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NTE v, BIEHER (SAMR) DA LV AEETH MR 27—+, HPA ROIEET
HBaANFV— VKGR, BLREL TSST OfifT# I EHE 3 2 8 T, Selye D23 & 13
e, APVARLRODEVWIZL > TaNF YV — VRIGHE e 2 AJREME R S Nz, £z, X
=y 7BEIC B 3 RBEEST S OBERE L A MV ADBE AR T 2 EBR TR, =y rE
ECRIRBREEHRAEFATE RWRBUICB W CEIE Y — v OBESKEIC 2 5 2 &, BAEEER
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TWwW3, FREEEFK20 %BOERSEHREL TW
EEbLNTWS, EIKETIEETSGICB
T PHEGER I TEELHREINTWS, £
DRI DO W TIE TR EANL SRR 7 7 —
FBRAH SN TV DL, K TRALEEDZM %
LD IIREED BT DN DWW THRHT BT 5
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REMRGE (2012) 14 %95

—PBERZREE (Separation Anxiety Disorder)

—/¥=y Y@= (Panic Disorder)

—{Z2f% % (Agoraphobia)

—HASE DR (Specific phobia)

—#ZAEEZE (Social Anxiety Disorder (Social Phobia))

%%ﬂﬁ’lﬁ?’ﬁﬂ%% (Generalized Anxiety Disorder)

—{%EE%%’I&*EK‘%% (Substance-Induced Anxiety Disorder)

TREE

H—MREHERICLSTEEE (Anxiety Disorder Attributable to Another Medical Condition) |

(Anxiety Disorder) HD EZ AICHEE N 3FREE (Anxiety Disorder Not Elsewhere Classified Panic Attack) ]

&M 2 FL XEZ (Acute Stress Disorder) |

— Z2R3%M% (Agoraphobia (with or without a history of Panic Disorder))

—H2MMFLEE (Generalized Anxiety Disorder:GAD)

—388MRE= (Obsessive-Compulsive Disorder:0CD)

—{/\“: v 7BEZE (Panic Disorder (with or without Agoraphobia))

— % (Phobias (including Social Phobia))

L4MB#% X N L XBE (Posttraumatic Stress Disorder:PTSD)

1 DSM-5 (FZ7 ) ONLEESE

DSM-5 OZHFFE X, 1 ENZEEREE (clini-
cal disorders) » & FRIRAEMERE (clinical syn-
dromes) WEHE 7z, Iy $—YF V) F 4
2 L MR 2 (personality disorders and
intellectual disabilities) #» & FEEE L/ —Y

7V 7 4 [EE (development disorders and per-
sonality disorders) WCZHE Iz, §xbbll
fncHr i FSEREEMS N 2 kb, 1
oS HRIRE L BFEERE (acute medical
conditions and physical disorders) I &A% E
(physical disorders) &%b 23K E LA HIX %
LZHTHS, Vo LEHSIB L OB
#& (psychosocial and environmental factors)

BHELBEPA NV ADEREE (severity of
psychosocial stressors) CEHE SN TW5, V
HhDOBERE D LAARRIFHE (global
functioning) 13HERED i b E > L XL (highest
level of functioning) ICEHE I TW5,

FLEEEL, K1OESCHlesshTy
5.

Flo LR L L GRATRE D D (mixed
anxiety/depression) R INT W5, Zhix

assessment  of

[k 5 2 DI/ICB LTI, NLEHED 2 Ln%
D OZDERVEZE RS ENL N D, 0D
RS KM NIz b D LF#E 2 3910,

M. RPLREFRR

Selye I 2 b VR & BRI DV TPBEISHE
B WO RREL Y, 2O T Selye IX
BRZ 72 A N VR BB T b EAMICIZEEKIGH
FEChHd I Lhmlic, ZOFEIZDRIFELS
NTET, RFRZIZA bR LR B OB
WZDOWTA MV ADEFENKIGDIRET D 2 HER
ANFYV—VEMEKRT 27—V ERHEL TE .
BER 2 )V T — )V IE R - T ERAE-EIE KER TH
D, BT 37— X IIBER TH D RIBHE
EOBEEND S, i, Maruyama o X1
APV R ELTEIBE, CHIHA MLV RELT
Trier Social Stress Tests (TSST) &5 2 ff
DRI DA MV AzFR—HEEICEZ, DK
DOWER 3 )V F YV — )V LR T 2 7 — ¥R E %2 JE
L7212, B3 2 bV AL TR $ 7 —X
KIS Z otz L LERIVF Y —)L
KTk TSST O B ELFEC R L TR
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HR U CEBHEMmML Cni:
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2).
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i, K5 OWMEREEOH T 5 D EE IXESH
BCHRE Y £ 7 —¥HMEE A LI L CHEICH
e, BEaLvF Y — VI EELEEZ Lo
7201 2 S ORERIZYE BRI LT,
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1066 BaREEE (2012) 114 &9 5
£2 IDRBIUVN=y JEEFEICE 1) %5 CRHR #ETI2B T % 6 D SNP OE{n T & FRIFH
Gene db SNP ID [M/m]? Chromosome Phenotype N MAF® p-value Genotype distribution p-value
position [bp] M/M M/m m/m
CRHR2  rs4722999 [C/T] 30693775 Control 285 0.444 87 143 55
Depression 173  0.384  0.077 70 73 30 0.090
Panic 180 0.433  0.745 60 84 36 0.748
rs3779250 [T/C] 30694260 Control 285 0.426 92 143 50
Depression 173  0.208 1.75e'' 101 72 0 2.08e"
Panic 180 0.394  0.320 66 86 28 0.603
rs2267710 [C/T] 30696190 Control 285 0.398 99 145 41
Depression 173 0.398  0.056 81 68 24 0.029
Panic 180 0.406  0.890 65 84 31 0.598
rs1076292 [C/G] 30712701 Control 285 0.370 113 133 39
Depression 173 0.315  0.090 86 65 22 0.098
Panic 180 0.381  0.799 73 77 30 0.591
rs2284217 [A/G] 30713608 Control 285 0.574 46 151 83
Depression 173 0.569  0.892 36 77 60 0.188
Panic 180 0.600  0.474 32 80 68 0.186
rs226771 [C/T] 30716643 Control 285 0.798 10 95 180
Depression 173 0.740  0.040 10 70 93  0.112
Panic 180 0.797  0.981 5 63 112 0.866

Statistical analysis was performed using x? test.
aM, major allele, m, minor allele.

"MAF, minor allele frequency.

BEEZEDD HHFH2RFICKIL L.

(CRHR) B FEEOFALNH 5. CRHR I,
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The Pathophysiology and Diagnosis of Anxiety Disorder

Jotaro AKIYOSHI

Departement of Neuropsychiatry, Oita University Faculty of Medicine

In addition to genetic factors, the role of epigenetic and other environmental factors in
the promotion of anxiety disorder has attracted much attention in psychiatric research. When
stress is encountered in the environment, the hypothalamus-pituitary-adrenal system (HPA
system) is activated and cortisol is secreted. CRHR gene function is closely related to this
response. As a result of haplotype analysis of CRHR genes in depression and panic disorder
patients, it was found that genetic polymorphism of CRHR1 and CRHR2 was related to both
disorders. It is reported that abused children are more susceptible to developing depression
and anxiety disorder upon reaching adulthood, but there also exist genetic polymorphisms
that may moderate this relationship.

Direct methylation of DNA (typically repressing gene expression) and modification of
chromatin structure (complexes of histone proteins and DNA) via acetylation (typically
facilitating gene expression) represent epigenetic modifications that are thought to influence
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behavioral phenotypes. For example, it is rare that schizophrenia develops in identical twins
brought up together in the same environment, and thus phenotypic differences cannot be
explained simply by genetic polymorphism.

We also evaluated salivary cortisol and amylase reactivity (indices of the HPA system
and sympathoadrenal medullary system, respectfully) after electrical stimulation stress and
Trier Social Stress Test (TSST) administration. Here we found differences in the cortisol
stress response between electrical stimulation and TSST stressors, in contrast to the theory
of Selye. In addition, we found alterations in activity patterns and difficulties integrating
sensorimotor information in panic disorder patients, suggesting links between sensorimotor
integration and stress in panic disorder. Moreover, state and trait anxiety may be associated
with stabilograph factors.

< Author’s abstract>

<Key words : anxiety disorder, stress, gene, stabilograph, fMRI, autonomic nerve >
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