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Abstract

Significant progress has been made in the pharmacotherapy of alcoholisr
specifically in the areas of withdrawal reaction, decreasing consumption, relaps
prevention, and comorbid psychiatric illnesses. Psychosocial interventions are ¢
important component of treatment strategies, and studies into the efficacy c
medications often include psychotherapy or other nonpharmacological modali
ties. Increasingly, however, the evidence reveals the effectiveness of drug tree
ments for various components of the illness.

Many different pharmacological agents and dosage regimens have been inve
tigated for the treatment of the alcohol withdrawal syndrome. The effectivenes
and simplicity of giving long-acting benzodiazepines, using a loading-dose tech
nique, make this regimen first-line therapy.

Both naltrexone (an opioid antagonist) and acamprosate (calcium acety!
homotaurinate) increase rates of abstinence and decrease relapse rates in alco
dependent individuals who are in abstinence-orientated programmes. If patien
enter a comprehensive treatment programme, either naltrexone or acampros:
should be considered as an option in the treatment plan. The choice of medicati
is most likely to be determined by the availability of each, which differs consid-
erably throughout the world. Selective serotonin (5-hydroxytryptamine; 5-HT)
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reuptake inhibitors (SSRIs) seem to have short term effects, and are more effecti
in depressed alcoholics-dependent and in men. For all medications there is wit
variability in treatment response (i.e. effect size) and compliance seems to k
essential for successful treatment.

Preliminary evidence suggests the usefulness of pharmacotherapy in treatir
alcohol dependence in the presence of other comorbid psychiatric illnesse
Antidepressants have shown efficacy in the treatment of alcoholism with com
orbid depression, as has buspirone for the treatment of comorbid chronic anxie
symptoms. Further understanding of the neurobiological mechanisms of depen
ence in animals and humans as well as improved knowledge of predictors
treatment response will lead to improvements in the pharmacotherapy of alcoh
dependence.

This article reviews the pharmacological stra-Michigan Alcoholism Screening Test (MAS%)and
tegies that have been directed towards the treathe CAGE questionnaif®l. The CAGE is a brief,
ment of alcohol dependence, focusing on the areakitem test that consists of 4 yes/no questions:
of intoxication, withdrawal syndrome, decreasings Have you ever felt you shouddit down on your
consumption, relapse prevention and comorbid drinking?

psychiatric illnesses. Progress in the pharmacos Have peopleannoyed you by criticising your
therapy of alcohol dependence and related prob- drinking?

lems has been made through the integration of Have you ever felt bad aguilty about your
basic and clinical pharmacological strategies. drinking?

Studies in animals and humans indicate relation; 5ye you ever had a drink first thing in the morr
ships between serotonin (5-hydroxytryptamine; g ¢4 steady your nerves or get rid of a han
5-HT), dopamine, glutamatg;aminobutyric acid over Eye-opene)?

(GABA) and endogenous opioids with the start, A score of 1 or more on the CAGE question

C_ontllnuance and stopping of alcohol Consump'naire, or a history of large quantity or high fre
tion.!] Although most researchers have focused on .
. . guency of alcohol consumption, should lead th
one neurotransmitter system, a behaviour as COMjinician to a further, more detailed evaluation o
plex as alcohol dependence probably involves sev- . L " .
- alcoholism. This includes additional history tc

eral neurotransmitters. ) o ,
fully characterise the extent of drinking, and ider
tify the presence of alcohol withdrawal symptom:

1. Diagnosis anxiety, depression or other comorbid psychiatr

Alcoholic patients are more frequent users of®" med|ce_;\l_ ilinesses. ) L

medical services than the general populaibn, !N addition, a physical examination and laborz
This readily available access to individuals with{©"Y tests are indicated to support the results.
alcohol-related problems puts physicians in an exthe assessmefit.Useful signs to identify on phys-
cellent position to diagnose the illné¥sEvalua- ical examination include: abnormal skin vasculal
tion for alcoholism should be viewed as an integraisations, hand tremor, rhinophyma, hepatomega
part of a medical or psychiatric assessment in afnd signs of past or present injlyl Serumy-
patients. The ideal strategy should include a cliniglutamyltransferase (GG®PP! and mean corpusc-
cal interview which involves screening questionsular volume (MCV¥1% have been identified as
for alcohol problems, as well as inquiring into theobjective markers of alcoholism; however, the
guantity and frequency of alcohol consumption.have low sensitivity for the identification of less
Standard screening tests for alcoholism include theevere alcoholisril-13]

0 Adis International Limited. All rights reserved. Drugs 1998 Oct; 56 (4)
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2. Alcohol Intoxication intensity and duration of the preceding alcohc

. L . . exposure. The symptoms of a mild reaction al
A_(chohol |nt_o?(<j|cat|ond|ia ”?alffga‘,lsmf t[]afnc tremor, insomnia and irritability lasting 48 hours
accidents, suicides and hospital admissiond.he or less, which, in a severe reaction, are followed I

search .for an aIc_ohoI antagonist hqs been in Pr%aliucinations, seizures and delirium trem&rs!
gress since the time when the ancient Greeks bggiie controlled studies have confirmed the pc
lieved that the precious stone amethyst could bloc'fency of nonpharmacological interventions suc

or reverse its behavioural effects; hence the term o monitoring of signs and symptoms and genel
‘amethystic’ agent. However, today there are manynursing carél® patients with a history of with-
ethical and legal problems with allowing intoxi- '

cated individuals to drive cars, operate machiner drawal seizures or comorbid illne88, or those in
» OP Ymoderate to severe withdrawal, should also recei

or drink alcohol excessively without the percept'onpharmacotherad&?ﬂ] as summarised in table
of harm. | [1.18,20,22-37]
A single amethystic agent may never be found A nationwide survey in the US of 176 inpatien

because alcohol affects various classes of Synapti§|c0h0| treatment programmes revealed a wic

receptors, neurotransmitters and neurohormones,_ . . :
o~ . . Variety of treatment regimens being u§&tThe
Specific agents that have been investigated as S
L . ) most commonly used medications were the benz

alcohol antagonists in humans include: l@opa,

aminophylline (theophylline ethylenediamine) diazepines, including chlordiazepoxide (33%), di
phy PNY! y .2’ azepam (16%) and the shorter-acting oxazepe
ephedrine, naloxone, lithium, calcium antagonists, 0 ;
fructosé!> 16l and more recently pyridoxin&]l (7%) and Ioorazepam (4./0)' Otohers |ncI.ucljed ba;rb
Initial results could not be replicated or confirmed trates (11%), phenytom (10 /(:))’ clonidine (7 /0.)
for any of these agenid. Therefore, acute alcohol B-adrenoceptor antagonists (3%), carbamazepi

intoxication is usually treated with supportive (1%) and antipsychotics (1%). 52% of the pro
carelll grammes used a fixed dosage regimen with adq

tional doses as needed, and only 9% used a fro
loading dose technique.
Earlier studies described the effectiveness of tl
When alcohol intake is abruptly discontinued ordiazepam loading dose technique in which patien
reduced and blood alcohol concentrations decreassith moderate to severe withdrawal are admini:
rapidly, a characteristic withdrawal syndrome re-tered 20mg of oral diazepam hourly until the
sults. The severity of the reaction varies with theshow clinical improvement or become mildly se

3. Alcohol Withdrawal Syndrome

Table I. Alcohol intoxication and withdrawal

Medication Comments References
Intoxication None Supportive care only 1
Alcohol withdrawal Long-acting benzodiazepine (e.g.  Loading dose technique is effective, simple and tolerated, and 1,20,22,23
syndrome diazepam or chlordiazepoxide) lowers the duration of treatment and total dose, e.g. diazepam

20mg PO hourly until improved or mildly sedated. Drug of
choice, other than in the elderly or in severe liver disease

Lorazepam Drugs of choice in the elderly or in severe liver disease 24

Clonidine Superior to placebo, but inconsistent compared with 25-29
benzodiazepines

Atenolol Superior to placebo, but additional evidence not available 30

Carbamazepine Probably efficacious, but adverse effects limit routine use 18,31-34

Chlormethiazole Less effective and less well tolerated than benzodiazepines 18,35

Barbiturates Good evidence of efficacy; however, narrow safety margin 36,37
limits use

PO = orally.

0 Adis International Limited. All rights reserved. Drugs 1998 Oct; 56 (4)
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dated®:221 This approach was supported by ausel3”l Chlormethiazole is a sedative-hypnoti
double-blind, controlled trial of 101 inpatients who agent that has been used for the treatment of al
were randomised to either fixed-schedule therapyol withdrawal syndrome in Europ¥! Studies
of chlordiazepoxide 4 times daily or to symptom- have shown it to be superior to placebo, but the
triggered therapy in which medication was givenresults are inconsistent, and concerns that it is |
hourly in the presence of continued symptomseffective and less well tolerated than benzodiaz
(which in essence resembles the loading dose tectpine$®! have limited its widespread use.

nique, except that asymptomatic patients received Research continues into other treatments f
no further medication). The mean duration of treat-2lcohol withdrawal syndrome, based on variot
ment, as well as the total dose of chlordiazepoxidetheories about the cause of the syndrome. Spec
was significantly lower in the symptom-triggered modalities that have been investigated includ
group (9vs 68 hours, and 100s 425mg, respec- analgesic nitrous oxidé}-4! phenytoin24%l val-
tively).[23] proic acid (sodium valproat&,44 flumazenil#546l

In clinical situations where impaired hepatic calcium antagonisté]#% 5-HT; antagonist€:’!

metabolism is a concern (e.g. the elderly, liver disN-methyl-D-aspartate (NMDA) receptor antago
ease), it appears that lorazepam is the best tolerat&ists!*®>! dexamethasonlé tiapridd>! and tes-
benzodiazepine given that it does not underg&osteron&“] Data on the benefit of these pharme

hepatic oxidation, and thus has more predictabl&Ctherapies are limited at this time and furthe
pharmacokineticB¥ Recently released practice Studies are required. However, none appearsto g

guidelines recommend benzodiazepines for th&ide significant benefit over benzodiazepines.

treatment of alcohol withdrawal syndrome, wgh

blockers, clonidine, carbamazepine and antipsy-
chaotics used only as adjunctive therapy. Symptom-
triggered therapy was the preferred regimen, with  Numerous types of medications to decrea

4. Decreased Consumption
and Relapse Prevention

structured assessment scales for monitddfig. alcohol consumption and prevent clinical relap:s
Several medications have undergonel@mised have been tested, many of which are summaris
trials for evaluation in the treatment of alcotith-  in table 11155951 The choice of which medication to

drawal syndrome. Clonidine (arp-adrenoceptor use is not only based on the evidence, but is a
agonist) has been reported to be superior to pladependent on the availability of medications
cebof25! however, when it was compared with Which often differs markedly in different regions
benzodiazepines in double-blind studies, the reof the world.

sults were inconsistent with regard to efficacy and
preventing complication8®-291 Atenolol has also

been found to be superior to placebo for the treat- A |arge body of research has described the rc
ment of alcohol withdrawd?®! but no further in-  of the endogenous opioid system in alcohol co
vestigations have been done. sumption. Some studies have shown that the re
Double-blind studies comparing carbamazepineforcing properties of drinking alcohol are relatec
and oxazepam in the treatment of alcohol with-in part, to increases in endogenous opioid activi
drawal syndrome found similar effica§;*2’how-  following alcohol usé?! thus hypothesising a mech:
ever, concerns about the methodology in thesanism for opioid antagonist thera§{. Geneti-
studied® as well as adverse effe¢t$ have lim-  cally determined differences in endogenous of
ited the utility of carbamazepine as a routine treatoid response to alcohol intake have also be
ment['8 There is evidence that barbiturates arerelated to risk of alcoholistf#!
efficacious in this applicatioé! but a narrow mar- In late 1994, naltrexone became the first drug
gin of safety raises concerns about their routineover 40 years to be approved in the US for treatil

4.1 Naltrexone

0 Adis International Limited. All rights reserved. Drugs 1998 Oct; 56 (4)
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Table Il. Medications used to decrease alcohol consumption and prevent clinical relapse

Medication Comments References
Naltrexone Approved for treating alcohol dependence 55
Reduces consumption in heavy social drinkers 56-58

Increases abstinence, lowers relapse rates and may have an anticraving effect 59-66
Contraindicated in severe liver disease, or in the presence of acute infection or 67
immunodeficiency

Increase monitoring if used by women of childbearing age, or in patients with 67
polysubstance abuse

Start at 25 mg/day with increase in 2 days to 50 mg/day 67
Acamprosate Approved in Europe 68

Increases abstinence, may have anticraving effect 69-73

Contraindicated in pregnant or lactating women, renal or severe hepatic 74

impairment, children and the elderly
Dosage of 1.3 g/day if <60kg bodyweight and 2 g/day if >60kg, with 1y duration 71,72,74

Fluoxetine No benefit, with possible worse outcomes 75-78

Citalopram Transient effects with no improvements in outcome. More effective in men 79-82
than in women

Fluvoxamine Poorly tolerated, thus limiting use 83

Ondansetron May reduce the desire to drink 84,85
At a dosage of 0.25mg bid, reduces consumption in mildly to moderately 86
alcohol-dependent individuals

Ritanserin In social drinkers, improves some alcohol-related measures but limited effect 87
on alcohol intake

Alcohol-sensitising agents [disulfiram, Clinical use being challenged given no apparent benefit over placebo, poor 88-91

calcium carbimide (calcium cyanamide)]  compliance
May be effective when compliance is assured by regular supervision in a 91-93
structured programme

Bromocriptine Long-acting injectable shows no benefit in relapse prevention 94
Oral route appears to reduce craving in those with specific D2 receptor 95
genotype

bid = twice daily.

alcohol dependende®! A combined analysis of the relaps&3! and that this was probably due to lowe
original 2 trial$>:6% that led to approval was re- levels of craving®¥ as well as reports of feeling
cently reported. In a total of 186 patients, nal-less ‘high’ after drinking®>!

trexone showed significant differences over pla- In a more recent double-blind trial, 97 alcohol
cebo with regard to abstinence at the end of thelependent individuals were given psychosoci
12-week treatment period (%4 31%) and time to  treatment and randomly assigned to naltrexone
first episode of heavy drinkin§! A 6-month post-  placebo for 12 weeks in an outpatient setting. Th
treatment follow-up of 80 patients in the study by more naturalistic design, where compliance we
O'Malley et all®2] showed the naltrexone group to not ensured, showed naltrexone overall to ha
have higher abstinence levels at 1 month {67 nonsignificant effects in reducing relapse rates (-
40%), lower relapse rates at 4 months{857%)  vs35%) and number of drinking days\(§11%),
and fewer patients meeting criteria for alcoholwith significant improvement in drinking out-
abuse (10s24%) or dependence (¥839%) at6 comes only in those who were highly complian
monthsl®2l Reanalysis of the original trials showed with the medicatiorf€]

that, while treatment with naltrexone did not sig- Interindividual variability in response to nal-
nificantly reduce the likelihood of sampling alco- trexone has been observed; thus, another area
hol, it did significantly reduce the rates of clinical investigation with naltrexone is patient/treatmer

0 Adis International Limited. All rights reserved. Drugs 1998 Oct; 56 (4)
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matching. Studies have suggested that naltrexonies of patients taking naltrexone 300 mg/day; hoy
showed more benefit in patients with high baselinesver, the majority were asymptomatic, and all r
craving[®3.9 somatic distre$®! and poorer cog- solved when the drug was stoppg&8.1%2There is
nitive functioning!®®! An ongoing study is attempt- no evidence of hepatotoxicity at recommended dc
ing to identify a relationship between a noninvas-age$° but, given the concerns, naltrexone is col
ive measurement of endogenous opioid activitytraindicated in the presence of acute hepatitis,
and response to naltrexone. The effect of naloxonguring marked liver damage or failure. Other cot
when combined with alcohol expectancy on ancerns include use by women of childbearing age w
individual's response to pain is being evaluated aghould have their birth-control methods monitore
a possible biological predictor of response in asince naltrexone stimulates luteinising hormor
double-blind, placebo-controlled trial of naltrex- (LH) which may lead to unexpected ovulation. |
one plus cognitive behavioural therdiy! addition, due to naltrexone increasing cortisol le:
Population studies in the US found 15 to 21%¢€ls. patients with acute infection or immunodef
of men and 5 to 6% of women to be frequent drink_ciency_ must wgigh Fhe risks and benefits of the tre
ers58 Some investigators have therefore focusedMent in this situation, as these are not known.

on the effects of naltrexone on alcohol consumpNere is concermn about initiating an opioid with

tion, hypothesising that it may be useful in the drawal syndrome in the presence of polysubstar
secondary prevention of alcohol dependentedS use, a naloxone challenge test should be perforn

ies in social or nondependent heavy drinkers havgefore starting therapy. Patients should be instruct
0 wear a notice identifying them as using naltre:

revealed a number of changes with patients takim% . L L .
ne, explaining that it is an opioid antagonist ar

naltrexone while using alcohol, which include: re- that theref h ter d f oiat
duced cravind:®571 an aversive effelt->8! and at therelore much greater doses of opiates wo
be needed if these are required in an emergenc

greater subjective intoxicatid?®! as well as lower ) ;
Drawing on the effectiveness of naltrexon

total consumption and fewer heavy drinking dégs. that has already been described, there are sev

These data, however, are insufficient to make rec; ; : . .
: . . further issues that require exploration. A study |
ommendations regarding the use of naltrexone in__. e
nondependent heavy drinkers animals has shown the usefulness of periodic naltre
P y ' ondl0l and some have suggested resuming tre

Issues relevant to the clinical use of naltrexone .. patients during high-risk periods after th

have been well summarised in a recent riSk'beneﬁFecommended initial 12-week treatmentipehf104]

7] i ioi - . . . L
agses_smerﬂ‘i. Na_'"exof“‘f Is a pure opioid antago Another consideration is combination pharmac
nist with no agonist activity and therefore no abusetherapy, with a recent trial comparing naltrexor

potential. No evidence of tolerance or dependencgity sertraline versus naltrexone alone in 18 alc
has been found. There is little concern about drugp,qjic patients19% However, the group receiving

drug interactions since the major metabolit{6- compination treatment showed no further improw:
naltrexol) is not metabolised via the cytochromeyentin several drinking outcomes and relapse o\
P450 enzyme system. It has an excellent safety prqpose receiving naltrexone alone. Optimal leng
file, with the most common adverse effects beingof therapy, effectiveness with only minimal psy
nausea and vomiting and less commonly headach@nosocial intervention, initiation during inpatien

anxiety and fatigue. These often resolve withinprogrammes and higher doses all require furth
days and may represent a mild opioid withdrawalstydy!104]

reaction. Suggestions have therefore been made that
the regimen should start at a dosage of 25 mg/day,
with an increase to the full 50 mg/day after 2 days.
Initial concerns regarding hepatotoxicity were  Studies using other opioid antagonists, specifi
based on reported increases in transaminases in stually nalmefene (nalmetrene), have shown promi

4.2 Nalmefene

0 Adis International Limited. All rights reserved. Drugs 1998 Oct; 56 (4)



Drug Treatment for Alcoholic Patients 577

ing results. In a 12-week, double-blind, random-those >60kg, to be taken in 3 divided doses wil
ised, placebo-controlled trial of 21 alcohol-depend-mealsl’¥ However, in the absence of adequat
ent patients, those receiving nalmefene 40 mg/dagose-response relationship studies, dosage recc
had significantly lower rates of relapse, and amendations are empirical. Two studies failed t
greater number of abstinent dd¥#! Nalmefene show any significant differences in results betwee
was well tolerated and has potential advantagesosages of 1.3 and 2 g/d&y/? and although there
over naltrexone, including no dose-dependent hepwere trends towards a better outcome at the higt
atotoxicity and more effective binding to central dosagd?? compliance may be a problem since

opiate receptors. diarrhoea, the most common adverse effect,
dose-dependeftt! Treatment should be startec
4.3 Acamprosate soon after detoxification, with a recommended dt

ration of 1 year. Acamprosate has an excelle

Acamprosate (calcium acetyl-homotaurinate) issafety profile, as there is no evidence of addicti\
another medication which has attracted much atpotential or overdose toxicity, and a low risk o
tention over the past few years, especially in Eurdrug-drug interactions since it is not metabolise
ope where it has been approved for the treatmerjut directly excreted in the urine. Acamprosate
of alcoholism(®8 Although not yet fully under- contraindicated in pregnant or lactating womer
stood, it appears to act by several mechanismsand in patients with renal impairment or sever
including inhibiting hyperexcitation of excitatory hepatic failure. Due to limited experience in th
amino acids (e.g. glutamatéy! reducing calcium  elderly, its use should be avoided.
ion fluxes, increasing GABA uptake, increasing
serotonin levels, and noradrenergic antagoriém.

Four randomised, double-blind, placebo-con- 4.4 Serotonergic Drugs
trolled trials with a total of 1453 detoxified alco-
hol-dependent patients, lasting 3 to 27 months, Studies in animals and humans indicate the in
have recently been publish&&72 The treatment portance of serotonergic neurotransmission in t
groups consistently showed significantly higherregulation of alcohol consumptidf’] Several
rates of continuous abstinence (&315%), mean selective serotonin reuptake inhibitors (SSRIs
duration of abstinence [the percentage of days éncluding fluoxetine, fluvoxamine and citalopram
patient is abstinent divided by the total number ofhave been investigated in terms of decreasing alc
days in the study (48s 34%)] and retention in hol consumption and preventing relapse.
study [the number of patients who remain in the Fluoxetine 60 mg/day has been tested in 2 r
study for its duration (5¥s38%)] compared with cent randomised, double-blind, placebo-controlle
the controls. Even though the results are signifitrials involving a total of 129 alcohol-dependen
cant, the size of the effect (acamprosate-placebg)atientd?>.76!Both trials showed that treatment dic
was relatively small (18, 14 and 13%, resppety). not reduce rates of relapse; in fact, one study r
Several of these studies suggested an anticravingealed a trend towards lower abstinence rates
effect, with one finding significantly lower psy- the fluoxetine grou®® with the other showing
chological dependence in the treatment griétlp. greater compliance and retention in study for tt
Similar results of significantly increased abstinenceplacebo grou’®! A reanalysis of one study dis-
rates and retention in study were found frqppaled  played poorer drinking-related outcomes in th
analysis of 11 trials involving 3338 patieft3. treatment group among those characterised as |

Specific issues pertaining to the clinical use ofing type B alcoholics (i.e. early onset and great
acamprosate have been summarised in a recent ralcohol-related problems$)! Another trial involv-
view.™ Usually, the recommended dosage is 1.3ing fluoxetine 60 mg/day for 2 weeks showed n
g/day for patients who are <60kg, and 2 g/day foreffect on decreasing consumption in nonmot

0 Adis International Limited. All rights reserved. Drugs 1998 Oct; 56 (4)
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vated, mildly to moderately dependent alcoholicof alcohol, showed no change in CNS-depress:
individuals[78! effects!110139 heavy social drinkers weredomised,
A double-blind study in mild to moderate alco- in a double-blind fashion, to either ritanserin 5 ¢
hol-dependent patients given citalopram 40 mg/ dayl0 mg/day or placebo, with no other treatmer
or placebo for 12 weeks with a brief psychosocialThere was slightly less desire for alcohol in the
intervention showed a significant reduction in alco-mg/day group, and decreased liking of alcohol
hol intake only during the first week of disaram.  the 10 mg/day group. However, neither treatme
Thereafter, both placebo and citalopraroups re-  showed significant effects on outpatient alcohe
duced their drinking similarly, thus putting the intake[®”] These results suggest that ritanserin h
clinical utility of citalopram into questio? Fur-  limited efficacy for reducing heavy drinking.
ther analysis of this study revealed a significantly
greater response to citalopram in men than in
women after 12 weeks of treatméiit. Two studies Currently, 2 pharmacotherapies widely used

in severely alcohol-dependent patients revealedlinical practice to maintain abstinence are th
some improvement in drinking behaviours in thosea|cohol-sensitising agents disulfiram and calciui
receiving citalopram 40 mg/day, though these didcarbimide (cyanamide). These drugs inhibit he
not translate into significantly lower abstinence patic aldehyde dehydrogenase (ALDH), causir
ratesl®1:821 Other studies using citalopram without increased blood acetaldehyde levels after alcot
a brief psychosocial intervention have shown thatingestion. The result is a highly unpleasant episo
individual responses vary to a large degree, withof flushing, weakness and nau$gaAt present
no specific patient characteristics predicting re-their efficacy is being questioned given that sevel
sponsg108.109] large trials failed to show any benefit over placeb

In 2 trials using fluvoxamine, 18 of the 26 pa- and that nonpharmacological factors appeared
tients receiving active drug dropped out, mostlyexplain the earlier finding§8-9°l
due to adverse effedfS] Thus, the effect of SSRIs Areview of 24 studies with oral disulfiram, anc
is usually short term. 14 with implanted disulfiram, concluded that th

It has been hypothesised that serotonin antagaevidence for the use of this drug was equivoc:
nists reduce the reinforcing effects of alcohol andwith most studies using poor methodolddy.In
decrease the desire to dritkkPretreatment with ~addition, poor compliance with these medicatior
ondansetron (a 5-HTreceptor antagonist) in has put in doubt their clinical effectiveness. |
healthy volunteers and social drinkers was foundcompliance is assured by regular supervision, th
to augment certain stimulant, sedative and pleasugdisulfiram has shown a benefit in decreasing alc
able effects following a standard dose of alco-hol consumption and increasing total abstine
hol [8485] Patients reported a decreased desire t6ayst®? Some, therefore, suggest a role for the u
drink, possibly mediated by increased intoxication©f disulfiram in the context of a structured pro
and/or aversive effects. In a 6-week, double-blindgramme with contracts and meaningful incentive
placebo-controlled trial in which all patients were fOr cqmphance[?ly%.] Factors limiting the use of
taught coping skills, ondansetron 0.25mg twicedlsulﬂr.am_ an.d calcium carb|m|Qe |ncllude Sever:
daily was found to significantly reduce the numbercontraindications (e.g. severe liver disease, pre
of drinks per drinking day in those with a baselineN@ncy. heart disease, greater age), CNS 1a12d l
drinking level of <10 drinks per day. No effect was (©Xi¢ity: and multiple drug-drug interactighd-1
found in the group receiving ondansetron at a dos-
age of 4 mg/dalfp®!

Pretreatment with ritanserin (a 5-kHeceptor There is evidence of altered dopamine functic
antagonist) in healthy volunteers, followed by a dosen alcoholic patients both when drinking and whe

4.5 Alcohol Sensitisers

4.6 Other Agents
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detoxified!*4! Long-acting injectable bromocrip- istration Centre, 62% met lifetime diagnostic cri
tine (a dopamine Preceptor antagonist) was re- teria for at least one other psychiatric illn&3g),
cently studied in a double-blind, placebo-controlledSeveral of these illnesses and possible treatme
trial with 366 moderately and severely alcohol- are presented in table [ff9-130]

dependent patients being randomised to 6 monthly

injections of bromocriptine 25 or 50mg, or pla- 5.1 Depression

cebo. No significant differences in rates of relapse

were found between the treatment gro§fistn A recent large survey of alcohol-depender
another trial, oral bromocriptine was given to !nd|V|duaIs found a history of primary depresglor
alcoholic individuals in a double-blind, placebo- IN 15.2% of the group and secondary depression
controlled design. Interestingly, a reduction in 2,6'4%[_131] Primary depression is defined by the
craving occurred in the actively treated patientsi'St épisode of depression having occurred befo
who were found to have the; &llele of the D the.onset of alcohol abu.se or occurring durin
receptof®®! This again raises the issue of potentialP€riods of prolonged abstinené#’

patient treatment matching, in this instance involy- _IMipramine was assessed in a 12-week op
ing a specific genotype. trial involving 60 alcoholic patients with primary

Other medications recently investigated in re-depression, a}nd.45°1/g]showed improvement in bo
lapse prevention include 4-hydroxybutyric acid Meod and d”nk"f‘él- The responders from this
(GHB),115] interferor6] and nitrous oxid&17 Al- trial were then eligible for a randomised, placebc

though preliminary results are encouraging, theycontrolled, double-blind discontinuation study
all used open-label designs or were plagued b)yvhmh revealed a trend towards decreased rellap
poor methodology. Of additional concern is that!n the treatment group. In a second randomise

both GHB and nitrous oxide have an abuse pc)ten[_)lacebo—controlIed trial involving similar patients,
tial, which is likely to limit their role in this patient N0 overall effect on drinking was found; however

population. _reduced consumption was evident in those wit
improved mood*2% Unfortunately, a 25% dropout
rate in the treatment group due to oversedation a
anticholinergic adverse effects remains an obstac
for imipramine use.

Alcohol dependence is often associated with a Desipramine was studied in a 6-month, placeb
comorbid psychiatric diagnosis. In a survey of 928controlled, double-blind trial involving 71 detoxi-
alcohol-dependent men seen at a Veterans Admirfied patients with alcohol dependence, 28 of who

5. Treatment of Alcohol Dependence
with a Comorbid Psychiatric Diagnosis

Table Ill. Comorbid psychiatric diagnoses associated with alcohol dependence

Diagnosis Medication Comments References
Depression Imipramine May reduce alcohol use in patients whose primary depression improves 119
Adverse effects result in high dropout rate 120
Desipramine Good efficacy in treating secondary depression, with possible lower 121
relapse rates
Fluoxetine Reduces alcohol consumption, with lower relapse rates and 122,123
improvements in depression
Anxiety disorder Buspirone Improvements in both drinking outcomes and anxiety symptoms 124,125
Post-traumatic stress  Sertraline Preliminary results show reductions in psychiatric symptoms and 126
disorder improvements in drinking outcomes
Antisocial personality  Nortriptyline Limited evidence finds higher abstinence rates and lower consumption 127,128
disorder only in those with a concurrent mood or anxiety disorder
Bipolar affective Valproic acid Small study suggests improvement in mood and reduced consumption 129,130
disorder (sodium valproate)

0 Adis International Limited. All rights reserved. Drugs 1998 Oct; 56 (4)
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had secondary depressiéft! Results showed a sig- involving 61 patients randomised to buspiron
nificant improvement in mood symptoms among20mg three times daily or placebo revealed sign
the depressed patients, as well as a trend towards@antly greater retention in the study, fewer drink
decrease in relapse to alcohol drinking in bothing days at 6-month follow-up, and a trend t
treatment groups. slower relapse for the treatment grdtgd] A re-
An open trial involving 12 depressed alcohol- cent meta-analysis of buspirone in this populatic
dependent individuals, treated with fluoxetine atagain showed increased treatment retention a
20 to 40 mg/day for 8 weeks, resulted in significantimprovements in anxiety?%! A trial of buspirone
improvements in depression and alcohol consumpin alcoholic patients not selected for a comorb|
tion.1221 A 12-week, double-blind study random- anxiety disorder failed to show an improvement |
ised 51 depressed alcoholics to fluoxetine 20alcohol consumption, while still leading to signif:
mg/day or placebo, and found that treatment withicant improvements in several psychopathologic
fluoxetine had significant effects in lowering alco- measure$-38l
hol consumption, increasing time to first episode In patients with alcohol dependence, the life
of heavy drinking, and decreasing depressivdime prevalence of post-traumatic stress disord
symptomd123] (PTSD) has been shown to be 10% in men and 2
These results, in combination with those fromin womenl139 Nine such patients were treated wit
the tricyclic antidepressant trials, provide strongsertraline 200 mg/day for 12 weeks in an opel
support for the pharmacological treatment of dedabel fashior!2¢! The results showed significant
pression occurring in the alcoholic patient. Somedecreases in all 3 symptom clusters of PTSD, i
researchers have suggested that, since a majorireased days of abstinence and decreased
of depressions resolve once detoxification is comsumption at 3-month follow up. Limitations in-
plete, clinicians wait for 2 weeks of abstinencecluded the presence of other comorbid disorde
before starting any antidepressd#t3133lin con-  such as depression in several patients, as well ¢
trast, others have shown the stability of depressiomigh dropout rate, with 3 noncompleters, 2 c
in alcoholic individuals over timé34 and that the whom were lost to follow-up. A large, controllec
presence of either primary or secondary depressiostudy is needed to confirm effectiveness.
at entry into treatment for alcoholism increased Patients with antisocial personality disorder ter
the rate of relapse, and decreased time to firsto be refractory to treatment, especially in the pr
drink 1351 Further trials are thus required to provide sence of other psychiatric disorders. 29 patier

more clarity in this area. with antisocial personality disorder, alcohol de
pendence and a current affective or anxiety disc
5.2 Anxiety Disorders der had significantly fewer drinking days and in

creased abstinence rates following treatment wi
In the Epidemiological Catchment Area sur- nortriptyline for 6 month&t28l No improvement

veylt3€1 19.4% of those with a history of alcohol was found for those who did not have a curre
abuse or dependence also had a lifetime diagnosigfective or anxiety disordé28]

of an anxiety disorder. Evidence suggests that anx-

ety is likely to be both a cause and a consequence 5 3 gipolar Disorder

of alcoholismi237] Nonpharmacological treatments

are indicated for managing transient anxiety symp- Of patients with bipolar affective disorder, 40

toms, with medications recommended for the treathave an associated alcohol use disdtd8®n open

ment of chronic anxiety disorders. trial investigated valproic acid for 16 weeks in
Buspirone, a 5-HTa partial agonist, has been patients with bipolar affective disorder and a co

used in the treatment of anxiety disorders coexisteurrent substance dependence, 8 of whom used

ing with alcoholism. A 12-week, double-blind trial cohol alone or in combination with other drutfs!
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The trial showed significant improvements in both ever, adding medications to these other modaliti
mania and depression, as well as decreased alcohigl being shown to be effective in treating variou
consumption at 6 months’ follow-up. Finally, 2 components of the iliness.

case reports of patients with alcohol abuse, panic During an alcohol withdrawal syndrome, treat
disorder and either bipolar or organic affective dis-ment with long-acting benzodiazepines, using
order described large improvements in alcohol useloading dose technique, has been shown to be
panic attacks and affective episodes or instabilitywell tolerated and effective strategy. Once patien
when they were treated with valproic aéi#!  are abstinent, there is evidence to suggest that b

Controlled studies are needed. naltrexone and acamprosate decrease consumpt
) and help reduce relapse. If patients enter a comp
6. Conclusions hensive treatment programme, and do not have &

There has been significant progress in the dru&ontraindications to the medications, either na
treatment of alcoholic patients. Recommendedféxone or acamprosate should be considered
management of the alcoholic patient is summarisedtegral component of their treatment plan. In pz
in figure 1. Given the many different medications tients with alcohol dependence and a comorb
that are discussed here, it is clear that no singl@sychiatric disorder, there is increasing evidenc
pharmacological agent will be useful in all casesthat pharmacotherapy is an effective tool. Speci
of alcohol dependence. Psychosocial modalitiedcally, antidepressants may be useful for a cor
remain central to managing this illness, and inorbid depression, and buspirone may be useful f
many of the trials involving pharmacological agentschronic anxiety symptoms.
patients also received psychotherapy or other non- Further basic science and clinical research d
pharmacological interventions. Increasingly, how-velopments should produce more detailed info

Screening for alcoholism
® Questionnaires
e Brief interview

!

Evaluation of alcoholism
e Clinical interview
e Physical examination and laboratory tests

4 l A,

Alcohol | Alcohol withdrawal syndrome | Alcohol dependence |
intoxication |
! ! } | , |
Supportive I_MIM e Moderate to severe No comorbid Comorbid major Comorbid
care e History of withdrawal psychiatric illness depression anxiety disorder
v seizures l l l
Supportive e Comorbid medical
care illness Naltrexone or Antidepressant Buspirone
acamprosate (if e.g. fluoxetine
l available) in
Long-acting addition to a
benzodiazepine standard non-
using a loading pharmacological
dose technique treatment programme

Fig. 1. Strategies for diagnosis and drug treatment of the alcoholic patient.
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mation regarding the treatment of alcoholism, lead- 19-

ing to improvements in the pharmacological strat-
egies used in alcoholic patients.

20.
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