252

Fa#eas (2017) 119 %4 5

.  DSM-5 RO 7L a—IUKFOZIT EiaRAI—I—nEDPRESEERD——

DSM-5 IR D 7V a — )UARFE D 2L W) f i e & SEYIRTk

IF Y, RN KD, AN, M

TV 32— AKFHE DALY LR & U GRIZR 2 D Icidi L, RIEWIZ, #mrmrge, sk
VIRFZERE R Z AN Uz, £/, R SN2 EEREHER I T 2 EN o6 £ LTIREHE:
B ALDH2 21 % 7V 2 — UREAEDE G DEZ /R L7z, ALDH2 17 )L a2 — Lasfgb S
THEL D72 b 7T FORGHBEEZAS, JPEANCIFBERIEIED RS 2 v LR b N I T4
RIDEAET %, FREMER ALDH2 2 F 9 2 H 13RO CHEFLM A D7 7 v o v P RIG%
g7, ZEKEC TV I VRAEDOFHRTEFEZoNTwS, LaLl, 7Ta—ik
TEREIC 8 W CIEEER ALDH2 IE 26T 2 Z5DEIG % 1970 FER 0 632 &, EEICR BT
ONTZDHEDEL B> TEBY, bDYEOHEEDLIN LR D ERIAEZED 2T WEEIC
BoTVLIEDRBINTVDS, Fi, IEEOEYFRLL LTT Ay 7rY— MOV T}
WL CARIRER L v ¥ —TO PRAED PN REZEA Lz, g R o722, 9 o5
B LRIAETIZ L DR DF N 2 EWRBRIN TV S, FEMEEDIR DR 221
22 LIMEDIRBTOBIEINTVEE, 7L a— URERELHINTIER», 5B S ES R
Bl 6= — L %30 ROl 2GR ORISR 2 ki 3 2 03103 5.

<F5IFFE : 7oV a— VHEEE, BE, GEEEH LN, 7V a— VARG, 7Ah v Tat— 1>

I C & IC

TV 3 — ARTFIE DRI 12 B R TP BR B
TR EVEMIBE T3 LEZSNTWS, W
2R W22 & 7L 2 — URAFIE D RIE K
1% 50~70% FEEE & BB SRIAICBE S 5 2
EIFRBE VR W EEZ SN, MRRISEE AR
BLEDOBETZIZ L O, S8R T
IZh o TSN TE 408, HEME2 b > TN
SNFREET- & LTI 70 2 — R EEHE
ThME—~TH BT, 5, BREIN T OEEME Y
Ty, EBE-BENFOMEEH HEHE
INTWn3,

AT, FT 73— )UKFAED IO
CEBRT 2 s, 7va — L REEE

BF I % W GESBEREEAEH %2 A SRR
VI —DT =Y REEITIRT. I LI UK
FIEOFEYEIZOWT, 7Ahvy7ad—Fzh
DN T 5,

I. ZIOA—IUKIFEDKE

1. 7oL 3 — URIFRE D S5 N
7L a— LR RYKGE DR IENERIZ O W T
1%, % DX D 508, HEEEHE G, 1
YLEBITER) DRIHED AT Y A 7 % g L 726
Ez L Bk, T a— N RIEED RN 7L
= RED R & N2 H &I B D 49.3~50.1%,
LD 224~25% L RIGIED e\ WH X D HREITHE
WEIE DY, AhDFEWIRA D G IFEFRE DA

FHHE 2 1) ESDRBRE A IR ER e v —
2) HALERERROR AR R A



FisE T - fth © DMS-5 KRR D 7V 2 — WARTFE O A2 & SRk 253

BHEDEELLVwEW), LaL, EWicks
RN BN 6, KRFRMKAFED R IE K
FRiAED % > Ol (RR) 1.78), ah A
YRGFDOFRLC I 3 A A AKEDS W (RR 1.71),
BB F Lo B EMEREO RR (& 1.77 &
WolLBETH D, REWLL: 7V 3 — AKEIED
BIEHIFETIX 8296 4D 7L a3 — )UIKIFIE & 1,654
#HDay b a— )V TH RS O R EZ
HLTWBY, FEOT I I —IRERED ) A2
W7V 2 — VIREFHE D SNE T 288% 1% LCTa v
Fa— L TlE 144% & 7L 2 — UREEE DS IET
25D Y 27 L I3NTW2Y,

Z DAt b FKIEN O ERG &2 WG L 72 3% o
23, R T ORI S IE T 3 -0
BB D XN INEECT b 2 RSP FRIED & 5 hE
B2 TG & 72 5 7 ETRE R GOEIRD N A 7 A
DR E LTSN T 3Y,

2. TV a— I IKEEDETFIFEIC DWW T
BEFRITEM AN E BB ETED
DBFREK T2 2 8T, EBSICHBT 228
R FETHY, EWEN R & BT UREER
T2 2 DR S, BREEE BT U
REHRTPRENZ ETRBING, £7, 7L
a— URIFED W D # PR 2 AT 5. C
DFEIZ, 7V a—NVREFEDH % D554 DT
EHET8FDay Fa— LR L 72 b DT, Kt
RFIT TN ERE 6 HEBLNICETF IR T
B, ZO®BIZEYFNBE ZEMS TV, 7L
3 — UARTFRE D S WL HE % i 72 38 &0 eI 7o
STy 7L a— UREEOEZ L1 £
THBEITE L, T a— KRB R T % 2
OAERTH -7, £, b9 1 HOWRIREY
B OB B X RS A=Y 7 ) 74
OWTHARTED, WEKAEEIZIE 2 DDk
Wb HZ ERRF L, 12, EVFENEOK
HANTEID T £ b ORESWTEIO Y 2 7 %8
HTC, FIEREEYHAHDOV A7 2ED DL LD
HOTHY, &I 12 EWHENBOTLa— L
MDA TEN O 8 & IS BIRICIEEE T &

HOEYEIHD ) 22 I ET 2L 0HI b DTH
23 BTG X o Tk ORIZER T 0 B8
TRENBRERE LoD, ZOMBOEHETREA
RELT, BEBIOBRERT &Y X7 DOBIRIZ
BLFMTH -2 L, EBXROHEE X VER
ROKSGHENE BEYELH DO Y R 7 2 Ho 5 2 &
PRIN, BRERTFOERBEEL I TWS, —
7, BFRORERRE LT, NRERDEYAN
U YA MR — A L D Ew
HETHS NS KA, EXAES FEmovEy, e
MICEENR TR REDNL T AN 210, 5
5N AERE AL T E 2w & v ) JEHIS IR
DB 72 EFE T OB T8 B T & LT
a2 Lok minEfRInTw3Y,

3. 7L a— )URAFRE O WA VTS

W B 208 AR VAR 1B IS o 72— IR R
W GREZMICFE—) & IR GEISICIX
Mgt ML CroodEr2E3%) T2
I — ARFERE D — 8 % i § % 2 L TR T
ERBERT oM 2T 2dDTHE. T
2 — VR 7V 3 — UARIFIEIC D W TR 72
WHEPIEBOE» oHESINTE D, EERIX
50~70% LG I NTWBY, X5 ICHBRAGEE
Gt 7V a — VEEATEIP REAGE IO W T b [F
BRICEVBERSHE SN TwEY, £, kb
EEL 7L a—)LEETX D BERENEN D 0
RBENTWS, W X 2BEEDENITOW
T, WO TIR BN X D EERE
LI NS, BOLOWE Tl B Rk DE
fBRBHE SN TVBY,

4. BB - BSEMHAEH

HADLS WP ELD” LW FEMmNd o 7223,
G & BE R F23H iz LT 5 &
VI EFILIE I & A E R 7 OB TIEIROE LIS
2oTED, RITIREE T L EEOMHEEMD
HEHE T B2, Ao A RIS ERA
T EBRERTFOMAER Z R TMERA LN S,
DA VI B 298 TlE 7L a2 — )UIRIFIE



254

R iR s (2017) 119 %45

#£ 1 JEGMER ALDH2 2 H 7 % 7L a — )UIRIAHEDEHI A (%)

AR 1979 1986 1992 1996~2000 2001~2005 2006~2010

N 400 400 500 1478 1,692 1,709
ALDH2*2/*2 0 0 0 0 0 0
ALDH2*1/*2 25 8 13 13 14 154
ALDH2*1/*1 975 92 87 87 86 84.6

ALDH2*2/*2 13 €D /REM (BEEEMEIX 2 \0), ALDH2*1/*2 i3~T 1
R (BEERGMEIETER ) 3E]), ALDH2*1/*1 13 MR o is BT

H5. k11, 24 X D 1ER)

DBIEEIERO LB TE L (76%), £\
STy (30%) T EARINTED, BN
PEIERTORELFO 2 LRI NnLY, £
7z, RBAEDBAE VD & 16~17 1% DB ARV I
BT 2 I OBIZRIZHR TR O 23 HE 0 JR
X0 (34~62% 0 18~49%) & L AVR E 12,
JEREHIIE I B 1T (500 S RSO
WolsHOBREER T L TEELLEEZoN
%, E5IL, HEBL LI LR T a— LB
AF LTS & v AT OB IC X > THRIB
DBIEENSHES 6 f5IC ERTZ I RSN
TwaY, 2D b ARBAEDOBEIC B 5 WA
WHFZETI1E, BlOBERD O IF E BB 72V
$, BEBD95< %% LBERTFIM 25 2 &8
RENTL2RY,

2D X)) i EEREAE O —F & L TR
i v — CORERREZHANT 2. ZOH
TIFAHEER L v ¥ —CABEGHEZ2Z 7L
I — VRAFRED ALDH2 s Rl o E & D21k
Z 1979 o TR D TH B (F1)., 7La—
LVDOBALIZ X >TEL TR P 7 AT F2AH
§ % ALDH2 OEIETICIZSMH Y, FEEHER
ALDH2 BIEFA2 BT 2HIE, PEOMKETET
t b7V FIEZ S8 L CEAmAL, 1%, U
BREDVHLYWE 7 Iy vy I MGERIT. %
D%, JETENR ALDH2 3% Bkl OB IE T
BRI & L CHEBEMICbBO 5N TE D, YRk
DS TV a3 — AREEREIC 31T 2 JEIEET ALDH2
#H T 5HDOEG FIEMARE D F A X DKW,
ALDH2 iH1E5E 4o KIA L 72 4 € D RIBHK 134

72D, ~TuRKBERIBCENS RO LN
3., LL, 20HE13 1979 FE121X 25% TH -
72703, RAICE K 7o TIRIETIZ 15% 2 2 T\
%, 2oz, b EOWHIRGERE I 1996 4 £ T
2T TEY, XoICEETIREET 2Lt
W22 EENO 7L I— L2 &L BED K
ECEL T3, BRNZABRERFORE L
DFERD & I ZINEE7Z 2, BRI LEA 2R T
BlELTARDIENTES,

5. KitEHFAEIC DWW T

T b 2 — ARTFE I (SR RIEERED %\ » 2 &
bIlAsNTWDS, R2ICIEKETITONIZK
iz 3 ooFERFHETHE N7 Va— LB X
OIEMMKAEIC BT B RERHIEERED A v A% R
T oy RHIE 7L 3 — ARLEIE D Y A
DB BB HRAERED T e & R T E DR
HERPEL B 2208 ERLTED, T
I — UARFERE TIREAE T WA L IR L TR
9 DR T L6~37 fEDEWEICL 5.

K RMEAED S I IZ M T 2 v, KA
BEE 2 HI & B EBFDOBHRICIZAIT D & 9 78
Y —UPRBEEINTwE, O7 )V a—)LiELA» 9
ORERDEIR & %%, @7 Va2 —)UURFFIEIC K %
KL ANBIR LOREZR ED A R L ADY S DNF
DFN & 7%, @KTEEI T IV a—)LELHDJEH
Kz s (9 2R PHEIREEED G oAk e LT
DERI), @ - BERIRIEIC X 2 iREIE DR
X7 a—nVEHMBEL 3, @KRTEENT L
a—VEHDEK E 2D, KFEEICES () 2R



FisE T - fth © DMS-5 KRR D 7V 2 — WARTFE O A2 & SRk 255

2 7= KR K YRS T 2 MR HEED A4 v X

ECA

NCS NESARC

TLa— K OWEIKE T a— kG BOWEKRE 7o a— ikl oW EkE

B+ ek B+ 2k | Lk B Lt S+ 2k B+

ST RESE

K5ORS 16 37 30 41 20 20 37 90
RO T 23 36 38 36 13 13 28 113
SR i 46 83 120 53 57 139
Z DR

Rz y o 33 44 23 30 36 105
ST 16 22 24 26 26 26 25 54
PTSD - - 32 36 30 45 - -
ADHD - - 28 28 79 79 - -

I

Batste < 147 156 83 170 71 185
;U T4 BEE
baca

ECA : Epidemiologic Catchment Area Study, NCS : National Comorbidity Survey, NESARC : National Epidemio-

logic Survey on Alcohol and Related Conditions

ECA, NCS, NESARC @ 3 > DRERBISERHHE T — 5 25511
ECA & L U'NCS DA v XIHEHHHED AEIEDANEH, NESARC DA v XIhld 12 » H AR Z RS

(CHik 19 ZRIER L T5H)

HE T DFE DMEAFIE ~ DWEFS M % 5 60 T 9 ¥l
% L IREDNE ), ©OMPEER IS LT
BELTw3, @ED Y 2 7R 54T T
%, ®9 DR LARFIED R & L b ICBET 5
(9 DRERDIIGD ZF > F I B2 L), QPFLE
FEWC K> TPRBARICKR S, OFFET 29 D0
DI DIARIIED R E KD B X 5128219,
—F, Bl FERAETIE 7V a2 — VIRTEE
DFRGETRARED ) A 7 DEa 2 E 2R L1753,
TV 32— )URFEREDAA DRI D Y A 7 b E v
ZEMWRENTVAS, Tha—)UKEEE =aF
UIRTE B R D ) 2 71 7L a — )UK
FEDFRIET209%, 2> b —LT97% & 7L
A= ARFRETE K, B =Y V) 71 &
FH, BEWIRLE, FREE, [oREE Lo R
DYVRAIVBEAZ ENS, ZN6DEE LTI
I3 — URERENRRIC K o TEIED A H = X 4
THELTOL AR ZRE L Tw2Y, £/, |
ARED S, K&t =Y 5V T 4 BEEDS,
9O, TV — URFERE LBIZR T E T b
22 EIRENTE N, HE L 7B 753

L9 3 REMEZRRL TWw» 5,

I. 7ZII—IURTEEDEMEE

Th v 7aY— ME20134E5 HICENTHE S
NI 7V 3= AREEIRRRTH 5,
TI/Bo—fETHEY Y v OFELEKRTH
D, FECRIHINEVDTISANLT 4 T 4L, ¥
TESRL, PiIOHE, Tl a— )k Eho3EF L
DMHEMERNZEAE L, ZOEHAXA =R L
ICIE AR 2 5235 % 58, NMDA B2 L% 3 Vg
ZREOHBEERBIRESNTEY, 7ra—L
12 ko TRBLE L 72> 72 NMDA Z54F D #hE
WET 2 EEZ LN TWBD | KIS IZAOTAK
R & WAL % R S ¢ TR 2 ) B X B %)
R23h 2, £ICEERESINLT AV T oy —
FOEBECEIT 2 X ST O — &R R T,
KIWCRT LI ICT v ¥ LLIHEGARR D * 5 fif
HrTid 77 £ RICH L THREE 2 3N X & % 23
BHDHETHHBENTZEAETHS, LrL, Z
N DR Y RHTFFARMIE EHERPHTLTH
0, FEAEDSEE L )5 O DEEIRS I I — b



256 B EE (2017) 119% 4 5
#£3 ThvIaY—1OMBICEET B X ¥R
ThYy7aYy—hrick3 ThAY7RYy—rIick3
% SR BN ; : 51 1SR
e HRFA BEMER e Rotie  WEEmaRo g 00
3 (a2 —a v 3 Tirbi
1 = E T RCT) 998 Hb Hh 14
JEOE N5 (RCT 101F) .
ST 7
2 WimiZ (RCT 16 ) s L HY HY 6
3 11#F (CEEKRCT) 2,305 L L 13
4 24 fF (EEMRCT) 6,915 HY bH GREEET 3~12 » A#) 22
5 22 (ZEHEMRCT) 6,111 bh (BHEkL) bh (BHEkL) 16

RCT : randomized controlled study
(Ciik 23 Z AR L CHIH)

T2ILEHLVEVIEROH S, 22T,
F—=7v 7 RUPHERBRBOM R EZ £ Lo
Ea—2EINTE, HKEOY 27 25
L7h, BEMEARZHSTHSTT Ay 70
P— I 77 RPEENIRR L D IR H 5
D, FILFLEVVRI AT 450K DRIHIZ
WS 7, WlorhryFay—kEFL L
XV URIR LI ZEITClE, 7hy7ad—
MEF v b L F Y v X D WEOHERFCE RIS,

T LFY IS BN E T A v T

oY —Fr kDS TELTVLRY, s DK
AN DE N %2 FABACR IS 2 b B B EY S
DENTHHT 232 H D, PRI v/ FE4A4
FRZOIEDMALY AT LI & 2 fBEACRIE “H
%Rk 2 A" (B Z 13 %2 % 13 % 72 8 DRI 72
©) LRBELCWwa, —H, ZL¥ 3 Vi/GABA
ﬁ@&@ﬁiiﬁ@%m/XTAu%@Ltﬁw
T, “RICKRZODMIE FAIEA L APAR
RN T 5720080 EHHLTVS, 20
728, Fu b L XY 3 E ke B s R
BhHY, ThHYIAY— ERITR D DD
SRR AH B L H P,
ThYv7ay—rOEMECBET A IO
THEFTOREEEEDZ L, OWIEICOWTHE)
BT IN TV — AT ORIENY, @ik
BHAETIT D HOESEE D3 7 — 2T & D SR,
QFEEIC I 22, FHEFICOEND L5 2,
ThY7aY—FOEHERERRLE LTI ML L

DB GFEEDOHEIE <, F10% IO 55
2, ZOMOEELLDIIREINTES T, T
P b — RN VI T AR AR B 4 7210 23R
woNB® Fi, BETORIEMIC X 2 BEY
AZETAYTaY—bDAEBFILEFLFY L
D 24%(&N2, L7zdioT, PAY 7Y —1D
AV T4 TV ADEIFRIERICL 2 b DT

72 < 1 H 3R E%L & BE L TV 3 nfagdEds
ERHINTw®, FETRE#I NP AL T 4
TLRFIL LIV VEIRELD, Thr TR
B — MG S I F i S PR S N 5 D T,

WY OW R L ERREE L, AR TIEEE
L7 5 O TR AR ETIC BREAE O M A3 2628
71; %15).

. FERAEHER

SPER 26 4E 1 H2 6 12 H ¥ TIC A BIRER ¢ v
F—IcABEL, SHEICHEDR S N7 ICD-10 &
Wi & 2 70 a — WVIRIAERHE 23R & L CTREE
#% 1 FHoFHEICB§ 28GR 2 FEMm L 2. &
AR T OO Z L » LTI
FLAMTIFBRANEIEZ R T T, 2L D/
BTSNz WO T T, FEORS L R#F I
IHIBERERR . & fli WAl S AL RSB A A T B2
(Mini-International Neuropsychiatric Inter-
view : MINI) Z%EMEL 7z, B IZEFE F Tk
H 1, 426 THERETIE2 # Hic 1, &
PRI B9 2 B2 2 Bk L TR oA kic >



FisE T - fth © DMS-5 KRR D 7V 2 — WARTFE O A2 & SRk 257

90
80|
70}
60/
501
40/
30}
20}
10}

0

(F T IB) TR

o 1t 2 3 4 5 6 7 8 9

10 11 12

RBERDRE

—=— 5DfFH)+ACPH) (N=19)
—— 5D EL+ACP#HY (N=108)

-0 DB +ACPEL (N=43)
--0-- IDfREL+ACP%EL (N=228)

M1 ) OWOEMTHEL 27 A 7 ay—1+ (ACP) DR

WTHEZ S, BYEHEICOWTE, #H4E X
DL CHIRAZ 810 228, BRIEMIZIZIRED
HIWTCRLET 2HDANITL 7.

FEITIZ 637 4 (B 543 %, Lotk 94 44, W
R 5391130 %) D 7V 2 — ARFHERE DS
IV MY —=L7. 1EBORETEBIHEZKT
L 72 D% 320 4T, 317 40k L7228, ZDWN
RiE 3 AR 2 U 7213 151 4, fik
W X 2 ARE 125 44, AR OHIIN 26 44, LT
5%4Th5.

ABtHTE L O EEOKRI Db h L2l Sk
DI, 904 (163%) THhotz. LM+
KiTbn TR W PHINERO T -8 Tldd 5
2, ABERD 5 DWOFMTT Ay Tat— 1o
R Z T2 L, IR AIELAZT7La— L
WAFRETIX, 7Hhy7ad—rZ2RHL W
EIRH L Tzl & DRBi% 8 » H £ TIIWn
)P, TAhAVYTRY—MEIORESHL &
WAAECTHRITH 2 nlREE R I sz (K1),

bW
TV 3 — )UIRFFERE D AP A & LGRS
TR PR L, EEEEH A ERICE T 5
Wl & UCIEFHEMER ALDH2 25710 a—)L
WHREDEEGDELEZ R LT, KRIFT7TLVa—L

WRAFRE IS L CPBiIcl Bl 26355 T
HELKAFREIC D 2 HAEDEC ko> TED, b
PEOILADLIET & R 2 ERFEEZED T
BEICRoT0E 2 ERRBINTNDS,

Fo, KIBEOEWIREL LT Ay T ay—
DWW TR L CARIRER . v ¥ —TO P
PEDOPIRFE R 2 MAN L7, fbngh o B 72
23, ) OWEADEL ZKFERE TR X D ZIR O S
N5 ZEPRBINTNS,

T RS DR L 21T 2 2 L bR
THEHEIN TV E2, 7L a— U IREEE S H 5t
TR, SBOIFIFRBNAIOGE=F—L
235 ROl IR RIE ORR 2 ke T 2 D D B,

nE, AGSCUTBRE L CRIBA T NS ARSI 22,

X [N

1) Agrawal, A, Lynskey, M. T. : Are there genetic
influences on addiction : evidence from family, adoption
and twin studies. Addiction, 103 ; 1069-1081, 2008

2) Bierut, L. ], Dinwiddie, S. H., Begleiter, H., et al. :
Familial transmission of substance dependence : alcohol,
marijuana, cocaine, and habitual smoking : a report from
the Collaborative Study on the Genetics of Alcoholism.
Arch Gen Psychiatry, 55 ; 982-988, 1998

3) Cadoret, R.J., Yates, W.R., Troughton, E, et al. :



258

Adoption study demonstrating two genetic pathways to
drug abuse. Arch Gen Psychiatry, 52 ; 42-52, 1995
4) Dick, D. M., Rose, R.]., Viken, R.]., et al. : Explor-
ing gene-environment interactions : socioregional mod-
eration of alcohol use. ] Abnorm Psychol, 110 ; 625-632,
2001
5) Dick, D. M., Viken, R., Purcell, S., et al. : Parental
monitoring moderates the importance of genetic and
environmental influences on adolescent smoking. ]
Abnorm Psychol, 116 ; 213-218, 2007
6) Dranitsaris, G., Selby, P, Negrete, J. : Meta-anal-
ysis of placebo-controlled trials of acamprosate for the
treatment of alcohol dependence : impact of the com-
bined pharmacotherapies and behavior interventions. J
Addict Med, 3 ; 74-82, 2009
7) Fu, Q., Heath, A. C, Bucholz, K. K, et al. : Shared
genetic risk of major depression, alcohol dependence, and
marijuana dependence : contribution of antisocial person-
ality disorder in men. Arch Gen Psychiatry, 59 ; 1125-
1132, 2002
8) Goodwin, D. W, Schulsinger, F., Hermansen, L., et
al. © Alcohol problems in adoptees raised apart from alco-
holic biological parents. Arch Gen Psychiatry, 28 ; 238-
243, 1973
9) Gueorguieva, R., Wu, R., Donovan, D., et al. :
Baseline trajectories of heavy drinking and their effects
on post randomization drinking in the COMBINE
study : empirically derived predictors of drinking out-
comes during treatment. Alcohol, 46 ; 121-131, 2012
10) Heath, A. C, Jardine, R, Martin, N. G. : Interactive
effects of genotype and social environment on alcohol con-
sumption in female twins. ] Stud Alcohol, 50 ; 38-47, 1989
11) Higuchi, S., Matsushita, S., Imazeki, H., et al. :
Aldehyde dehydrogenase genotypes in Japanese alcohol-
ics. Lancet, 343 ; 741-742, 1994
12) BT 3 7V 2 —)URFERE (7))L 2 — Ui
E) OIEYBE. Frontiers in Alcoholism, 2 ; 106-111,
2014
13) Koeter, M. W., van den Brink, W., Lehert, P.:
Effect of early and late compliance on the effectiveness of
acamprosate in the treatment of alcohol dependence.
J Subst Abuse Treat, 39 ; 218-226, 2010
14) Kranzler, H.R. Gage, A.: Acamprosate efficacy

in alcohol-dependent patients : summary of results from

R iR s (2017) 119 %45

three pivotal trails. Am J Addict, 17 ; 70-76, 2008

15) Kranzler, H. R, Ciraulo, D. A, Jaffe, J. H : Medica-
tions for use in alcohol rehabilitation. Principles of Addic-
tion Medicine, 4th ed (ed. by Ries, R. K, Fiellin, D. A, et
al.). Lippincott Williams & Wilkins, Philadelphia, p.631-
643, 2009

16) Mason, B. ], Lehert, P. : Acamprosate for alcohol
dependence : a sex-specific meta-analysis based on indi-
vidual patient data. Alcohol Clin Exp Res, 36 ; 497-508,
2012

17) Matsushita, S, Higuchi, S. : Genetic differences in
response to alcohol. Handb Clin Neurol, 125 ; 617-627,
2014

18) Morley, K. C.,, Teesson, M., Reid, S.C, et al. : Nal-
trexone versus acamprosate in the treatment of alcohol
dependence : A multi-centre, randomized, double-blind,
placebo-controlled trial. Addiction, 101 ; 1451-1462, 2006

19) Nunes, E. V., Weiss, R.D. : Co-occurring addic-
tion and affective disorders. Principles of Addction Medi-
cine (ed. by Ries, R. K, Fiellin, D. A, et al.). Lippincott
Williams & Wilkins, Philadelphia, p.1151-1181, 2009

20) Nurnberger, J. I, Wiegand, R., Bucholz, K., et al. :
A family study of alcohol dependence : Coaggregation of
multiple disorders in relatives of alcohol-dependent pro-
bands. Arch Gen Psychiatry, 61 ; 1246-1256, 2004

21) Rose, R.J., Dick, D. M, Viken, R.J, et al. : Gene-
environment interaction in patterns of adolescent drink-
ing : regional residency moderates longitudinal influences
on alcohol use. Alcohol Clin Exp Res, 25 ; 637-643, 2001

22) Rosner, S., Hackl-Herrwerth, A., Leucht, S, et
al. © Acamprosate for alcohol dependence. Cochrane Data-
base Syst Rev, 9 ; CD004332, 2012

23) Yahn, S.L., Watterson, L.R., Olive, F.: Safety
and efficacy of acamprosate for the treatment of alcohol
dependence. Subst Abuse, 6 ; 1-12, 2013

24) Yokoyama, A. Yokoyama, T. Matsui, T., et al. :
Trends in gastrectomy and ADHIB and ALDH2 geno-
types in Japanese alcoholic men and their gene-gastrec-
tomy, gene-gene and gene-age interactions for risk of
alcoholism. Alcohol Alcohol, 48 ; 146-152, 2013

25) Witkiewitz, K., Saville, K., Hamreus, K. : Acam-
prosate for treatment of alcohol dependence : mecha-
nisms, efficacy, and clinical utility. Ther Clin Risk Manag,
8 ; 45-53, 2012



FisE T - fth © DMS-5 KRR D 7V 2 — WARTFE O A2 & SRk 259

Genetic Basis of and Pharmacotherapy for Alcohol Use Disorder
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This article reviewed family, adoption, and twin studies of AUD. The heritability of AUD
has been reported to range from 50 to 70% based on twin studies. This study briefly reviews
studies of gene-environment interaction in AUD and also provides evidence of gene-environ-
ment interaction using aldehyde dehydrogenase-2 (ALDH2) genotype frequencies in AUD
patients. Mitochondrial ALDHZ plays a central role in human acetaldehyde metabolism. The
variant allele ALDH2*2 commonly occurs in approximately 40% of East Asians including Japa-
nese. ALDH2*2 homozygotes exhibit essentially no ALDH2 activity, while heterozygotes
exhibit only a markedly reduced activity. East Asians deficient in ALDHZ2 exhibit a very high
accumulation of acetaldehyde in circulating blood following alcohol ingestion, resulting in facial
flushing, tachycardia, headache, nausea, and other physically uncomfortable reactions. Conse-
quently, the association of ALDH2*2 and reductions in alcohol consumption among Asians has
been consistently documented. Genetic epidemiologic studies indicate that the presence of
homozygous ALDH2*2 significantly protects against the development of AUD, but the hetero-
zygous allele only partially protects against AUD. The frequency of the ALDH2*2 allele
among Japanese patients with AUD provides a unique opportunity to examine this particular
gene in a gene—environment interaction related to AUD. The change in the ALDHZ genotype
distributions among Japanese patients with AUD from 1979 to 2010 showed a continuous
increase from 2.5% in 1979, to 8.0% in 1986, 13.0% in 1992, 14.0% in 2001-2005, and 154% in
2006-2010. These findings suggest that the environmental influences on subjects with inactive
ALDH2 have continued to gradually strengthen in Japanese society, leading to a continuing
increase in the prevalence of persons with AUD carrying the inactive ALDH2 genotype.

Finally, we showed preliminary results of a treatment outcome study of AUD in Kurihama
Medical and Addiction Center. Our outcome study showed that the abstinence rate was higher
in AUD patients with depression treated with acamprosate than in those without depression
treated similarly, and these results suggest that acamprosate is particularly effective for AUD
patients with depression. However, since these results are preliminary, they should be inter-
preted with caution.
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