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with that of “heavy drinking”, which consists of 5 or more 
drinks per day or at one sitting, or 4 or more in the case 
of women (Volpicelli, Alterman, Hayashida, & O’Brien, 
1992; O’Malley et al., 1992; Guardia et al., 2002).

This progress, from any alcohol consumption at all be-
ing considered as relapse, to the acceptance of low-risk 
drinking as a criterion of improvement, is laying the bases 
for accepting the concept of reduced alcohol use as a va-
lid outcome target for treatment programmes.

Naltrexone was introduced as an anti-craving drug 
designed to bring about continuous abstinence from al-
cohol. However, few clinical trials have confirmed that 
naltrexone produces a clear reduction in craving, nor 
that it increases abstinence rates. However, several review 
studies and meta-analyses have concluded that its most 
notable therapeutic effect is the reduction of excessive 
alcohol use (Bouza, Magro, Muñoz, & Amate, 2004; Petti-
nati et al., 2006; Rösner et a., 2010).

On the other hand, clinical experience shows that whi-
le disulfiram can be useful over a certain period for peo-
ple who have decided to give up drinking, it is likely that 
after an initial period of continuous abstinence, the alco-
holic patient will try a drink, which tends to lead to relap-
se, just when he/she was at an advanced stage of recovery. 

Such late relapses are often unexpected (for both pa-
tients and their families), and tend to be associated with 
immediate negative consequences, which are sometimes 
so severe that they can be devastating for the patients 
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The pharmacotherapy of alcoholism, for relapse 
prevention, goes back more than 60 years, to 
the introduction of disulfiram. It was probably 
the very characteristics of the drug that promo-

ted a treatment model based on continuous abstinence, 
which has remained to the present day.

The acetaldehyde reaction, which can occur if the pa-
tient drinks alcohol again, acts as a cognitive deterrent, 
and helps the recovering patient maintain the commit-
ment to maintain complete and continuous abstention, 
which in turn helps to protect him or her from relapse 
(Chick et al., 1992).

This treatment model has been imposed to the extent 
that for decades no alternative proposal has managed 
to replace it in our country; moreover, it has created an 
expectation of what recovery from alcoholism should be 
like, among patients, their families and professionals, and 
this has interfered in the development of other options.

What is more, many controlled clinical trials with drugs 
for the prevention of relapse have equated any alcohol 
use (however small) with relapse. A return of any kind to 
drinking has been considered as treatment failure, and 
has even obliged patients who drink during the treatment 
to drop out of the study (Naranjo, Dongier, & Bremmer, 
1997; Gual & Lehert, 2001).

In fact, it was not until the advent of clinical trials with 
naltrexone (for the treatment of alcoholism) that a new, 
less stringent relapse criterion was proposed, overlapping 
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themselves, since they lose confidence in themselves and 
in the treatment. If in addition to this the family shows 
rejection, the patient can develop self-destructive beha-
viours, which may even lead to suicide during relapse 
crises.

In both studies with laboratory animals and in clini-
cal practice it can be seen that when alcohol consump-
tion is discontinued for a period, it is likely that intake 
increases considerably (due to loss of control) when the 
patient starts drinking again. This neurobiological phe-
nomenon has been called alcohol deprivation effect, and 
is related to the functioning of the opioid system, since 
the administration of opioid receptor antagonists (such 
as naltrexone and nalmefene) can attenuate its impact 
(Kornet, Goosen, & Van Ree, 1990; O’Brien, Volpicelli, & 
Volpicelli, 1996; Sinclair, 2001).

Treatment oriented towards continuous alcohol absti-
nence has several drawbacks. Probably the most important 
of these is the above-mentioned withdrawal effect (which 
begins on the day the patient starts drinking again); but 
there may be other, more subtle ones, which will interfere 
with both patients’ understanding and awareness of their 
addictive disease and the development of effective relap-
se-prevention strategies.

Patients that are able to stop drinking altogether, for 
a while, have the illusory perception of being already fu-
lly “recovered”, because they no longer feel the “need” 
to drink and they have found it easy to stay abstinent. 
If moreover they take disulfiram or cyanamide, it is as 
though alcohol has ceased to exist, since it is no longer 
“available” to them. In such a situation, the patient does 
not drink at all and no longer craves for alcohol, and his 
or her behaviour has returned to normal. Such remis-
sion even leads patients to think that they didn’t really 
have an addictive disease, that maybe the doctor made 
a mistake in the diagnosis, or in any case, that they had 
an alcohol problem in the past, but that they’ve now “got 
over it”.

From here on in they begin to think that at some time 
in the future they can have the odd drink without pro-
blems. Even their family and friends might begin to say 
that, since they have already gone so long without drin-
king, they have probably now recovered, and they could 
have a drink without it leading them to drink excessively 
(Guardia-Serecigni, 2008). 

Hence, conventional treatment with disulfiram or cya-
namide does not favour understanding or awareness with 
regard to the underlying addictive disease, which tends 
to be persistent and can be reactivated by even just one 
drink, since the first glass can lead to uncontrolled drin-
king and relapse into heavy drinking, with all the associa-
ted negative consequences. Relapse will generate despair 
and pessimism, and can lead people to think (wrongly), 
that their alcohol problem has no solution. Such pessi-

mism tends also to affect family members, and even the 
professionals treating the problem.

The reduction of alcohol use, with the help of nalmefe-
ne, is a new treatment target that brings clear advantages 
for low-severity alcoholic patients who follow closely the 
corresponding instructions.

If a patient has begun to have “problems”, which are 
negative consequences of his or her excessive alcohol use, 
and the professionals treating the person help him/her 
to understand this relationship between such excessive 
consumption and those problems, it is likely that the pa-
tient will be well-disposed to reducing his/her intake.

Patients often decide to stop drinking when they find 
themselves stressed by these “problems”. However, “stop-
ping drinking” is not exactly the same as having the spe-
cific target of complete and continuous abstinence: pa-
tients tend to leave themselves the option of having the 
odd drink, in certain situations of celebration or when 
they meet up with friends and family, especially in their 
initial attempts to  treat their alcoholism (Guardia-Sere-
cigni, 2009; 2012).

Lack of a proper understanding of the withdrawal 
effect and of the characteristics of the addictive disease 
lead patients, their families and their friends to think that 
control or lack of control over their drinking depends ex-
clusively on their “willpower”, and they all tend to believe 
that if the patient were to just “try a bit harder”, he or 
she could manage to control it. Finally, when the patient 
manages to stay abstinent for a reasonable period of time, 
everyone thinks along the lines of “time is a great healer”, 
and that the patient will soon be able to have a few drinks 
without problems. This is the “trap” that usually leads to 
relapse, and only antagonists of the opioid receptors can 
protect the patient from a situation where that first drink 
indeed ends up leading to relapse.

That is, the patient’s true objective is actually closer 
to a reduction in use than to continuous abstinence, sin-
ce he or she tends to leave open the option of having 
a few drinks at some point in the future. If the patient 
has taken an opioid receptor antagonist, the day he or 
she takes a drink again, he/she can avoid relapse, and 
may succeed in being able to drink just occasionally and 
at low risk, which would signify clinical remission from 
alcoholism.

However, when the patient seeks the euphoria-indu-
cing effects of alcohol, or “needs” to drink so as to miti-
gate other psychiatric symptoms (anxiety, insomnia, de-
pression, post-traumatic stress, etc.), reducing alcohol use 
may be more difficult, possible because this quest for the 
psychoactive effects of alcohol or the effect of self-medica-
tion may overpower the limited effect of opioid receptor 
antagonists. Indeed, clinical trials on treatment with nal-
trexone have only yielded small or moderate effect sizes 
(Feinn & Kranzler, 2005).
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The efficacy of treatments targeting a reduction in al-
cohol use has been demonstrated only with nalmefene, in 
low-severity alcoholic patients (Van den Brink et al., 2013; 
Van den Brink et al., 2014). Future studies could broaden 
the severity spectrum of patients who might benefit from 
this new treatment objective.

Low-severity alcoholic patients are those that do not 
present alcohol withdrawal effects, nor serious or de-
compensated medical, psychiatric or addictive comorbi-
dities. The majority of alcoholic patients do not present 
withdrawal syndrome, but only difficulties for controlling 
their alcohol intake (which is what leads them to drink to 
excess), and nor do they present serious or decompen-
sated comorbidities. Therefore, most people who suffer 
from this disease can be considered as low-severity, and 
can benefit from treatment with opioid receptor antago-
nists, targeting the ongoing reduction of their alcohol use 
– and this represents a paradigm shift in the treatment of 
low-severity alcoholism (Guardia-Serecigni, 2011).

It is certainly the case that the majority of alcoholic 
patients are low-severity, given that just 20% present clear 
withdrawal syndrome (Anton, 2008). Patients with high 
levels of severity should begin their treatment with a de-
toxification programme, so as to alleviate the alcohol 
abstinence symptoms and facilitate their withdrawal from 
drinking.

When alcoholic patients properly follow the instruc-
tions for reducing their drinking, at the same time as 
taking nalmefene (prior to having an alcoholic drink), 
the expected reduction effect appears right from the be-
ginning of the treatment, and is maintained long-term, 
with the possibility, even, of achieving a gradual pharma-
cological extinction of the addictive behaviour. That is, if 
every time the patient ingests alcohol the expected rein-
forcing effect fails to occur, the quest for alcohol and its 
consumption lose relevance, the patient’s “obsession” to 
drink decreases, and his/her “freedom” to decide whe-
ther to have a drink or not increases, on each new poten-
tial drinking occasion that comes up.

This “freedom” of decision with respect to alcohol may 
not seem very important to people who have never had 
difficulty controlling their drinking, but it is very impor-
tant for those who have lost the ability to control their 
alcohol use. Moreover, greater awareness about addiction 
and lack of control over drinking may increase both the 
“obsession” to drink and the symptoms of grief, when one 
is obliged to stop drinking altogether, and this can lead to 
depression and increase vulnerability to relapse in some 
patients.

In treatment with opioid receptor antagonists, alcoho-
lic patients will follow a process in whose initial stages they 
still have the “need” or craving for a drink. This will help 
them to become aware of their addictive disease and also 
to realize that they should reduce their alcohol intake as 

much as possible, or even stop drinking altogether. They 
also learn that they have to protect themselves, taking a 
pill prior to their first drink after a period of abstinence, 
if they want to avoid the risk of losing control, of going 
back to excessive drinking, and of suffering the associated 
negative consequences. And the professional experts in 
alcoholism treating them can also play an important role, 
helping them to be aware of their addictive disease, and 
working with them on strategies for preventing a return 
to heavy drinking.

Having reached this point, we can state that alcoho-
lism corresponds to the medical model of illness, and can 
be treated like any other bodily dysfunction. The great 
difference is that the cardinal symptom, the “difficulty 
to control” alcohol intake, is not a bodily symptom but a 
behavioural one, but the similarity resides in the fact that 
it also responds to pharmacological treatment – that is, 
taking the medication at the right time has the effect of 
neutralizing the symptom and helps the patient to achie-
ve the goal of reducing alcohol intake.

Drawing a parallel with other diseases or bodily dys-
functions such as migraine crises, sea-sickness, insomnia, 
allergic rhinitis, or epigastric illnesses, we see that the 
therapeutic procedure normally consists in taking a pill 
(of the drug in question) at the moment the symptom 
appears, or even before it does (with the aim of preven-
ting it), in situations in which it is likely that the symptom 
will reappear.

This medical model involves the use of a treatment op-
tion “in case of need” or “on-demand”, which might be 
needed more frequently at first, but as the patient beco-
mes more stabilized, the frequency will decrease, and it 
may become unnecessary at times. All the same, factors 
such as stress can contribute to a reappearance of the 
symptom, so that a further treatment episode is required, 
until stabilization is achieved once more, and eventually 
clinical remission.

When the treatment targeting a reduction in alcohol 
use achieves the stabilization of the patient, or even, going 
a step further, when the patient finally stops drinking alto-
gether, he or she will no longer need to take medication 
for a long time. However, it may be that the patient has 
another relapse at some later date; in that case, the medi-
cation will once again be necessary to avoid them falling 
back into heavy drinking.

If patients manage to stay within the limits of low-risk 
drinking, on all occasions that they drink, they will also 
avoid the negative consequences associated with excessive 
alcohol intake. If the negative consequences disappear, 
we can consider that the patient is in clinical remission 
from alcoholism. And if the patient succeeds in maintai-
ning this remission over a long period, in line with the 
aforementioned medical model of disease, we can con-
sider that he or she has recovered from his/her illness. 
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From that moment on, the patient can stop worrying 
about the episode of alcoholism, which he/she has now 
got over, and get on with resolving other more or less 
pressing problems.

Conclusions
Clinical trials on the treatment of alcoholism, with 

opioid receptor antagonists, have provided a new, less 
stringent relapse criterion, and have demonstrated their 
utility for the reduction of excessive alcohol intake. Nal-
mefene helps low-severity alcoholic patients seeking to 
reduce their alcohol use to achieve their goal. This new 
treatment approach brings recovery from alcoholism clo-
ser to the model of medical illness. If patients attain a sig-
nificant reduction in their alcohol use, whereby they stay 
within the limits of low-risk drinking, on all occasions that 
they drink, this treatment can lead to clinical remission 
and also to the disappearance of the negative consequen-
ces of heavy drinking. Once remission has been achieved, 
the alcohol addiction ceases to be a source of preoccupa-
tion (for both patients and their families), and may well 
follow a course similar to that of medical disorders.
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