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Abstract

Schizophrenia exhibits wide variation in epidemiological characteristics. Through the
past few decades, we have learned much about schizophrenia epidemiology, providing
important findings for etiological research, clinical care and public health. In this article,
we provide overview of current research on incidence, prevalence, risk factors, mortality
and outcome of schizophrenia.

Contrary to traditional understanding, the incidence and prevalence of schizophrenia
show prominent variation between locations. Risk factors for schizophrenia include urbanic-
ity, migration, sex, season of birth and pregnancy and birth complications. Schizophrenia
patients have an increased mortality risk compared with the general population. Recent
studies aboiit outcome show niot so tragic, especially in regard to social functioning. Over
the recent decades, circumstances have been changing around schizophrenia. As to treat-
ment, for example, ‘the second generation antipsychotics’ have replaced conventional ones
and ‘early intervention’ is developing. However, we have only limited evidences of current
schizophrenia. Further epidemiological development is needed.
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%5 & #(incidence rate), & J% ¥ (prevalence
rate), FEIRAHER (morbid risk) 3% 5.

1) % & =
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B0, WHABY RE)TRENA.

WA REORERITE R, Bz EL
T—ELwbhT&7 WHOWXZEEER
EEoERRERICHE T 5 EHREFFEWHO
Collaborative Study of the Determinants of Out-
come of Severe Mental Disorders: DOSMeD)?*
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HHY, ERZECEEEOMTIZIZIEZ—HL
T 0.2(1,000 A7z ) Bl L2fETH 2.
¥ 7= present state examination (PSE)-912 X %
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369



Nippon Rinsho Vol 71. No 4, 2013~4 585

K2 BECHU SMERBEOLETRE L RARRKRE

PR & (1940)  0.38
4 5 (1941) 0.32
SEF & (1941) 0.41
#I5 (1941 0.22
PIAT B (1942)  0.26
KITH(1943) 021
FHEF S (1943) 0.4
BFHT & (1944) —
FE  (1957)  0.74
HrH5(1958) 1.12
HH S (1958) 0.28
FrFt 5 (1959) 0.50
FKIE & (1964) 0.47
T 6 (1969) 0.8
FA (1972) 0.85
SeH6(1975) 019
SEH 5 (1978) 1.79

0.55 0.23 0.91

— — 0.74
047 0.35 0.98
022 0.22 0.49
0.23 0.30 0.64
0.24 0.18 0.50
0 0.50 0.52
- — 0.82
0.90 0.59 1.68
— — 247
— — 0.48
0.54 0.47 0.91
: . 1.03
091 0.86 2.11
— — 1.37
0.39 0 0.35
2.7 0.99 248

LT Y BEFZ P RENRF—F OFERE L.

(B X v 51 H)

H &R R T REARE (lifetime prevalence) s
b FERLRPPELZY, AOBRBHTERS
BREBOBB LS 5 /20, B, B
X BERERPKEN,

#2112, HERIZBIFS1940-78F 12015 T
Wi SN HAEREOEBE HELRT.
2047 % TH 5. Flfho7 VTHER
(1953~82 42) T3, HEFHEIL 0.09-0.38%
TH D, 1980 EMRIFTb NI KE TOEEH
P& H b L, Epidemiologic Catchment Area
Study in the United States(ECA Study)® T
HEA R EH13% LB S h, National
Comorbidity Survey® CIREASEEYIOF
TORHFEEEOEELF RS

RAT0.60 %, B
AHEICIRS £ 0.14 % TH - 72, Kodesh 5"
i%, 2003-09 ST AT T OFEE IFIE DRI H
REE 0.5 % THEREZRE VA, FEEEIC
BB L EWTIIERITEL 25 IO THRE
AEMT B0 L, BT 25-445% ¥ —
71 60T CHAERERT BT WE,

3) FERfEkRE

BRBIZ BT RRLERDA 2 & A B RN

BEENEERSNEZVEVWI RERH B, oh
LT, EROFBEREZEICANTER
ROLWEIND OVRERERECTH L. Hil
R REROBEROBRME LTHERT 2K
BEbH D BERATHEVRE URELIEER
WRFTONBE L IR B ICoNT, BRER
EARWLNLBEAERD L. DOSMeD
BRETHE REAREEIEMET0.59-1.52%,
ZHET048-203% TH Y, BEFOEIZTEMN
0.82%, ZM067%, SHT074%THorz".

2. BB ETF

Bromet 5213, FAELFEOEFTFE B
THREINTELBRETFICOWT, ADBRE
H9%5% (demographic characteristics) & LT,
OHLBE, OFH Oz OBIFIRE,
M K8 T (predisposing factors) & LT, @
HAEZRE, @R - HAESIE ©WESELA,
@EFEHEE, BIUHERT (precipitating
factors) & LC, OBBERE, @A L A%
FTwb, ZZCRENRSO—ERERIRL CH
T 5.

370



586

1) #HaEE HSEFRE)

MEEFRETBEVWESEBICBNTEVET
BEE DL, Faris 5212 X o T 1930 FEAUS
¥ TN AR ABRRRALTIE, FOER
ERECEIRAERAENADOWITADD
102 N7 o728, WREEOBRE X T3 25
ARG THolz. —F, BREEEWE o) T
BHIEEERD oz BOHERE LK
LREOREOEEICOWT, 220DEHID
5. 12HI1Z FELXEFEEODLTALN
SRV ARNA N VARBREREY AT R E
PRIFEOBERE D, LT5 SMBEH ©Td
y, 20HREENICRARRELRZRT 24
BB O E AP SRR —TE - BERED
BOWHBIBEHLE L7252 HEHER-2
BP CThHAH BEEZEETIHEIS WY
Cantor—Graae™ 3 1996—-2006 EEDFHL D X ¥
R 24TV, W — 2y "NOBEH ORFFI
B2 BEEO 2ROMERFEDTKERDE
Eps, MERREOREIHENERIK
S BESTHI L, HICAYREY, BERNE
ECTRHEHIEETH L & 2HBML, T
FR OIS RE~OBEESFECHESE LCw
HEEZONLY, CHICET AR XX
Bl ERRTVE, EPCHEET Y
BEFEOREHBBRAETFE LTHEENL TN,

2 E

FERIIBWTIREENSZ WL TLHRENS
{, McGrath B*12k 5 &, BEROBELHD
it 1.4 T 5. Ochoa 5™, BHIZZAE
BOE L, BEERPEN L, KT
BAE L, ERBFIELERENS NI ERE
PEELTCWA Tl ARBRIEFERME
FwvEv), Okkels BPO#HEFITL B &, 18
RARMFEEDOR S RFEDEERIIBEETE
A5, 19942010 FFICBRZE L 2B A e o Fas
BETH 5.

3) HEZSH

Torrey HPH& B4 T NITHARTFEIS W
CEWHEELTRL, #BE L DREIMTOIT
&7z HARIBWTD Shimura 5P 0#EIDH
D, MRLLTRIZIIHEILENTYDS, 0%

371

B ARk 71 %5 4 5 (2013-4)

&, BRIZOWTR YA VARYRH, HIA: ©
MR EPRBENRTWAY,

4) 1R - HESHHE

pregnancy and birth complications (PBCs) 7%
HEOERETFTH LI LIEUR L VSN T
BY, Geddes 5L 1966-96FE DL D A %
BT RIT, WEIEOK, BE BRAERELRE
ORISR ERHE L BEND 5 Ll
b, RIEEBREOBVHEREL OBEY,
FREFNIEZENOBE, TAVARELO
BEPATRE STV A,

3. BREFETE

MERREOBEETRADOELR L IERTH
BHPEL, FTRRTEZODDDE, Palmer
5%1% 1966—2005 FE DFR LD A ¥ BT 24T\,
BEOAIUPAED) bTEREREEL, H
BUERE,SHEVEICZWERRTWES, &
#{VIB T I (standardised mortality ratio: SMR)
2B LT, Saha 577%%1980-2006 4E D # 3L %
X FIERN LI2RER, MARFAEREO SMRO
B EIZ26 ThoZ BEIUTIZARIZLA
SMRA129 ¢ |d —MAOEH E DEFTKE
{, BHEUADTRTORRIZBNTHHEE
FERZIRCREELo 2. £72SMRIE
1970 482 6 1990 FARUT 2V THOME RN B
LEng,

4, EEH &R

BPERICOWTONIER, SHikEemk
M, EERREOF R LR EOR
BhSITTV. ThE COERMNEREEH
EOERICHET 2 BTN EORELESIC
FTE HEORRIILESTEY, BRIFhE
RICELZ R3S R IR, HEBSRRO
HiD: B A B & Kraepelin iR L7z “BRFER
BHUOEELREMIDRVEWE 5.

A ERENEREOEME S 3 EREIH
£ L7 W-SOHOFI® ¢, 37 HE% 62D
W (RN AL, B EERE, R g - B,
hEEk, kT TUL - RE OET VT EHT
THEIEN S N SR CHENEMRRR



Nippon Rinsho Vol 71, No 4, 2013-4 587

Ciompi (1980) 37 289

%3 MRGEAEEPEOSRICETIENREE

27 42 39
Bleuler (1978) 23 208 20 24 51
Bland, Orne(1978) 14 90 26 37 65
Salokangas (1983) 8 161 26 24 69
Shepherd, et al(1989) 5 49 22 35 45
Takada, et al(1997) 15 65 28 21 40
(™ X Y 51 |
66.1%, MREERIEMERIZBA%THY, BHE  HBY
DFLBATFHETFIEERRTH 72 K b I

B MRS b BV O RAL B8 (60.1 %), B
BECORET V7 (844 %) TH Y, HRENE
BRI T7T 70 A - PRTRHEL (17.8%),
RRMIER TR DB P -72(350%). WIhoH
BCHEERSTORABEIRW: &, K
ThaIl, RBETHHZEFEFOEMRE
OFRRFThot. T BHWRAEE
(duration of untreated psychosis: DUP) A¥g\>

A RTIEICH T 5 EREFEFEHIIDONWT
BN DOBFR#E 2B L7, REOE IR
FREIRIE 2 & ORYIRE DR S LRI AD
BEORBELE, MARFELIY & R
BEMSEALNTVAEY, FREZEMICRT
IEFVARVEREDRG, SE % 2B
ROFBVLENS.

Tl BEPRERERR LR 5 L Ol

1) Cooper B, Morgan HG: Epidemiological Psychiatry (ed by Charles C), Thomas Publ, Springfield,
1973—HIERIERH (R : 3B RIES,, pl42, EAEIE, 1981

2) Jablensky A, et al: Schizophrenia: manifestations, incidence and course in different cultures. A
World Health Organization ten—country stidy. Psychol Med Morogr Suppl 20: 1-97, 1992.

3) HURIL B MAKREBRBEYA P94 v (EBRRE, £ E5PR), p7-15, BSER, 2004,

4) McGrath J, etal: A systematic review of the incidence of schizophrenia: the distribution of rates and
the influence of sex, urbanicity, migrant status and methodology. BMC Med 2: 13, 2004.

5) Kirkbridge JB, et al: Heterogeneity in incidence rates of schizophrenia and other psychotic
syndromes: findings from the 3—center AeSOP study. Arch Gen Psychiatry 63: 250258, 2006.

6) Okkels N, et al: Changes in the diagnosed incidence of early onset schizophrenia over four decades.
Acta Psychiatr Scand, 2012. doi: 10.1111/5.1600-0447.2012.01913.x. [Epub ahead of print]

7) Kodesh A, et al: Epidemiology and comorbidity of severe mental illnesses in the community:
findings from a computerized mental health registry in a large Israeli health organization. Soc
Psychiatry Psychiatr Epidemiol 47: 1775-1782, 2012.

8) MW, KEFEZ : ARICBY 2EZNBHERZOER & WFREN. ERBWESERE 24 1
MERERE (A ER, BN ER), p469-488, HILEE, 1999.

9) Regier DA, et al: One—month prevalence of mental disorders in the United States. Based on five
Epidemiologic Catchment Area sites. Arch Gen Psychiatry 45: 977-986, 1988.

10) Kessler RC, et al: Lifetime and 12—month prevalence of DSM-III-R psychiatric disorders in the
United States. Results from the National Comorbidity Survey. Arch Gen Psychiatry 517 8-19, 1994,

11) 3ih3sk, PRA  MEERWEDES, 8. Pharma Medica 20t 13-17, 2002.

12) Bromet EJ, et al: Epidemiology of psychosis with special reference to schizophrenia. In: Textbook

372



588 H Ak 71 % 4 5 (2013-4)

in Psychiatric Epidemiology (ed by Tsuang MT, etal), p283-300, Wiley—Liss, New York, 1995.

13) Faris REL, Dunham HW: Mental Disorders in Urban Areas; An Ecological Study of Schizophrenia
and Other Psychoses. Univ Chicago Press, Chicago, 1939.

14) Fox JW: Social class, mental illness, and social mobility: the social selection—drift hypothesis for
serious mental illness. J Health Soc Behav 31: 344-353, 1990.

15) Cantor—Graae E: The contribution of social factors to the development of schizophrenia: a review of
recent findings. Can J Psychiatry 52: 277-286, 2007.

16) Vassos E, et al: Meta-analysis of the association of urbanicity with schizophrenia. Schizophr Bull
38(6): 1118-1123, 2012.

17) Mortensen PB, et al: Effects of family history and place and season of birth on the risk of
schizophrenia. N Engl J Med 340: 603608, 1999.

18) Pedersen CB, Cantor—Graae E: Age at migration and risk of schizophrenia among immigrants in
denmark: a 25—vear incidence study. Am J Psychiatry 169: 1117-1118, 2012.

19) Ochoa S, et al: Gender differences in schizophrenia and first—episode psychosis: a comprehensive
literature review. Schizophr Res Treatment, 2012. [Epub ahead of print]

20) Torrey EF, Torrey BB: A shifting seasonality of schizophrenic births. Br J Psychiatry 134: 183-
186, 1979.

21) Shimura M, Miura T: Season of birth in mental disorders in Tokyo, Japan, by year of birth, year of
admission and age at admission. Acta Psychiatr Scand 61: 21-28, 1980.

22) Geddes JR, et al: Schizophrenia and complications of pregnancy and labor: an individual patient
data meta—analysis. Schizophr Bull 25: 413-423, 1999.

23) Parnas ], et al: Perinatal complications and clinical outcome within the schizophrenia spectrum. Br
J Psychiatry 140: 416-420, 1982.

24) McGrath J, et al: Risk factors for schizophrenia; from conception to birth. In: Schizophrenia(ed by
Hirsch SR, Weinberger DR), p187-205, Blackwell Science, Oxford, 1995.

25) Stefanis N, et al: Hippocampal volume reduction in schizophrenia: effects of genetic risk and
pregnancy and birth complications. Biol Psychiatry 46: 697-702, 1999.

26) Palmer BA, et al: The lifetime risk of suicide in schizophrenia: a reexamination. Arch Gen Psychiatry
62: 247253, 2005.

27) Saha S, et al: A systematic review of mortality in schizophrenia: is the differential mortality gap
worsening over time 7 Arch Gen Psychiatry 64: 1123-1131, 2007.

28) WARATI BB LR, MEKTERBES A FI 4 L EBELE HFLEHYHR), p29-37, BE¥E
BE, 2004.

29) Haro JM, et al: Cross—national clinical and functional remission rates: Worldwide Schizophrenia
Qutpatient Health Outcomes (W~SOHOQ) study. Br J Psychiatry 199: 194-201, 2011.

30) Primavera D, et al: Does duration of untreated psychosis predict very long term outcome of
schizophrenic disorders 7 results of a retrospective study. Ann Gen Psychiatry 11: 21, 2012.

373



I Neurol (2013) 260:312-314
DOT 10.1007/s00415-012-6720-2

Modified electroconvulsive therapy for the treatment of refractory
schizophrenia-like psychosis associated with Huntington’s disease

Takeshi Nakano + Shinji Ono * Junji Yamaguchi - Rya Sugimoto -
Naochiro Yamaguchi + Yoeshiro Morimoto - Tatsuya Kubo - Hiroki Ozawa -

Naohiro Kurotaki

Received: 13 September 2012 /Revised: 8 October 2012/ Accepted: 13 October 2012 /Published online: 25 October 2012

© Springer-Verlag Berlin Heidelberg 2012

Dear Sirs,

Huntington’s disease (HD) is a progressive neurodegenera-
tive disorder characterized by involuntary movements,
dementia and psychiatric symptoms {1]. Psychiatric symp-
toms in HD resemble those of schizophrenia; therefore HD'is
sometimes clinically misdiagnosed as schizophrenia [1-3].
" The efficacious effect of modified electroconvuilsive ther-
apy (mECT) has been reported in both psychiatric disorders
and in movement disorders including dyskinesia and Parkin-
son’s disease [4, 5]. However, there have been few reports of
mECT for the treatment of schizophrenia-like psychosis in
HD. Here, we describe a case of a patient with HD who had
psychiatric symptoms refractory to neuroleptics, and whose
symptoms were dramatically improved by mECT.

A 59-year-old man was admitted to our hospital because
he had auditory hallucinations and delusions of persecu-
tions. His mother had beén diagnosed with dementia
resulting in long-term hospitalization. His clinical charac-
teristics were mostly unremarkable, except for impercep-
tible involuntary movements of the lip. Initial treatment
using risperidone (to 6 mg/day) was ineffective and caused
extrapyramidal side effects; subsequently, his medication
was changed to olanzapine (20 mg/day). However, his
psychiatric symptoms showed no improvement.

Based on treatment-refractory psychosis, we then intro-
duced mECT. After the fourth treatment with mECT, his
delusions and hallucinations were dramatically improved
and he regained fluent speech, although his involuntary lip
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movements were still present. During the patient’s serial
mECT treatment, his elder brother had visited the depart-
ment of neurology in our hospital complaining of involun-
tary movement and was subsequently diagnosed with HD by
a genetic test. This finding led us to surmise that the patient’s
psychiatric symptoms were associated with HD. The genetic
test for HD revealed that the patient had 44 CAG repeats.
Thus, we recognized the patient’s clinical symptoms as
psychiatric features of HD.

Subsequently, we have continuously performed mECT and
the patient has shown no psychotic exacerbation. Single-
photon emission computed tomography (SPECT) scans, brain
magnetic resonance imaging (MRI) irhages, mini~miental state
examination (MMSE) scores, positive and negative symptom
scale (PANSS) and brief psychiatric rating scale (BPRS)

scores before and after mECT are summarized in Fig. 1.

Several studies have reported that patients with HD fre-
quently have accompanying psychiatric symptoms [1-3].
The frequency of schizoph’renia~1ike psychosis ranges from 3
to 12 % of patients with HD [6]. Before the identification of
the HTT gene, dementia or schizophrenia-like psychosis
associated with HD that displayed little involuntary move-
ment would have been misdiagnosed as Alzheimer’s disease
or schizophrenia, and would have led to long-term hospi-
talization as in the case of the patient’s mother. Our case
suggests that a renewed focus on taking a detailed family
history into account should be applied when considering the
possibility of HD, especially if early-onset dementia and/or
late-onset psychosis exists in other family members.

To date, there is just one report of mECT for the treat-
ment of schizophrenia-like psychosis associated with HD
[7]. Neuroleptics are a standard treatment of psychosis in
HD; however, the effect of pharmacotherapy on psychosis
in HD remains unclear. Furthermore, neuroleptics cause
abnormal movements due to extrapyramidal side effects
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Fig. 1 Comparison of brain

MRI, SPECT and psychiatric Before mECT

After 21stmECT

(six months had passed since the first-time mECT)

rating scales before and after
mECT. All data from the
SPECT images were analyzed
using an easy Z-score imaging
system. The brain MRI before
mECT showed slight atrophy of
the subcallosal gyrus, similar to
after mECT treatment. The
SPECT after mECT treatment
showed 4 level of 99mTc uptake
in the basal ganglia, cingulate
gyrus and thalamus that was
greatly decreased compared
with the analysis before mECT

Psychié‘tkifé ratin.gss‘cyéle,s'

MMSE 27
PANSS 139
BPRS 84

[8]. In this particular case, mECT dramatically improved
psychosis associated with HD without worsening involun-
tary movements. The -fact that mECT does not cause
extrapyramidal side effects raises the possibility that
mECT could be a first-line treatment of schizophrenia-like
psychosis in HD (Table 1).

Recently, Mughal et al. [9] demonstrated that ECT could
protect neurons against mutant huntingtin protein, resulting
in improved functional outcome and leading to slow

26

68

36

disease progression. In agreement with Mughal et al., the
results of brain MRI and MMSE scores of before and after
treatment showed that the 0 nitive function of our patient
remained clinically unéhﬁangéd. Several studies have indi-
cated that the changes in SPECT reflect progression of the
disease [10]. Furthermore, van den Bogaard et al. [11]
suggested that it is difficuit to detect the visible structural
changes of HD patients at 2-year follow-up. Unchanged
MMSE scores and MRI images may not be due to the

a) Springer
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Table 1 The pros and cons of

] Merit
mECT treatment versus

Demerit

neurole;?tlcfs treatrpent for mECT More potent effect
psychosis in Huntington’s . )
disease Fewer side effect

No absolute
contraindications

Neuroleptics Easy introduction (easy

to take)

Cumbersome introduction
Need particular equipment
High cost

Anterograde/retrograde amnesia and transient cardiovascular
complications as side effects

Lethal side effects, including malignant syndrome and
cardiovascular complications

Worsening abnormal movement due to extrapyramidal side effect

mECT treatment, but be a matural course of the disease.
Together with the SPECT results, we conclude that the
patient’s pathological state may progress, which may
indjcate that mECT does not arrest the progression of HD.
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A case of existential suffering of schizophrenia
- with terminal cancer relieved by life review
interview,
by
Harue GOTO, M.D.*, Fumihiko YASUNQ, M.D.,
Ph.D.3, Jun KOSAKA, M.D., Ph.D.?,
Koji OKADA, M.D,, Ph.D.? &
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YDepartment of Psychiatry, Manyo Clinic, Kashihara,
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Mental Medical Center, Nara and ¥Department of
Psychiatry, Nara Medical University, Kashihara,
Nara, Japan.

The risk of cancer among people with schizophrenia
has been varicusly reported. It is not rare for us to meet
schizophrenia patients with cancer, since cancer is the
leading cause of death in our country. In the palliative
c;re, psychotherapeutic intervention on existential de-
pression and anxiety in patients with terminal cancer
attracts attention. In the case of schizophrenia patients

HEH 80B% $535

suffering from terminal cancer, there are various prob-
lems such as difficulties of informed consent and main-
tenance of the treatment environment. Further, their
existential suffering might cause psychiatric aggrava-
tion accompanied with psychotic symptoms such as
hallucination and delusion. But the palliative care for
those schizophrenia patients has not been discussed
enough. We report a case of existential suffering of
schizophrenia with terminal corpus uteri cancer after
repeatedly hospitalized for several decades, which re-
lieved by life review interview.
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Atypical psychosis with a periodic course of exacerbation and
features of major psychiatric disorders [schizophrenia (SZ) and
bipolar disorder (BD)] has along history in clinical psychiatry in
Japan. Based upon the new criteria of atypical psychosis, a
Genome-Wide Association Study (GWAS) was conducted to
identify the risk gene or variants. The relationships between
atypical psychosis, SZ and BD were then assessed using indepen-
dent GWAS data. Forty-seven patients with solid criteria of
atypical psychosis and 882 normal controls (NCs) were scanned
using an Affymetrics 6.0 chip. GWAS SZ data (560 SZ cases
and 548 NCs) and GWAS BD (107 cases with BD type 1 and 107
NCs) were compared using gene-based analysis. The most
significant SNPs were detected around the CHN2/CPVL genes
(rs245914, P = 1.6 x 10”7, COL21A1 gene (rs12196860, P =
2.45 x 1077), and PYGL/TRIMY genes (151959536, P = 7.73 x
1077), although none of the single-nucleotide polymorphisms
exhibited genome-wide significance (P = 5 x 10™%). One of the
highest peaks was detected on the major histocompatibility
complex region, where large SZ GWASs have previously dis-
closed an association. The gene-based analysis suggested signifi-
cant enrichment between SZ and atypical psychosis (P = 0.01),
but not BD. This study provides clues about the types of
patient whose diagnosis lies between SZ and BD. Studies
with larger samples are required to determine the causal variant.
3 2013 Wiley Periodicals, Tnc.
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INTRODUCTION

Schizophrenia (SZ) and bipolar disorder (BD) are chronic and
debilitating mental illnesses with serious emotional, cognitive,
behavioral, and financial consequences, not only for affected indi-
viduals, but also for their families and society as a whole. With a
typical onset in early adulthood, these disorders often have devas-
tating effects on the patient’s entire adult life. They are also
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common, each affecting almost 1% of the population worldwide,
with high heritability (~80%) [Tsuang et al., 1997; Merikangas
et al., 2007; Saha et al., 2008]. For these reasons, SZ and BD are
considered major public health concerns [Wyatt et al., 1995;
Rice, 1999; Goldner et al., 2002].

SZ and BD have been classified as separate illnesses since the late
19th century following the long-term clinical observations of E.
Kraepelin and his group [Kraepelin, 1921, 1971], and modern
nosological systems, such as the Diagnostic and Statistical Manual
of Mental Disorders, 4th edition, text revision (DSM-IV TR)
[American Psychiatric Association, 2000] and the International
Classification of Diseases, 10th revision (ICD-10) [World Health
Organization, 1993], have assimilated the concept, known as the
Kraepelinian dichotomy. In fact, it has been concluded from
comprehensive epidemiological research, such as the IOWA500
study led by M.T. Tsuang [Tsuang and Winokur, 1975; Tsuang
etal., 1980; Goldstein et al., 1990}, that relatives of SZ sufferers have
a higher risk of the condition relative to the general population (by
3.2 & 0.9%, mean + SD), butnotof BD and other mood disorders
(e.g., mania, by 1.0 %+ 0.7%; depression, by 0.9 £ 0.5%). Similarly,
the relatives of BD patients have a higher risk of BD (mania,
by 13.1 £ 0.7%; depression, by 12.9 £ 1.8%), but not of SZ
(by 7.0 & 1.5%).

However, the validity of this distinction has come under increas-
ing scrutiny. Their core features differ and each can be reliably
diagnosed to the exclusion of the other, but the commonly en-
countered secondary features of each illness resemble the primary
features of the other (i.e., affective disturbance in SZ and psychosis
in BD). This suggests that the disorders exist as different extremes
on a multidimensional spectrum that encompasses both affective
and psychotic syndromes. Clinically, the boundaries between the
two are often breached in the form of psychotic BD or the bipolar
type of schizoaffective disorder. Furthermore, the disorders may
share some biological substrates, as suggested by the responsiveness
of both SZ and BD to atypical antipsychotics.

Beyond their clinical, behavioral, and biological similarities,
there is recent evidence that these disorders also share genetic
underpinnings [Berrettini, 2004; Murray et al., 2004; Sullivan
etal., 2012]. At each level of analysis, from family [Van Snellenberg
and de Candia, 2009] and twin [Cardno et al., 2002] studies
to candidate-gene analyses [Craddock et al., 2001, 2005; Glatt
et al., 2003] and unbiased linkage [Badner and Gershon, 2002;
Potash et al., 2003] and genome-wide association studies (GWASs)
[Green et al, 2009; International Schizophrenia Consortium
et al., 2009; Williams et al., 2011a], the evidence for an extensive
genetic overlap between BD and SZ has become increasingly
persuasive. Indeed, the title of a recent publication is quite telling:
“Most genome-wide significant susceptibility loci for schizophre-
nia and bipolar disorder reported to date cross traditional diagnos-
tic boundaries” [Williams et al., 2011b]. According to Berrettini
[Berrettini, 2004], “the current nosology must be changed to reflect
the new knowledge concerning the shared etiologies of bipolar
disorder and schizophrenia”. Thus, the recent biological findings
bring into focus a new perspective, such that the disorders are
now regarded as two prominent summits over the widespread
“endogenous psychoses pathology” [Owen et al,, 2007]. This
pathology, which encompasses a wide area, has been recognized

as “amorphous”, and therefore little intensive research employing
biological methods has been performed throughout the history of
research on psychiatry.

On the other hand, in the history of taxonomy of endogenous
psychoses, there have been some attempts to classify the rare group
from the group of “amorphous” patients. Such research has
resulted in the introduction of a third summit featuring the
characters of both SZ and BD as an independent entity (Fig. 1).
Zykloide Psychose [Leonhard, 1957, 1961], or bouffée déliriante
[Magnan, 1893], has the features of acute onset, hallucination and/
or mood disturbance at the acme phase. Patients with this type of
the disorder worsen periodically, but they can live a normal life after
such periods of short-duration exacerbation, and may often exhibit
a memory disturbance about the duration. On adopting the recent
nosological classification criteria, these patients are classified using
the DSM-IV TR as having schizoaffective disorder (295.7) or brief
psychotic disorder (298.8) [American Psychiatric Association,
2000], whereas they would be diagnosed with acute and transient
psychotic disorders (F23) or schizoaffective disorder (F25) using
ICD-10 criteria [World Health Organization, 1993]. It is of note
that the original concept of schizoaffective disorder has features
of both acute and transient psychotic disorders (F23) and schiz-
oaffective disorder (F25) [Kasanin, 1994].

In Japan, the affected group was named “Mitsuda psychosis” or
“atypical psychosis” [Mitsuda, 1965], and various types of research
have been conducted to clarify the phenotype [Mitsuda, 1950;
Mitsuda and Sakai, 1968; Hatotani and Nomura, 1983; Hayashi
et al, 2001]. Using the candidate gene approach, psychiatric
geneticists have found that STAT6 (Gene ID: 6778, signal trans-
ducer and activator of transcription 6, interleukin-4 induced) is
involved in the etiology of this disorder [Kawashige et al., 2008].

% “atypical psychosis”
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