETH S, HEv
KR EFICB T 5 DAT BEOETICOVWTE, B4
WoREOHEEDDHY, INVIFAV-S-FTVRT
7 —+ (glutathione S-transferase : GST) DIEIEMERL, *
T MEEEROBEE L EET 2 ATIIEMFEICZ D 2
TV EDRHOH RO, F v X225 TLE. £,
N-7 2 F N X T4 I DAT BERY D FHIRRH 5
ZEDWLhERDFLE,

2000 fEHH, EBERYICHEE 2 £ D00 T 72 B AT ENE
HEE TEREBMBIO T 2 MREL LTEAT S I L
LU, BEREBERERL T IRATEREORY: L EEgY 2

624

T 2 & & HICEMMNREZFBLE L. 2D, HK
FKEGEECTHBEFHEDIRNNH O, TERAIIRM
TENREORBEE DY) — & — N &ElZ2iH5 2 L2 T
&, 2009 T IFTE KA & LECHARMB LA Z T
EHRERCEMT 2B/ E Lk, BAEEZRNTH
EHEOER LD, FEDDI I ADFKEHBIEL
Y —R8 L UHERRZRMTER S v ¥ —R & L TRAl
ITEREDIE S L VK ZZEL L TE 0 £7.

1990 R IXD &, EHEERYIZ Evidence-Based Medicine
PHAFIAVPEHEINE LS XH->TEY, HHRk
HMTHHEEZITITEE L. YK, mRBEFOPFT
H o I IERERREDPRARFEDFEYFET LT ) X L
ZERL, 2EMCECIEI2E2 2 L8 TEE LAY,
¥/, TEEOBMBIE LWL T, [HERIVEDEYH
HEarver 2P 2HHRLE L EERL D, EikEE
FHThHh-o> THEELEL T 5 ABRENFHERITH 256
Wi, BAEMEITOABRETIZR L, HEMIBERANDO AR
ELTHMRIY ZY v 2ERITI LI A8 LEL

7o, %Y1, fRlOBEMPS RS v 7 & YRHERM & o g
BEUBZLLHDE LD, RLICEL DFLZDOHEGEE
BTETVrLEEVET,

1997 ST & - P Ef RERGEFEZERLL T,
2000 FEic [ HE] BWIES N, TFELT O Al E A
M6 L] 25 M4 E] b E LA F7, 2001
6 HICKRIRBE REW @M B REE, ERZ
BT R 2 AT o 7R PHRE 03 2 ) 2 g &Rk
HloEfE BT 2 ESEE 0, 2005 FFlcwbw b [E
BEZR] DPEfTEINE L. Th S OEBROMEIT IS
L THMEBRLMIGL TW Z itk ELRL. FERY
IIESCEBRIAE 1T K D 2003 I EATIERBLIC Z &)
DT ZAELEE, 2005 Ficth SR EEET IR v
F—DREINT LRz 28, EEEHEE] OMfTIcIdH
HHRGEDEESEHE L, RESEMLE L.
F 72, HSBEMRERETR L Y & — ICIEENEEHEZ D
HEY Y —ThrhTEMEAREICERLE L TEELT
WhREEEL.

— T, 2000 EAREEIGERFESHSMEL £ L
fe. LT, FERIZBWTDH 2008 £ ICHBHX D81
HiSEARERBE DM IR, EIPRAEH S FE T O RS e fR {8 5 7E X
PEBORRE WO BREAEOMGHEIELCELEZ. 22T,
Phrmiic iRFﬁﬁ@*‘gFﬁ’&&gﬁb HARE I RRR B &0
HEREROAIERRE CBRERICEEL T EX L .

FERiEES (2024) #126% H95



JEHFYLEEE B U TS E O CERE Th - 728
R ERHA L, RIABREZEDS  TIIAEEELH
DTH B0, KigswKEIK L Hils TR MER DRt
EAEEIBOBHIBELZITOE L, ZORMAIARLTO
BEREDET LD 1 DL LT EiFohFELEY, %
7z, FF - BABRTHICBE L QlEHfizHniz 7 u s
I LOMEZITY, MAEBRAEIRE L £ L7,
RO LS BTERTOMNIEZ L TWE I 5, EAIE
BOREMREMBIED [Z 2 A DMBEREMEEE] <
[ EEOENFEENE & REICET 2RAM%E]
(2007~2009 ) OREZHDH IERZH/ELE. 20
WFFRVED 72 2> TN R ZBRSe 4 A TR A9 IR o0 Al AR Y 3
B 2EEL, EABRLZ->Tw3EREHRE LTI,
BEEEL 0 2 & EEIREORMIERD 2 D TH B Z &8
Eo&EDLE LR 2T, BIFICOWTIIHDE L Mgz
FE Qe D3 OBBESIIE 24T 5 MR R L7 EOMKE %
RETLILDEETHLILZRELE LA
—7C, HARMEREMEREBICEL L, AT 7 uYE
YOBEBSTONE Z L L, Z ORI HEEERBREE X R
DTELIENEBELEINTOE L, FEE, YRicmHE
BIBRIE DS A U 72 B, RN BI O TRERIES ¥ 2 Z
ENTE, 7uFEVARRICKRESEIVWLLEUZL
7o, Z LT 2009 FIKEICEN S Z & 19FHIC, #idA
BicbruyerpdrmishiLz, LarLl, MEAER
TEERARNEL, BERBEANR L OBEATIOBEDOHEL S,
BIfERNDBZD S e hEKR L EEATLRE, 22T
TEETOYEK”Z DI L - EFEEARG 2 H/EL, T3
rsa¥Eryy—rvryudzs b ZHBL, BEoO#ANE
T B AT R R D ET NV LR D E L 72,
FEHBENE L TIRARIENREPERLRT —<D 1D
TL7. MARMEIREELFGVEEZONL R
5, RERDREMHD D113 & 0 WEL L - BBy
MERFEICOWTIIEETS CLPEEEEZ, A
FERUERE & R IIE OIR R LIR MR, TREHEBFE BT
DIFEICESEZB LI L. ZOWRICEESREAN ESE
FZCDEL DREFCIHNE VT TETE ET.
T, ABIFBIREOLHIREREVPRETHONT
ETCWRIEND, FNIVBEZERME (dopamine
supersensitivity psychosis : DSP) H3i& JRFHAE O #iG1L,
BEREAZEORT L& 2, DSP OFEPTIHE, AREOH
% %i@@ i L 7!-: 3,13~l9,22~30,33~35,37~42,50~56,58,59). et @ﬁ%

TREFFBALEPKRE CHBL TV, EF TIRHIGHE

SREER  DEBROBHER & ZDER

EIMERARIPED 2 2OHFHRD 1 2 DSP TH % L H
BRI Z OGN B LS ICh>TETVWET?, %7, &
A EPANE L bR E D, RS O
LS AONE 7Ty vany JRROBRARE - #AA
A=V ZDBNENEEX THAZED TOET. FFITR
MO AN E ZD LS REKHENZ LE2WMEL T
i-g-21,44,45)

WA, SETERTHHIORBMEREICET 2 =—XHE
FoTETVET., MEMBETIIREMRLY =V vl T
FRSRVDHDICHR>TETWET. FEERME IR
HOBEESETEIIHE->TCET. HEFHTHTLE
b 72 b ORI Z T, HEOKMREr 7= —XH
EHICEES>TVET. 51T, 2011 EOHARKEHK T
KEBMEZOBRBEEDPFRS N, TERETHIEER
Sz d UTERBRRRNET OMKEZEEZITVEL
7. ZEMIC IR BICERMER S — 2 (disaster psychi-
atric assistance team : DPAT) D&, T TIKELD
BSBcHBEI L T 9. Fillan F 7 4L REREOFAT
THREMBHSZEOBEEEN BTSN E LD, BEEIC
FHL T V=AML PEVF - Y A BDa
0 FEHEANDONIEICH DPAT BTIERE/TER» S HH
BLELR T 20X BARRITOERD1ID2LLT
A=NR=ZAF Ly ¥ —DOREEMEHINTVE LR, bh
DNEEAPBELISARS v, EEAZNRE L Web 7V
r—bREEZRTV, A== 7L v 5 =IO TRAT
BRI R T2 T, BMELELEY, £, 72U —
MZBILCHEBEAY Yy JREBEEV Yy 7 AY —
DAVINNVAT TREEL, AR—VHiEA 2L
NVATTHERZ S DI E2WMIHET AL ICk>Tw
£9. ZOLIREHDOLR, bhbhdaoFMicEslr
BERETAV—FDAYI ANV AEL VY TV AT
TEMEODR VI L L —= v ST 2R %
ToTVETY, 5% E L ICETHD O OREMERS: D A%
PHEMERO = —ADEE> T 2L BbhET.

 hHhH I

FEHER IS DRLIC KR S BB LR, BHRIER
AN DBEFRERAEH N Z TERBRERAAH D 2L I B
Boh2 LML TEE L. HOROEHICRED
Bz L, MRS DICRVERPRMtTES LS5, H
KRR AESHOL LD, BMEY: - BHERESER

625



LTl Zezial 9.

%E, RHEIBEEL THR T NS HEMHEIE % 0.

1

2)

3)

4)

5)

6)

7)

8)

9)

10)

11)

12)

626

Xk

HAR BT T —uhIERE AR AR - RBEREAEHC B
\F B HuIOR  ER I R R AR AL —. R AIREERE, 117 (7) 5 538-543,
2015

TERAERFEBRITARE, FERERE, WMHRD, Hed
i - FMRHRRE IC X 2 A RFPEDOEYFELa Vo ¥ R,
UiZ5, ®Hx, 2006

Chouinard, G., Samaha, A. N., Chouinard, V. A, et al. : Antipsy-
chotic-induced dopamine supersensitivity psychosis : pharma-
cology, criteria, and therapy. Psychother Psychosom, 86 (4) ;
189-219, 2017

Clark, D. M., Fairburn, C. G. : ZAYTEELEORIE L EE (B
HEREEER). BAIEE, ®, 2003

Fukami, G., Hashimoto, K., Koike, K., et al. : Effect of antioxi-
dant N-acetyl-L-cysteine on behavioral changes and neurotoxic-
ity in rats after administration of methamphetamine. Brain Res,
1061 (1) ; 90-95, 2004

Hashimoto, K., Fukushima, T., Shimizu, E., et al. : Decreased
serum levels of D-serine in patients with schizophrenia : evi-
dence in support of the N-methyl-D-asparate receptor hypofunc-
tion hypothesis of schizophrenia. Arch Gen Psychiatry, 60 (6) ;
572-576, 2003

Hashimoto, K., Tsukada, H., Nishiyama, S., et al. : Protective
effects of N-acetyl-L-cysteine on the reduction of dopamine
transporters in the striatum of monkeys treated with methamphet-
amine. Neuropsychopharmacology, 29 (11) ; 2018-2023, 2004
Hashimoto, T., Hashimoto, K., Matsuzawa, D., et al. : A function-
al glutathione S-transferase P1 gene polymorphism is associated
with methamphetamine-induced psychosis in Japanese popula-
tion. Am J Med Genet B Neuropsychiatr Genet, 135B (1) ; 5-9,
2005

Hashimoto, T., Hashimoto, K., Miyatake, R., et al. : Association
study between polymorphisms in glutathione-related genes and
methamphetamine use disorder in a Japanese population. Am J
Med Genet B Neuropsychiatr Genet, 147B (7) ; 1040-1046,
2008

PHEIER, ILRRTIIRR, fRE R e S b RS
D2 F=NIvZABHEROET—FRY oy - 23vyva
v FETIT 4 I K BME—. BEE, 26 (2); 213-220,
1989

Iyo, M., Nishio, M., Itoh, T., et al. : Dopamine D2 and serotonin
S2 receptors in susceptibility to methamphetamine psychosis
detected by positron emission tomography. Psychiatry Res, 50
(4) 5 217-231, 1993

Iyo, M., Namba, H., Fukushi, K., et al. : Measurement of acetyl-
cholinesterase by positron emission tomography in the brains of
healthy controls and patients with Alzheimer’s disease. Lancet,
349 (9068) ; 1805-1809, 1997

13)

14)

15)

16)

17)

18)

19)

20)

21)

22)

23)

24)

25)

26)

Iyo, M., Tadokoro, S., Kanahara, N., et al. : Optimal extent of
dopamine D2 receptor occupancy by antipsychotics for treatment
of dopamine supersensitivity psychosis and late-onset psychosis.
J Clin Psychopharmacol, 33 (3) ; 398-404, 2013

Kanahara, N., Hirabayashi, M., Mamada, T., et al. : Combination
therapy of electroconvulsive therapy and aripiprazole for dopa-
mine supersensitivity psychosis. Schizophr Res, 202 ; 398-400,
2018

Kanahara, N., Yoshimura, K., Nakamura, M., et al. : Metabolism
of risperidone by CYP2D6 and the presence of drug-induced
dopamine supersensitivity psychosis in patients with schizophre-
nia. Int Clin Psychopharmacol, 34 (3) ; 124-130, 2019
Kanahara, N., Takase, M., Sasaki, T., et al. : The effectiveness of
very slow switching to aripiprazole in schizophrenia patients with
dopamine supersensitivity psychosis : a case series from an open
study. Int Clin Psychopharmacol, 35 (6) ; 338-344, 2020
Kanahara, N., Kimura, H., Oda, Y., et al. : Recent discussions on
dopamine supersensitivity psychosis : eight points to consider
when diagnosing treatment-resistant schizophrenia. Curr Neuro-
pharmacol, 19 (12) 5 2214-2226, 2021

Kanahara, N., Yamanaka, H., Shiko, Y., et al. : The effects of
cumulative antipsychotic dose on brain structures in patients with
schizophrenia : observational study of multiple CT scans over a
long-term clinical course. Psychiatry Res Neuroimaging, 319 ;
111422, 2022

Kanahara, N., Kimura, H., Kinoshita, T., et al. : Efficacy of
asenapine in drug-resistant psychotic patients with dopamine
supersensitivity psychosis : two cases. Clin Psychopharmacol
Neurosci, 21 (1) 5 197-201, 2023

Kane, J. M., Agid, O., Baldwin, M. L., et al. : Clinical guidance
on the identification and management of treatment-resistant
schizophrenia. J Clin Psychiatry, 80 (2) ; 18com12123, 2019
Kimura, A., Hashimoto, T., Niitsu, T., et al. : Presence of psycho-
logical distress symptoms associated with onset-related life
events in patients with treatment-refractory depression. J Affect
Disord, 175 ; 303-309, 2015

Kimura, H., Kanahara, N., Watanabe, H., et al. : Potential treat-
ment strategy of risperidone in long-acting injectable form for
schizophrenia with dopamine supersensitivity psychosis. Schizo-
phr Res, 145 (1-3) 5 130-131, 2013

Kimura, H., Kanahara, N., Komatsu, N., et al. : A prospective
comparative study of risperidone long-acting injectable for treat-
ment-resistant schizophrenia with dopamine supersensitivity
psychosis. Schizophr Res, 155 (1-3) ; 52-58, 2014

Kimura, H., Kanahara, N., Sasaki, T., et al. : Risperidone long-
acting injectable in the treatment of treatment-resistant schizo-
phrenia with dopamine supersensitivity psychosis : results of a
2-year prospective study, including an additional 1-year follow-
up. J Psychopharmacol, 30 (8) ; 795-802, 2016

Kimura, H., Kanahara, N., Iyo, M. : Rationale and neurobiologi-
cal effects of treatment with antipsychotics in patients with
chronic schizophrenia considering dopamine supersensitivity.
Behav Brain Res, 403 ; 113126, 2021

Kimura, M., Oda, Y., Oishi, K., et al. : Effects of repeated electro-
convulsive shocks on dopamine supersensitivity psychosis model

FERiEES (2024) #126% H95



27)

28)

29)

30)

31)

32

~

33)

34

=

35)

36)

37

~

38)

39)

rats. Schizophr Res, 228 ; 1-6, 2021

Kimura, M., Oda, Y., Kimura, H., et al. : Reduction of dopamine
and glycogen synthase kinase-3 signaling in rat striatum after
continuous administration of haloperidol. Pharmacol Biochem
Behav, 202 ; 173114, 2021

Kimura, M., Oda, Y., Hirose, Y., et al. : Upregulation of heat-
shock protein HSP-70 and glutamate transporter-1/glutamine
synthetase in the striatum and hippocampus in haloperidol-
induced dopamine-supersensitivity-state rats. Pharmacol Bio-
chem Behav, 211 ; 173288, 2021

Kobayashi, R., Oda, Y., Hayatsu, R., et al. : Successful rechal-
lenge with paliperidone after clozapine treatment for a patient
with dopamine supersensitivity psychosis. SAGE Open Med
Case Rep, 8 ; 2050313X20929561, 2020

Kogure, M., Kanahara, N., Kimura, M., et al. : Long-term treat-
ment with long-acting injectable antipsychotic in schizophrenia
patients with and without dopamine supersensitivity psychosis :
a 6-year retrospective comparative study. J Clin Psychopharma-
col, 42 (4) ; 357-364, 2022

Komatsu, H., Sekine, Y., Okamura, N., et al. : Effectiveness of
Information Technology Aided Relapse Prevention Programme in
Schizophrenia excluding the effect of user adherence ; A ran-
domized controlled trial. Schizophr Res, 150 (1) ; 240-244,
2013

Lally, J., Ajnakina, O., Di Forti, M., et al. : Two distinct patterns
of treatment resistance : clinical predictors of treatment resis-
tance in first-episode schizophrenia spectrum psychoses. Psychol
Med, 46 (15) 5 3231-3240, 2016

Masumo, Y., Kanahara, N., Kogure, M., et al. : Dopamine super-
sensitivity psychosis and delay of clozapine treatment in patients
with treatment-resistant schizophrenia. Int Clin Psychopharma-
col, 38 (2); 102-109, 2023

Nakata, Y., Kanahara, N., Iyo, M. : Dopamine supersensitivity
psychosis in schizophrenia : concepts and implications in clinical
practice. J Psychopharmacol, 31 (12) ; 1511-1518, 2017
Nakata, Y., Kanahara, N., Kimura, H., et al. : Efficacy of clozap-
ine on dopamine supersensitivity psychosis in schizophrenia. Int
Clin Psychopharmacol, 32 (3) ; 169-173, 2017

Nakazato, M., Hashimoto, K., Shimizu, E., et al. : Decreased lev-
els of serum brain-derived neurotrophic factor in female patients
with eating disorders. Biol Psychiatry, 54 (4) ; 485-490, 2003
Niitsu, T., Hata, T., Nishimoto, M., et al. : A randomized-con-
trolled trial of blonanserin and olanzapine as adjunct to antipsy-
chotics in the treatment of patients with schizophrenia and dopa-
mine supersensitivity psychosis : the ROADS study. Asian J Psy-
chiatr, 53 ; 102369, 2020

Oda, Y., Kanahara, N., Iyo, M. : Alterations of dopamine D2
receptors and related receptor-interacting proteins in schizophre-
nia : the pivotal position of dopamine supersensitivity psychosis
in treatment-resistant schizophrenia. Int J Mol Sci, 16 (12) ;
30144-30163, 2015

Oda, Y., Tadokoro, S., Takase, M., et al. : G protein—coupled
receptor kinase 6/ B-arrestin 2 system in a rat model of dopamine
supersensitivity psychosis. J Psychopharmacol, 29 (12) ; 1308-
1313, 2015

SREER  DEBROBHER & ZDER

40)

41)

42)

43)

44)

45)

46)

47)

48

=

49)

50

=

51

~

52

~

53)

54)

Oda, Y., Kanahara, N., Kimura, H., et al. : Genetic association
between G protein-coupled receptor kinase 6/ B-arrestin 2 and
dopamine supersensitivity psychosis in schizophrenia. Neuropsy-
chiatr Dis Treat, 11 ; 1845-1851, 2015

Oda, Y., Fujita, Y., Oishi, K., et al. : Alterations in glutamatergic
signaling in the brain of dopamine supersensitivity psychosis and
non-supersensitivity psychosis model rats. Psychopharmacology
(Berl), 234 (20) 5 3027-3036, 2017

Oishi, K., Kanahara, N., Takase, M., et al. : Vulnerable combina-
tions of functional dopaminergic polymorphisms to late-onset
treatment resistant schizophrenia. PLoS One, 13 (11) ;
e0207133, 2018

Okubo, Y., Suhara, T., Suzuki, K., et al. : Decreased prefrontal
dopamine D1 receptors in schizophrenia revealed by PET.
Nature, 385 (6617) ; 634-636, 1997

Sato, A., Hashimoto, T., Kimura, A., et al. : Psychological distress
symptoms associated with life events in patients with bipolar dis-
order : a cross-sectional study. Front Psychiatry, 9 ; 200, 2018
Seki, R., Hashimoto, T., Tanaka, M., et al. : Identification of psy-
chological features and development of an assessment tool for
event-related psychological distress after experiencing non-trau-
matic stressful events. PLoS One, 16 (3) ; 0249126, 2021
Sekine, Y., Minabe, Y., Ouchi, Y., et al. : Association of dopamine
transporter loss in the orbitofrontal and dorsolateral prefrontal
cortices with methamphetamine-related psychiatric symptoms.
Am J Psychiatry, 160 (9) ; 1699-1701, 2003

Sekine, Y., Ouchi, Y., Takei, N., et al. : Brain serotonin transport-
er density and aggression in abstinent methamphetamine abusers.
Arch Gen Psychiatry, 63 (1) ; 90-100, 2006

Shiina, A., Niitsu, T., Kobori, O., et al. : Perception of and anxiety
about COVID-19 infection and risk behaviors for spreading
infection : an international comparison. Ann Gen Psychiatry, 20
(1) 13,2021

Shimizu, E., Hashimoto, K., Okamura, N., et al. : Alterations of
serum levels of brain-derived neurotrophic factor (BDNF) in
depressed patients with or without antidepressants. Biol Psychia-
try, 54 (1) ; 70-75, 2003

Suzuki, T., Kanahara, N., Yamanaka, H., et al. : Dopamine super-
sensitivity psychosis as a pivotal factor in treatment-resistant
schizophrenia. Psychiatry Res, 227 (2-3) ; 278-282, 2015
Tachibana, M., Niitsu, T., Watanabe, M., et al. : Effectiveness of
blonanserin for patients with drug treatment-resistant schizo-
phrenia and dopamine supersensitivity : a retrospective analysis.
Asian J Psychiatr, 24 ; 28-32, 2016

Tadokoro, S., Okamura, N., Sekine, Y., et al. : Chronic treatment
with aripiprazole prevents development of dopamine supersensi-
tivity and potentially supersensitivity psychosis. Schizophr Bull,
38 (5); 1012-1020, 2012

Tadokoro, S., Nonomura, N., Kanahara, N., et al. : Reduction of
severity of recurrent psychotic episode by sustained treatment
with aripiprazole in a schizophrenic patient with dopamine
supersensitivity : a case report. Clin Psychopharmacol Neurosci,
15 (1) ; 79-81, 2017

Takase, M., Kanahara, N., Oda, Y., et al. : Dopamine supersensi-
tivity psychosis and dopamine partial agonist : a retrospective

627



55)

56)

57)

58)

628

survey of failure of switching to aripiprazole in schizophrenia. J
Psychopharmacol, 29 (4) ; 383-389, 2015

Takase, M., Kanahara, N., Oda, Y., et al. : The impacts of dopa-
mine D2 receptor polymorphism and antipsychotic dosage on
dopamine supersensitivity psychosis in schizophrenia. Schizophr
Res, 190 ; 182-183, 2017

Takase, M., Kimura, H., Kanahara, N., et al. : Plasma mono-
amines change under dopamine supersensitivity psychosis in
patients with schizophrenia : a comparison with first-episode
psychosis. J Psychopharmacol, 34 (5) ; 540-547, 2020

WOolff, R. : W= NN—=FZ « A > — A ¥ )L a—FBH»PT
AVEINVIL—ZV TORBE—1T7 53— A LESEIH
AEE DT 2=y 7 — (BHBIRE, REAHH, REBEER). ~—
AR=I -2 H YU, B, 2021

Yamanaka, H., Kanahara, N., Suzuki, T., et al. : Impact of dopa-
mine supersensitivity psychosis in treatment-resistant schizo-

phrenia : an analysis of multi-factors predicting long-term prog-

59)

60)

61)

62)

nosis. Schizophr Res, 170 (2-3) ; 252-258, 2016

Yamasaki, F., Kanahara, N., Nakata, Y., et al. : Can brexpiprazole
be switched safely in patients with schizophrenia and dopamine
supersensitivity psychosis? A retrospective analysis in a real-
world clinical practice. J Psychopharmacol, 37 (10) ; 992-1002,
2023

Yano, F., Nakata, Y., Niitsu, T., et al. : Japanese youth athletes’
mental health and psychological resilience during the COVID-19
pandemic : a cross-sectional study. Sports Psychiatry, 71-79,
2024

KREEAHE, BHEUEE, PREEENEA 0 b FEEEICBIT S 11C-
N-methylspiperone O 5 &8 DM IC & 3 24k, HKEZ, 28
(1) 5 63-69, 1991

B MHSE © TERERMRER A RIEREYIRHFIE 2007—= &
TYALEISSHEBET VIV XL B L —DRICILOD
»?—. EEAREERE, 39 (5);225-230, 2008

Psychiatry in Response to Changes and Undercurrents in Society
Providing the Best Medical Care Available and Future Improvements

Masaomi Iyo

Department of Psychiatry, Graduate School of Medicine, Chiba University
Center for Forensic Mental Health, Chiba University

I became a psychiatrist in 1984 after encountering schizophrenic patients in clinical prac-
tice and being exposed to brain imaging research at the National Institute of Radiological Sci-
ences (Chiba, Japan). I believe that the 21st century is the era of psychiatry in both medicine
and medical research. In 1985, I became a research student at the National Institute of Radio-
logical Sciences and started research on neurotransmission in the brain by PET. In 1987, the
Mental Health Law was revised after the “Utsunomiya Hospital Incident”, and the National
Institute of Mental Health, National Center of Neurology and Psychiatry (Ichikawa City)
was organized where I was appointed. At the center, I conducted research on Alzheimer’s dis-
ease, schizophrenia, and methamphetamine psychosis while concurrently serving as a
researcher at the National Institute of Radiological Sciences. I also continued some of my work
at Hamamatsu Medical School.

I assumed professor of the department of psychiatry, School of Medicine Chiba Universi-
ty in 2000. The research structure of the department was fragile due to a medical struggle that
had persisted since 1969. We introduced cognitive-behavioral therapy directly related to clini-

cal practice, developed treatment guidelines, and promoted research on blood biomarkers of
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psychiatric disorders. In 2008, psychiatric treatment in the Toso area of Chiba prefecture col-
lapsed. Therefore, we established clinics, promoted community transfers, and conducted
research on relapse prevention using communication technology. In 2009, clozapine was final-
ly launched in Japan, and we organized a medical collaboration to promote its use in Chiba
Prefecture, which became a model for the government’s regional collaboration project for
intractable psychiatric disorders. Long—term hospitalization in psychiatric hospitals has not
been eliminated, and we have shifted our focus to research on treatment-resistant schizophre-
nia, promoting research on dopamine supersensitivity psychosis and other disorders, as well as
educational activities. Disaster psychiatry has been the focus of our department such as the
response to the Great East Japan Earthquake and the corona virus pandemic. Moreover, ath-
letes’ mental health has been a focus due to the Tokyo Olympics. Psychiatry is greatly affected
by changes in society, and psychiatrists are forced to respond. Continuous research is necessary
for the development of psychiatry. Fortunately, under the philosophy of “providing the best
possible medical care to the patients in front of us and striving to provide even better medical
care in the future”, we have the opportunity to conduct clinical practice, research, and educa-
tion, and establish a psychiatric care system related to mental illness, while responding to

changes in society.

Author’s abstract

Keywords PET, cognitive behavioral therapy, medical disruption, community psychiatry,
dopamine supersensitive psychosis
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