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Recently, there are many drugs for the treatment
of alcohol addiction and alcohol withdrawal syndrome.
However, several other drug candidates are currently
evaluated by the researcher for a long term therapy
and prevent relapse. The previous studies showed
that the researcher were interested the efficacy of
anticonvulsant drug group, according to variety mechanism
of action, to reduce alcohol addiction and alcohol withdrawal
syndrome. Therefore, anticonvulsant medical plants may be
promising candidates and modest pharmacological therapy for
alcohol dependence.
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L I8N (whiskey), UIU@ (brandy), 34 (Rum))
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ganaliiinnielusiuszanluay (alcoholic fatty liver)
ALAAAUANLEL (alcoholic hepatitis) LLﬁaﬁwvaﬂg'
quuid (cirrhosis) uazauay (liver failure) lufga’
oA & 1a d‘y g a
HNduuaanagad dTunmuinuaziiads anaifialia
naruanilasiiavasvalavenslwgfalnd (dilated
cardiomyopathy) wladuladanae (arrhythmias) AU
lafiaga (hypertension) uazlianaaaiiaawala (coronary
heart disease) l@° ¥lAROUFNTIONWNINA (impo-
tence) lwame wazvinliisasnisan’la (ovulatory cycle)
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uaanages uwlrgaziieluluay TnszuIwnm sl fow
uoanaganliiilu acetaldehyde vzandulanlamingany
3 aia fa alcohol dehydrogenase (ADH), catalase Lae
cytochrome P450 2E1 (CYP2E1) NUBLEW bl aldehyde
dehydrogenase (ALDH) wfen acetaldehyde Thidu
acetate 1@8fl nicotinamide adenine dinucleotide (NAD)
1w co-factor LLﬁﬁwﬁﬁgﬂs:mums Krebs cycle awla
wasnu arsvaulasanloduazin®® (U7 1)
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Cytochrome P450 2E1 (CYP2E1)

NADP*

ADH = Alcohol dehydrogenase
ALDH2=Acetaidehyde debydogenase
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(metabolic pathways of ethanol in human)’
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(central nervous system)

HRIINHAILNITANHINNIUE WUIINTa A
waanazaainadaszuulsanainnaid lasldsunin
SPUUMITUDEITNITOLIZENSIWAN amino acid (amino
acid neurotransmitter systems) ﬁ%“ﬁﬁ@ﬂizﬁu (excitatory
amino acids) ldun glutamate LAzTHA U 5& (inhibitory
amino acids) 'leili Y - aminobutyric acid (GABA) #anann
fisfinada dopamine ¢ BIRNANIDULINANIIN LA T UL
dszanarunandlailu 2 vianande

2.1 Nﬁ‘llf’)Qﬂ]iﬁlu!!i’)ﬁﬂ@ﬂ@&ﬁﬁdﬂi%ﬂﬂﬂ5$ﬁ1ﬂdju
71819 (central nervous system) HUUIABUWAY

Na"nadmiauLLaaﬂaaaaﬁluS:U:Lﬁﬂuwé‘u
(acute alcohol consumption) WUINLEANDTaRAINE ﬂ‘uﬂv‘d
glutamatergic neurotransmission B8N &lgﬂ wuy lasuaanases
ﬁl:ﬂixﬁu metabotropic receptors (MGIuRs) ﬁ presynaptic cell
finavinldaanInas glutamate luanasdan hippocampus
Waz nucleus accumbens #aNANNHALEANETERHITLE
NNI¥H19%Va9 N-methyl-D-aspartate (NMDA) receptor
@ postsynaptic cell lag'ltuesduny glycine #i NMDA
receptor WazHU 5’0 Ol-Amino-3-hydroxy-5-methylisox-
azole-4-proprionic acid (AMPA) receptors Tuarinle
glutamatergic neurotransmission aaa9*’ (3‘1_]17'1' 2)

uanmnﬁuaaﬂaaaa‘ﬂ’ﬂﬂm:@fuﬁ GABA
receptor ¥l CI L’ﬁﬂzj postsynaptic cell ANNTwEINS 9

Ethanol increase
Acute alcohol activity mﬂwn on
presynaptic cell and

thereby decrease
glutamate release

Reduced activity of the neuron, no or fewer nerve signals generated
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Eﬂﬂ 2 HRVaILEANBdaRna glutamate system LUBaU
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\waaatiluIzuz hyperpolarization wazaauauassaniIn
EEGUSGHER Fauwmsauneanagadiuszozaug viliiia
MINAFND %Ta;m:g”ﬁmiauﬂmﬂmﬂ%u FUDAARI W99
(stuporous) UA3enaounausalud@zias EHYRERRHEGEY
ssuunduLiie (muscular incoordination) mssudssla
Wapas nanamiele uaznminiduresiale laijanda
(unconsciousness) NMIWNEIATIAd wazeAFETIG Lo
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1819 (central nervous system) HUUIS39

nIauueanagesaadanuduszezen nie
LLUUL%G%& (chronic alcohol consumption) MlAfans
up-regulation U8y NMDA receptor lagannz NMDA RZB
subunit b cerebral cortex, hippocampus, amygdalag
D UNRAaUEREIINNNNINUEANTORNANITHITUY B
NMDA receptor ¥} Na* ion 1az Ca?" ion L‘ﬁ"]gﬁmaﬁlﬂu
FWIBNIN Lsﬁaﬁfﬂs:mﬂ%agnm:ﬁumﬂﬁu LLa:Lf}a%q@
MNSANLEANDIDSNZTWAH (withdrawal) asvi ANz
hyperexcitability (Eﬂ‘ﬁ 3) uaﬂa’mf: GABA system U312
synapse 9:H191uaa8d v lRgnnsiuiiues GABA
# postsynaptic neuron anadludrs uazdssassulmia

. - . a &
hyperexcitability Waz anxiety 41n8ITH>"°

Chronic alcohol and withdrawal

Reduced

Glutamate—=— m

T in glia cells
Glutamate leveils
in the synaptic cleft : s I e
= N Nax Na kﬁailn - v
More a'w Na"sx-Na‘'cNa‘k-NagNa‘k  ©
are avaibtie,
receplors .
are more active

Excessive activity of the neuron

311 3 WavaIuBANaTadda glutamate system Llady
LOANATOALUULIETY wazillatinnTizanauaanagas

(withdrawal)®
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(alcohol addiction and alcohol withdrawal syndrome)

3.1 W5 &333IN8 (pathophysiology)
Tagwldmsiandauaanagas Inomsian
AANNEUMBNTNAIBNIITINEY (physical dependence)
uazaudIala (psychological dependence) %aﬁv’aaaumuﬁ
uaziBuasidelUiide
3.1.1 MIAFWAANIAIWNIBAIN (physical
dependence)

NITLEWAANIIATWNIYNTND DY
woanagadin tialedunaansgesuuuiiess dofans
ma‘*ﬂ’mﬁumsﬁuLLaaﬂaaaﬂmw:LLin6] e anfions
tolerance @avhlWann1svnuues GABA system U3ILIH
synapse ﬁﬂlﬁﬂﬂ§ﬂﬁi§ﬂ5@ﬂﬂd GABA ‘ﬁl postsynaptic
neuron aAAY LazHINKaYINlALAG neuroadaptation §9HA
ThiAanns up-regulation W83 NMDA receptor mn;ﬁmﬁa
Qﬂﬂi:@fuﬁw glutamate '?idLﬁlsJ cationic conductance
ma:é’aﬂdnﬁdaNaiﬁgﬁwﬁaaﬁwLLaaﬂaaaé‘luﬂ%mmLﬁ'w
undu taliiAenad aguoinGa LLa:Lﬁa%qﬂﬁw
n3alfian1saNaLaanagas (withdrawal) asiiia hyper
excitability 8E197HUTI INMITLFUANAATLRINITEUY
ﬂi:@juua:ﬁuﬁta auaagINals neuron any 1iasan
annazduannifinly wananitgevinliAe withdrawal
symptoms ?J‘Iw] L% IANNIIN (anxiety) ﬁa§u é‘f’aél'u (tremor)
M33uiHaUNG (disorientation) NzAUNIEAY (agitation)
\Wa (delirium) LAWAW w38 laBwFasnaaw(hallucinations)
LazaIMITNLNTINTZAN (grand mal seizures) LHuau*"

3.1.2 mMIandan1eduiala (psychological
dependence)

mLﬁ@lﬁwé’tyﬁﬁﬂﬁ;jﬁuLLaanaaaa‘
WHanisianaadiuialauszugrsniueanagas i
LﬁaamnLLaanaaaa‘ﬁﬂﬁﬁjﬁmﬁ@mwj’ﬁmﬂﬁmﬂ'gu
Ndwala (pleasure) ABNBALUNNTIATLTIIIR (reward)
faKalAlAaNIAaLeanagas (alcohol addiction) FarSam
mJa&d’m‘ﬁLﬁﬂ?ﬁ@dﬁﬂﬂﬁﬂﬁﬂﬂ?’]&fﬁﬂLﬂa‘ULﬂ'gﬁJ‘ﬁdwalﬁl
(rewarding center) flia mesolimbic dopamine system (VLGTLLﬂ'
ventral tegmental area (VTA), nucleus accumbens (NAc)

ez prefrontal cortex, amygdala, striatum LLaE hippocampus

AT UATUNS AT 2558;30 (6) 4 Srinagarind Med J 2015; 30 (6)

nalnfivinldfiAanis@auaanages ae lun1s
AuLaanagasuLUULEIUNAY uwaanazadaznizduliiia
mi‘v\é;d B-endorphin %Gﬁmaﬂizﬁj’u MU receptors U
GABAergic neurons TuuSim VTA vilweu 5’& GABAergic
transmission wananftnasnagessslUiuiinaues
glutamate @8 GABAergic neurons ¥inlWn13vinau
U84 GABAergic neurons 1w VTA aaas 50Lﬂuﬂ’1‘nﬁlu
firing W83 dopaminergic neurons ddwaiﬁ'ﬁﬂﬁ%ﬁ;\‘i
dopamine mﬂ%‘u, LLﬁﬂﬂ’rﬂy‘uﬁl dopamine receptor ﬁU%L’Jm
nucleus accumbens (NAc)" (g‘ﬂ“?‘i 4A) ﬁ’ﬂ,ﬁ;‘:l:amﬁ@mm
Aonoladonisay uaziiieduuoanasasuuuiioss oz
L@ neuroadaptation LLa:miﬁdwmaaﬂaaaﬁ (alcohol
dependence) é’aﬁ?mﬁa%q@ﬁmnﬁ@ma:m@LLaaﬂaaa§
(alcohol withdrawal) &9Wal# glutamate 11§ GABAergic
neurons Lﬁuum%u LLﬁ'ﬂﬂﬂ‘a‘:éjﬂﬁ GABAergic neurons
Fauannieiueag "?jdl,ﬂumqlﬁmwﬁl'a dopamine 71 VTA
AAGN8 (g'ﬂ‘ﬁ 4B) lagWui132@U dopamine Anasnasin
sraadninszauindlueui liiawia devinlwianny
v;nﬁmmml,a:mmiamnamagmmﬁﬁunjw craving®"
a'dNﬂiﬁ;ﬁ&daﬂmﬁﬁ%né’umﬁuLLaaﬂaaa§ (relapse)
8n fadensusnduuaanogadanass dopaminergic neurons
a]:"h@iaminizé:]’umml,aaﬂaaaﬁmnﬁu NNLoanazad
9§ui9n1THas glutamate vilwTn1IMas dopamine
118915128 nucleus accumbens dwa’[ﬁgﬁmmaaﬂ agaa
(alcohol withdrawal) LLﬂ:ﬁGWWLLaaﬂaaaﬁ‘ (alcohol
dependence) (gﬂﬁ 4C) uFNAAANNEY wRowolafi lednay
WAuLaanagasan’

WANNRTINUIIRAINALLaN TS g}"@]‘u
fannuiaUn@inisensual wiu depression, anxiety
FaduanuRalndndanufsaiiassy serotonin 910
nansANINlLEATNAses WuINsauLeanagasia
FUWUSAUANTLAA serotonin deficiency lagWLINIEALV

5-HT w82 5-HT metabolites i lvguraianss™

3.2 NMSNAVUNANDN (relapse)
o AN o o A A 4
a3 lenan ludlumanamsdaueaanazad
Fre1ufaldniniedninie uaziala deuuninga
aunuinula wIan1sv1aueanagasniilwiina1ny
v g; { Al &/
waadldnannaszluny nannIndnnfiniuses
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A Acute alcohol

C Effects of alcohol on dependent systems (alcohol relapse)
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it

]

q' & A
E']J‘VI 4 NRYBILDANDTNG DT UURIIRAUTZR N (neuro-

transmitter systems) Tu rewarding center®

YU glutamate WAZ@IANT craving NNNTAANIGIALR
é’aﬁ?u;&"?iLawaﬂLLaanaaaa‘ﬁqﬁﬂﬂ&uma‘u%%ﬁaaﬂmms
LWENTEH WONINNANIINALANANLEANaTasaNTH §9019
fiaannalnduglddn waonaln 1w ananueioa
waznslauuaanagaatinnaien g azldnszduliiie
n13WAY dopamine ﬁ%ammﬁ@mﬂédmwfuﬁw] LT 14
mylaniu wie waudin s'f}m:"l,ﬂﬁwam:@j’umwéba
glutamate L8z L‘ﬁ'w surface expression U84 glutamate

receptors &4NAlBENNNALINANLEANETaREN" (UM 5)

[y d ¢
4. ﬂ1§§ﬂ1§ﬂ.ﬂ1'3$aﬂ!!f’]ﬁﬂf‘)ﬂf‘)ﬁ!mzﬂﬁjuﬂ1ﬂ1isﬂ1ﬂ!!ﬂﬁﬂ§)ﬂ®ﬁ

(treatment of alcohol addiction and alcohol withdrawal

syndrome)

\Sen sory cues

)
® @ ® & %
"R..f,:“"n" o';fﬁﬁzaq’a":;? -03.“ S
gy i iy
06 Ca?* Na® \ Ca®* Na* 5% Ca? ha®
Stress ! = Drug re-exposure o [~

Cellular Cellular Cellular
NAc excillaliun MAg excitlaticn NAc excillal‘ian

Relapse Relapse Relapse

A VL a A (3 a A 6 . 10
3‘1.]‘“ 5 NALNNINALNNAULBANBTDR (relapse) %aomn%qmuuaaﬂaaaa (abstinence)

4.1 m3snslasnislden (pharmacological
therapy)
ﬂa'gﬁuﬁm%a’m%mumju‘?‘iﬁwmlﬁ'ﬂm
m’azﬁ@LLaaﬂaaaﬁuazmjummw’muaaﬂaaaﬁ uaze9il
MIIVUIZAUAT ﬁ,wmﬂéjulmie] G‘ficii"mavlfm’ﬁaaﬂq‘ﬂ‘ﬁf
elumsﬁ’u&amﬁmmanaaa&? LLaza@]mmié'uLﬁadmﬁ]’m
MIMALBANDTOR ((ﬂ’]i’]\‘i“ﬁl 2) ﬁdf:
4.1.1 Opioid receptor antagonists L% naltrex-
one, nalmefene
Naltrexone flt]‘nift,ﬂu opioid receptor
antagonist 1agduny mu was kappa opioid
receptor LUU competitive Wae reversible :fidﬁ]zﬁwaﬁﬂﬁ
GABA transmission vLﬂQﬂﬁ‘LlEi‘i A lwnIvinauaes

. S x e <
GABAergic neurons 11 VTA 1findn s9naldiinnsnasves

622

dopamine 1 nucleus accumbens (NAC) aaad AnuNInal
1 & < ¥ 18,1415
UNITANLDRNDTIRRARIAIE)
< .

Nalmefene ﬁqwmﬂu opioid receptor
antagonist 1asdunAy mu LAz delta opioid receptor uaztdu
partial agonist 1L kappa opioid receptor ¥inANN5¥iN9%

P @ <

289 GABA neurons 1t VTA 1834 f9NalRiinsnaiaad
dopamine 1 nucleus accumbens (NAc) aaad mlAiinng
a I3 16
ANUDANDTDRNNANI

2 v € , A v

nnmsane lugainasss wuilala Ty

o < o e 17,18
nalmefene FNINA[DICAANITANLAANDTDN

LaZINN
= aa P a P £
MIfANEINIIARRNINaLUTBULAUNT nalmefene LA
naltrexone AaNIANLEANATER WUIINI nalmefene Lay
naltrexone JUTERNTANYINLALNNWIKNNTAANTADLRUDS

o ' 4 o ' 1 ol ]
mﬂda@]&l@]ﬂuﬂﬂﬂﬂﬁﬂﬂ LLQZEIOWU'J’]I%TWEE&IEY]Nﬂ'T]ZWx‘]‘W’]
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waanaTas (alcohol dependent group) Lﬁa"l,ﬁ%'u nalmefene
L8y naltrexone 9¢RINNINAABINIIOLINANLOANDTOS
(craving) uazaaUSunmuazanuilumsanuaanagassn
aae'
4.1.2 Acamprosate

Acamprosate 1w calcium salt 2849
N-acetyl homotaurine Gs§ilassa9nduaRany glutamate,
GABA, glycine L8z taurine Tag acamprosate aamqw‘ﬁfﬁy’aﬁ
ionotropic LLaz metabotropic glutamate receptors ﬁwaﬁu{ix\i
NIV NMDA receptor uaﬂﬁnﬂf:ﬂ'\mﬂ glutamatergic
neurotransmission W1W type 5 metabotropic glutamate
receptors (mGIuRS) LWLazaaNIIREFUVDY glutamate
ﬁa@uma‘ﬂ%’uamqmmin excitatory Wae inhibitory
neurotransmitter 39 141Aia hyperexcitability #3aaan13iia
hyperexcitability Laz8981817080 dopamine hyperexcita-
bility 14151904 nucleus accumbens luwmsfitia alcohol
withdrawal & 8naae® 172

4.1.3 Disulfiram

Disulfiram (tetraethylthiurm disulfiram)
fugansvinauvasiewlssl aldehyde dehydrogenase
(ALDH) lasn17lUug93uny nicotinamide adenine
dinucleotide (NAD) (co-factor) i binding site SIHaSLES
m3tasw acetaldehyde Wil acetate Gemniimya
LoanagadunAlEnit azvinlia=eu acetaldehyde ludon
\Ras 5-10 1w alcohol metabolism anadnd virlsiAa
mmiﬁéﬂﬁzy fa disulfiram ethanol reaction (DER) a1y
‘gmmm:ﬁuagliﬁ'wmﬂmﬁ’l‘ﬁua:ﬂ%mmuaaﬂaaaa‘ﬁ@'ﬁ'u
vy lunsdlonnsldguuss azwuifamitauas (flushing)
laganizuSimniienaiununiaz lunin waladuis
Tagu anuanlafinanas anawuainisaanldanson
wigladu (shortness of breath) wiasan uudsue
AW UATFUEW BT RATwINULTEAN B 30 W
wromsazainldies udusaSianssuanedundiale
wiarhuuaanages lulSan e mmigmmﬁl,ﬁ@%u
@1 81917 hypotension $38NU bradycardia, marked
tachycardia, cardiac arrest, cardiovascular collapse,
congestive heart failure uazanM 350 eauulumsldnis
mﬂﬁi@;&aL'%'aaNa‘iﬁuﬁmﬁ'u;jﬂaULLawammimﬁaﬁu

dthelunsdjifeuednaaisaia® ™

AT UATUNS AT 2558;30 (6) 4 Srinagarind Med J 2015; 30 (6)

4.1.4 Baclofen
Baclofen i presynaptic GABA-B
receptor agonist ﬁdﬂ’)uqums%mn%a‘nadﬂa"ﬁm‘f:a
(spasticity) waNaNil SINUIIEN baclofen fnalUna
N13711971%2BY cortico-mesolimbic dopamine neurons'’
NnMIAnE A Inaaas wuine baclofen &1wNI0AA
m‘saml,aaﬂaaaﬁ (voluntary ethanol intake) LRz 89w
11 baclofen TI8AABINIVIALBANATES LAZMTBLNGY
Laanagas é"w,ﬁmmmnﬁmsm:@jumnua%ﬂu”
4.1.5 Dopaminergic drugs
NM3fuaanages Juade dopamine
system 71 brain reward circuit 397 I NIWaIBLAZENIN
nfilufinasian13was dopamine %aLﬂummqﬁﬂﬁLﬁ@mi
fiauaanaaad (alcohol addiction) i Bnga dopamine
receptor antagonists LT% quetiapine lasgninaaanis
¥n9uwed dopamine @slumeil slﬂumiufzﬂ'aa%islwﬂgu
AAUNIINARAINNAFRN (clinical testing)”’
4.1.6 Serotonergic drugs
mluﬂaq'u‘f: léfun sngy serotonin
reuptake inhibitors, 5-HT1 partial receptor agonist, 5—HT2
receptor antagonist LLag 5—HT3 receptor antagonists G'I:%dfl
eaziBuassalyil
- Selective serotonin reuptake
inhibitors (SSRIs) luadialinsanmnuazfuwunnssuds
"3 reuptake 189 5-HT 9zT28aaN1sANLOaN0TES lWn3
NARILW knockout mice ‘ﬁ 5-HT transporter WU’h%‘k’k mice
AANIIANLEANDTORA Lﬁmmﬂmlumjwﬁﬁwaa@mm
28NN MTUALIN "3\‘1m'«aLﬂumqwa%ﬁoﬁﬁﬂﬁa@miﬁu
uaanagaand®
- 5-HT_ partial receptor agonist LT
buspirone lun3dnnludainaass wuineniiaansn
sansauLaanazasansfitudiany Sanadunainain
buspirone fflt]“n'fir anxiolytic effects %aluﬂ%gﬁ‘uﬂ'&ﬁ%ﬁﬂ
wlifisanalfnaiugniaug 184 buspirone Tunizan
sAMsaNLoaNagas”
- 5-HT, receptor antagonist LT
ritanserin, amperozide, FG5974 F91897%791 NS
?lmsnmlumﬁuﬁmmma@msﬁmmanaaaﬂué’mfmam
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lagliinadanuasIna1®ITuaziin we bwn1IANEINII
ARRN WUIN ritanserin "L&iﬁﬂszﬁﬂ%mwsl,umi%'ﬂm’lu;&'ﬁ
NINwaanazaa (alcohol dependence)’”
- 5-HT,
2 o ¢ ' A 2o
ondansetron 3NNIANEN LUFATNARBINUIN LA a3 UEN

receptor antagonists LT %

5-HT3 receptor antagonists AHHAA dopaminergic activity
Mlranuiinalaannsauueanasasanad 98310
Datlarisitel early-onset alcohol dependencevl,ﬂ Inenwh
5—HT3

& £ o v Aa a [
waanazas d9azyiliansandauaanazes la

receptor ummmmym ﬂﬂ’]iL‘W&l@']ﬂ’]i?J 81N

4.1.7 Sedative/anxiolytics

BIN§ N benzodiazepines Faduen
ﬂq’uﬁﬁwﬁmﬂ%ﬁuazh\‘iLLW‘i%mﬂIumsaﬂﬁaﬂmﬁu
MIANINTVALEANDTOR Lﬁmmnmluna‘;uﬁfmmm
8@ delirium tremens WRZBINIITN (seizures) léan
nsfenleangnsf benzodiazepine binding site
ﬁ GABA receptor complex dawalumﬂﬁ'umsﬁﬁmumm
GABAergic transmission 1@ ﬂﬁ'ﬂﬂ%ﬂ:ﬁmﬁaanqw'ﬁfs:ﬂ:ma
(long half-life benzodiazepine) Lummﬂmm‘mﬂ’mﬂ&l
a1m3ldan3n 1u diazepam sausfoangnsszes i
(short half-life benzodiazepine) L% lorazepam LA
ﬁ&lluﬁé’ﬂ’]El“?llﬁﬂ’:ﬂ&I‘]Jﬂwfa\ﬁlE]dﬂ’]iﬁ’]{‘l’]%“llad(;ﬁ_m%alu
dgoony

4.1.8 Anticonvulsants

ﬁaaagﬂ'uvl,@”l,'%fuﬁmiﬁwm%’nmau%’n
ulglunsinsniziaueanazad uaznguain1ing
weanagas suwfiasanniinmsanwuazdnlalundning
‘szuumiﬁlaﬂi:mw LRZEIIINGN VB brain reward circuit
ILez alcohol dependence ANNDIT% mﬂunajuft 2 LBH
carbamazepine, valproate, topiramate, levetiracetam,
gabapentin Waz pregabalin 11w

-Carbamazepine Lueniugniia1ansn
1411n133n17 alcohol withdrawal waz alcohol depend-
ence luszpzen e 1iasanenaslliuds voltage-gated
sodium channels F9azanal#o1n1sNaLaanagas 1w sleep
disturbances, anxiety Waz mood instability fTudnaan®

-Valproate #inalnn133n11 alcohol
addiction LWLz alcohol withdrawal syndrome #ang

naln 1w 818U histone deacetylases WRZEHITIE
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LRINNIIYIN9IUVAY glutamic acid decarboxylase %dL‘flu
towlaflunsdsie =y GABA uananilsndiaunsnan
cortico-mesolimbic dopaminergic activity Sﬂ“{iﬁgdﬁ’]&l’ﬁﬂ
tUniladszuudsean (neuroprotection) 99NN13LAA neuronal
excitability l#dnes?®

-Topiramate (Jugnnwsnanuisn
1#5nsnsfauaanagasiuizezenild lasaniing’ln
%mﬂﬁmﬂmﬂmiﬁm“?& AMPA U kainate receptor
lupnuzi@ieariu topiramate 9zl1n3z6u GABA-A receptors
°7i non-benzodiazepine sites Al GABAergic transmis-
sion SHATUINIRAIIaY dopamine 114 meso-corticolimbic
pathway 39aannufisweladaldauuaanages wasds
AR ITNALaanasad sitlivinlwiAe hyperexitability
LAZEINTTN (seizure) luszninaia alcohol withdrawal
syndrome 8n@8 wananit topiramate Samansniues
mi%élld norepinephrine 14 locus ceruleus &9NAlRaABINNT
IANN9IA (anxiety) ba' 72042

-Gabapentin AlasIa319Aay GABA
swsnthanlglumsinenennsnaueanagasiiiasen
gninavinl®iia neuronal stabilization ﬁ]’]ﬂm‘a‘ﬁﬂ’uﬁu
GABAergic transmission LLN:EFUE?G voltage-gated sodium
channels %8N N#gN3URY L-amino acid transporter
°7i plasma membrane %%a‘ﬁ 020 subunit V89
voltage-gated calcium channels ﬁwaﬁui‘?& excitatory
neurotransmitters®

-Pregabalin (Jueriutnaialnaf
inalninsien1snaueanages lagn13duny 020
subunit Va4 voltage-gated calcium channels ﬁaﬁwaﬂ’uﬂg\i
excitatory neurotransmitters ‘ﬁv'd glutamate (LR monoaminergic
neurotransmitters®

-Levetiracetam LJusnnusnansia
wits Ainalnlumsiusnuanenalnigs sansasusiuoy
dumz6ia voltage-calcium channels ¥inl# AAMINAI Ca®*
970 intraneuronal stores? LazaNNNIAN® M4 open label
trial WU levetiracetam ﬁﬂs:'ﬁﬂ%mw’lumﬁ'ﬂmn@'m
2IMIVALOANDTARUAZRINTOIABN anxiety disorders,
stress Waz mood disorders® wanannitgssnansailasiv
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4.1.9 Novel pharmacological targets
Faflgndnnarsrhiafinssdnsane
ﬁdl%é’@fﬂﬂaamaﬂum&wﬁ iavnanlgsnenisaae
waanazes lasinalnniseengnifiuandisiuly u
vareniclin (partial agonist of nicotinic receptor), OSU6162
(novel class of dopamine stabilizers), verucerfont LR
peracerfont (corticotropin releasing factor-1; CRF1
antagonist), LY686017 (neurokininol antagonist) Faanain

ma’«a:ﬁnml*’ﬁ%’nmﬁﬂam’%ﬂuamﬂméﬂﬂﬁﬁ”

4.2 sy lns (Herbal)
aguvlwsﬁaLﬂuﬁnmaLﬁaﬂ%ﬁalumﬂ"ﬁ%ﬂm
mMzfiauaanaged wazngueIMIIaUaanased Jaaiu
ﬁmsﬁﬂmqﬁfmaamgﬂwﬂumsammsﬁuu,aaﬂaaaé? LT
4.2.1 Pueraria lobata
Pueraria lobata ﬁﬁn%amﬁaﬁa Kudzu
Lﬂua&guvl,waﬁuﬁmﬁu B35ian3 isoflavone fidnAn 2 vhia
@ daidzin wae daidzein lasanmsanmlu Syrian Golden
hamster L2 alcohol preferring rat Wi_l’j’lmmina@m’lia&l
Loanages wananiisimusnanszauLaanagadludan
wonani daidzin f9flszansnwlunisaa sleep time 91N
MIlTULeaNagasd LAzt 5\1 acetaldehyde dehydroge-
nase (ALDH) s'fiaﬂﬁwuﬁ'uwamam,l,aaﬂaaaﬁl,mz disulfiram®
4.2.2 Tabernanthe iboga
Tabernanthe iboga Huiwlulauuansm
a7 ibogaine Gallug13513n indole alkaloid Iﬂﬂwuag
luifanvasnn nnmsdnslugainaass Hsenuwi
&7 ibogaine ﬁmaamms?{maanaaaﬂu alcohol preferring
ratslaglUfananuasnuaanases uaslunsfinmaug
INONWLTUNWINENT ibogaine FIANINAANAGAII GINNNNT
1aTunasiu (morphine) uazlaiaw (cocain) d2e°
4.2.3 Panax ginseng

Panax ginseng %30 lay Lﬂ%ﬁguvLWi
Authwnmadyss lemiannangsaanadnisianldsnm
anmMIfrAINLeanages laslauaztialinszuinmaais
LazRANBUaANaTad al% MMM InauTasianlod
alcohol dehydrogenase (ADH) fINAlAIzALLEANR TR
Twdansadias wonanisslissnuwinasaialaunag

mmsnaﬂmi@@%uLLaaﬂaaaﬁﬂmzuumaL'@ummi“

AT UATUNS AT 2558;30 (6) 4 Srinagarind Med J 2015; 30 (6)

4.2.4 Salvia miltiorrhiza
Salvia miltiorrhiza Lﬂuaquvlwsﬁyuﬁm
%'uai’nl%’lu;jﬁuauvlamé'u (insomnia) I1NNNTANBIKE
"nmmg‘uvlw*iﬁ»@iamiauLLaanaaaaﬂua‘%’mfﬂmaa WU
FUNINRANIIANLIANDTDS UAZANNDINNUAANDTON Lt
sP rats LAZAAILALLOANETOA LLREA Iﬂﬁﬁu&%ﬂ’]i(ﬂﬂ%&l
LOANBTAR MATTULNNIL AU NS
4.2.5 Hypericumper foratum
Hypericumper foratum %38 St. John's wort
Lﬂuayuvlwsﬁié'ﬂLLwi%aﬂﬂ waziinmahanlglunssne
lsa%uL@3n (antidepressant) N sanslugainaass
WU St. John's wort i §1NNTRAANIANLEANETEE
1w alcohol preferring rats WazsP rats %dmmﬁﬂmﬂqwﬁf
fueMITULAILAZE U NMDA receptor®’
uaﬂmﬂf:ﬂ'aﬁmguvlwﬂﬂmmwﬁ@ﬁﬁqwﬁfﬁuﬁ'ﬂ
1% Acorus calamus %aa 1w Gamsansnannangly

3235 &g uw Lin lwnsiin

o AL
amfﬂﬂaaanwﬁ anticonvulsant
VNARBILAZANBNA UM T NINAMERALDANDTDS LA

ﬂEﬂ;&lﬂ’]ﬂ’]?lﬂ(ﬂLLﬂaﬂﬂﬂﬂﬂuﬂuﬂﬂ@l

a5y
Q

mMIAaLaanagas (alcohol addiction) L‘ﬂuﬂwvm
fAaaslszmaulnauaznilan wananaznadynn
qmmwnwl,l,a:'ﬁ’mslwaasj?mLL@”’J gadugainialiine
Tuniaug e 1u Tuniasaunil tasegha §9aw
Fmsinwgdauaanagedludagtiudalinanisinml
WWunvwalan mmwﬁ@riaa'lﬂﬁ"hiﬁaﬂi:mﬁﬁgw,m
Ml lisulalunsTnuyinnads natsauirunauNIaN
a & 4 v oA
enninaunInngauaanagad liduaun Hdszay
mwé’nL‘%ﬁﬂumﬁ'ﬂmﬁaamﬁ’ﬁmmi’mﬁamnﬁ’aﬁﬁml@:
araunIuiluiAn aenuinIsunlandias@nwmmisms
snwlnd g nendusuauaiuuazenayulng iiathan
) A U 1 l;’l a a v v
owdegthonguiideld smassiasiuwlivlinams
Sabtak ?jaLﬂumﬂwi‘waaQﬁwl,l,a:ﬂsauﬂ%ﬁazvlﬁ%‘um
o Aa A a a P @
SnARYsEEnTAnaLazianylasansltluoniaa
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A1919N 2 E"(’Eﬂﬂ’ﬁﬁﬂ‘lﬂf’]ﬂ’]\‘]ﬂaﬁﬂﬂlE]\‘]El’1LLQZﬁQ\JuVLW{LuﬂWS%’ﬂH'Lﬂ’nxa@LLﬂﬂﬂaﬁﬂgLLﬂxﬂiﬂ;Naﬂﬂﬂiﬂn@LLE]ﬂﬂE]‘aE]ﬁ‘

Study Study design | No. of patients Treatment Comparators Results
Drugs
A multicentre, Multicentre, g::l/ﬂ’m 175 318 | Naltrexone Placebo JUseanTnnlums
randomized, randomized, 50 mg/day Ll neih pffinne
double-blind, double-blind, a1 12 sUanw Aewwaanages
placebo-controlled placebo-con- (alcohol
trial of naltrexone trolled trial dependence) %30
in the treatment of K1 piilfuaanages
alcohol dependence Tunmafiaa (alcohol
or abuse™® abuse)
Effect of oral Double-blind, | #1he 601 7o | uisiflungu Placebo Hihamasanusa
acamprosate on placebo- Al Nat9LABI8 8N baa
abstinence in controlled Acamprosate Uaaany LLﬂzQ’ﬂ’mﬁ
patients with alcohol | trial 2 glday ua LLiagﬂﬁﬂummqﬂﬁu
dependence in a 3 g/day 1uan waanagas
double-blind, 6 Laa (alcohol abstinence)
placebo-controlled
trial: The role of
patient motivation®
Efficacy and safety Randomized, ;ifﬂ’m 80 718 Baclofen Placebo 8@BINTT anxiety Tu
of baclofen for double-blind, 30 mg/day Ll K1 RSNz
alcohol dependence: | placebo-con- 1787 ¥1NNAT 12 waanagaa (alcohol
a randomized, trolled trial Ui dependence)
double-blind,
placebo-controlled
trial®®
Baclofen in the Comparative ;il/ﬂ’m 37 Y Baclofen Diazepam Baclofen
treatment of alcohol | Study 30 mg/day Liw | 0.5-0.75 mg/ | Us=zENTAN
withdrawal 1281 10 W% kg/day, 6 7% | lunsaae1ns
syndrome: a alcohol withdrawal

comparative study

vs diazepam®

syndrome
WEULYINNUNT LU

Diazepam
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Treatment of alcohol

dependence with

low-dose topiramate:

an open-label con-

Open-label

controlled trial

;jﬂ'm 90 78

Topiramate
75 mg/day W14
14 2 @39 ua

diazepam 5 mg

Iata
(psychother-
apy)

Topiramate 814130
15579y psycho-
therapeutic treatment

LT% diazepam

trolled study* uwaannin ;jﬂ's YRIUIINNUGD
e [ v a [
3 UAA NATL AU be
a a a a
@ wazdidszaninw
lumsaanisaennau
[ 4
Laanaaaa (alcohol
craving) TIUNIAA
21117 alcohol
withdrawal syndrome
LT depression
LLazanxiety
A double blind trial | Double-blind, | &{t)28 100 318 | uuiatungun Lorazepam 6 | {ihoauninnuge
of gabapentin vs. placebo- 163uen Gabap- | mg iuian | wathafesvaden
lorazepam in the controlled entin 4 3% 168 wazwuia 1,200
treatment of alcohol | trial 900 mg LAz mg NdszanTanlu
withdrawal"' 1200 mg 1w N138@81N13 alcohol
1281 4 1% withdrawal syndrome
wanINHIInaN1IaN
waanazas Laliia
alcohol withdrawal
syndrome
Pregabalin, tiapride Multicentre, ;jﬂ’sf;l 111 378 | Pregabalin Tiapride Qﬂmmmmwu@ia
and lorazepam in randomized, 450 mg/day 1w | 800 mg/day, AR ANGH ARG
alcoholwithdrawal double-blind, LAY 14 % Lorazepam uazlaaans pregab-
syndrome: a placebo-con- 10 mg/day alin Juszansawlu
multi-centre, trolled trial N1INAINIT alcohol
randomized, withdrawal syndrome
. . = 1
single-blind LNYULNI lorazepam

. .42
comparison trial

ILAZUNN7N tiapride
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