Presentation text on alcoholism and Campral

Canada, September 2007

1. Neurobiology of alcoholism and the effect of Campral:

The various health problems linked to alcohol, represent a major public health problem. In all the regions of the world, between 5 and 8% of the population presents a significant health problem linked to the consumption of alcohol. The cost for society is substantial and the handicap for people greater still. The pathologies are diverse, and attack both the individual’s physical functions, in most of the systems (digestive, nervous, osseous, haematological, etc.), and his psychological sphere, with disorders such as anxiety, depression, relational problems with others, and also serious social difficulties with a far-reaching social decline.

As you know, a distinction has to be made between the troubles associated with excessive consumption and those related to alcohol dependence. Facing a patient with excessive drinking, the doctor will give him advice for reducing his consumption of alcohol and the patient is capable of doing so. This is not the case with alcohol dependence. Here psychological and severe biological disruptions occur. The patient should be helped by a detoxification treatment and should then receive psychological, and where possible, pharmacological aid to maintain abstinence from alcohol. Dependence is in fact, to a large degree, the result of a severe neurobiological pathology. 
Alcohologists were therefore looking for a pharmacological treatment that could correct the disorders at the heart of the physical dependence on alcohol. In fact, it can be recalled that, in the past, treatment of all the major mental pathologies, such as psychotic disorders (schizophrenia in particular) and mood-related disorders such as major depression, for example, evolved favourably as soon as the first active medicines were available : major tranquillizers, neuroleptics and antidepressants. Only from this moment, psychotherapeutic and psychosocial interventions have been successfully applied whilst freeing the patient of the neurobiological pressure induced by the pathology. In the case of alcoholism, up until recently it was only possible to use medicines acting on the disorders associated with alcoholism. If the patient appeared depressed, he was given antidepressants, on the expectation that he would drink less or stop drinking; when he seemed anxious, he was given tranquillisers, etc. The aversive treatments using Disulfiram involved an attempt for deconditioning the patient from what was perceived as a positive experience, i.e. from the pleasure he or she experienced under the effect of alcohol. Thus, an attempt was made to induce the conditioning of an unpleasant experience when the patient took alcohol with Antabuse. This is the basis of the so-called “aversive cures”. Effectiveness is obviously limited since the basic mechanism of the biological dependence is not affected, and, as you know,  it is “in the nature of man” for him easily to condition himself to pleasant experiences but not to unpleasant ones, except if he is subject to repeat aversive experiences on a continual basis, which is obviously difficult at least from an ethical point of view.

With drugs that block morphinic receptors, such as Naloxone, the idea is to act on the process of the so-called “rewarding circuitery” and to block these receptors which, although involved in all addictive substances; but do not represent the basic mechanism fundamentally involved in alcoholism with dependence. 

Let me show you now how Acamprosate (Campral) does affect the basic mechanism responsible for alcohol dependence and let me also give you the opportunity to deliver and overview of the clinical studies supporting the efficiency of this medicine.
The history of Acamprosate is anything but uninteresting. In 1977, I was finishing my Ph.D. in Psychiatry, developing alcoholism evaluation methodologies. I was asked to make these methodologies available to the pharmaceutical laboratory that was developing Acamprosate. With another Belgian researcher, Professor Philippe DEWITTE, we thus began the first evaluations (he with experiments on animals, myself on clinical trials), after Professor LHUINTRE, in France, had shown in an small open study that a positive effect was revealed in alcoholic patients taking Acamprosate, after they had been weaned off alcohol. Faced with the first very encouraging results, both in animals experiments and in humans studies. I had the opportunity to create a European Clinical Research group bringing together some fifteen university research centres in eight Western European countries. This was how the “Plinius Mayor Society” was created. We held three to four scientific meetings every year and have built up a very sizeable database with the cooperation of clinicians, but also basic researchers, statisticians, economists, etc. Acamprosate was brought onto the market in Europe between 1996 and 1998, in the United States in 2004, and now it is appearing here in Canada (D2).

Over the last twenty years we have thus been able to present particularly interesting results and to show, through numerous follow-up studies, the effectiveness, efficiency and safety of the use of Acamprosate. Thanks to this, we have also made huge strides in the methodologies used in the alcohol clinical trials, as well as in basic research. 
The methodologies used to evaluate treatments for alcoholism are not simple. Evolution of this illness occurs by phases, with frequent cases of patients drinking again and suffering a lapse or a relapse. In clinical comparative studies, we can homogenise a series of data such as age, sex, and duration of the alcoholisation. Other factors, which are less easy to identify, also play a part, such as for example the support provided by the patient’s family and friends, the patient’s degree of impulsiveness, and the importance of the patient’s personal decision to stop drinking. This involves intervention of the cognitive control functions. Therefore it is necessary, as far as possible, to be able to place the assessed patients in natural living conditions so as to be able to monitor the development of these characteristics.

Let’s first look at how Acamprosate works (D3).

D4: The chemical structure of Acamprosate, i.e. an N-acetyl homotaurinate, is similar to that of amino-acids and other ligands which cause the NMDA receptors and glutamate to act.

D9: After acute consumption of alcohol, alcohol which is basically a sedative of the central nervous system, the neuroinhibitory and sedative effect is potentialised via transmitters such as taurine, and also the GABA system. After chronic alcohol consumption, the central nervous system adapts to this state of sedation by stimulating the opposing system, the glutamatergic system. This results in an increased secretion of substances known as excitatory neuroamines. Initially, this serves to thwart the alcohol’s sedative effect; then later on, this excitation will also occur in the absence of alcohol, .i.e. during the period when the patient drinks less or stops drinking. This is revealed clinically by signs of excitation accompanying the weaning syndrome (nervousness, shaking, etc.). The patient soon discovers that these withdrawal symptoms are stabilised by drinking more alcohol, and the vicious circle sets in.

D10: In fact, when Acamprosate is administered, the latter’s glutamatergic effect results in it balancing the excessive sedation chronically brought about by the alcohol, and the patient no longer has the feeling of having to take alcohol. It is Campral that is responsible for achieving this re-balancing, by in a way inhibiting the secretion of the neuroexcitatory amines. We can therefore understand why the patient is less seeking to consume alcohol again to feel good, seeing as he no longer feels major effects of withdrawal of the excitatory amines minds.
D17: Furthermore, we also know that all the substances that can lead to dependence, such as alcohol, have in common a sensitisation of the “so-called neuro-anatomic rewarding circuitry”; a circuit sensitive to greater well being and pleasurable sensations. This circuit includes the ventral tegmental area (VTA; the arched nucleus; the nucleus accumbens). But it is also in relation with the prefrontal cortex, which stimulates in it a control over the rewarding circuitery. 

D18: Thus, with a chronic consumption of alcohol, as with other drugs, there is an increased secretion of endogenous opioids (Beta-endorphins) which activate on the one hand, the GABAergic system and give a feeling of sedation, relaxation and pleasure, and on the other hand, the dopaminergic system (which gives a sensation of excitation and loss of inhibitions). If these mechanisms take place, for example under the effect of alcohol, in small doses and not very often, the result, in humans is a relatively pleasant feeling of relaxation and small loss of inhibitions. In the same time, it is the prefrontal lobe (you will recall that this lobe is also connected to the rewarding circuitery) where reflections, cognitive and affective adjustments and finally our decisions to take action occur this prefrontal lobe controls the functioning of the rewarding circuitery : if we consume too much alcohol and therefore if we make improper use of the way this rewarding circuitery works, it begins to “go a bit crazy”. Sometimes it is overly sedated, sometimes it is overly excited, and gradually escapes from the prefrontal lobe’s control. It will also be seen below, that under the effect of chronic alcoholisation this same prefrontal lobe also presents deterioration, with its effectiveness for control weakening. This in large part explains the appearance of “loss of control”, one of the classic symptoms when alcohol dependence occurs.

D19: Other studies have in the dependence process highlighted the intervention of a large number of neurotransmitters and receptors. We therefore know that several types of pharmacological intervention have been tested and used in alcoholism: blockers of opioid receptors with naltrexone, serotoninergic drugs such as some antidepressants, medicines with a neuroleptic effect, to act on the excessive secretion of dopamine, etc.

As we have just seen, on account of its regulating effect on the glutamatergic function, Acamprosate re-balances the imbalances caused by the excessive sedation occasioned by alcohol and the mechanism for compensating excitation of the brain.

For the sake of completeness, I would add that genetic studies are obviously continuing as regards the risk factors in alcoholism. Many localisations on various genes have been identified, but none of this has yet led to clinical applications.

Finally to wind up this neurobiological overview, a brief mention should be made of two important and additional aspects: 

First remark: 

A substantial body of scientific literature indicates that also in animals experiments Acamprosate has a positive and clear effect on neurobiological factors for alcoholism maintenance. In fact, and in general, animals do not like alcohol. Strains of rats have to be chosen which have been genetically selected to be predisposed to taking alcohol, and an artificial alcoholisation should be attained in them such that the discontinuation of alcohol consumption produces withdrawal symptoms. Thus, the rat conditions himself to consume alcohol again to get rid of the symptoms of weaning. If the rats are left to choose freely between water and alcohol, over time the consumption of alcohol gradually decreases (D26).

In rats, following a forced conditioning to alcohol consumption and after a state of physical alcohol dependence has been attained, we see significant signs of abnormal excitability during weaning, as in humans. Here we see (D27) that if we give Acamprosate, these symptoms of hyper-motility are appreciably lower than if no Acamprosate is given. This demonstrates that the drug, in animals also, has the effect of alleviating the symptoms of weaning.

Second remark:

Whilst it is clinically advantageous to suggest weaning and detoxification as soon as possible in the event of a relapse in order to avoid complications and to prevent the patient from becoming more and more conditionned to drinking, it has also been shown – in animals – that weaning is accompanied every time by substantial cell death, in particular in respect of the cortex and the hippocampus localisations. We know that the hippocampus is one of the points where alcohol has a major impact on the brain.

D28: But if we administer Acamprosate in animals before undergoing successive sessions of weaning (four courses of weaning in this case), we protect them against cell death which also can lead to death of animals. This has been confirmed on the occasion of weaning off alcohol (figure in the middle), we see cellular necrosis in hippocampus tissue cultures, and (on the right) a protection of this neurotoxicity by Acamprosate. This process is related to a blocking of the NMDA receptors.

Thus, and to conclude all the works using Campral, in animal models, it can be said that there is no effect in animals which do not prefer alcohol, or among those that are not dependent. The symptoms of alcohol dependence manifested by withdrawal excitation symptoms are counteracted by Acamprosate and one of its effects is also to protect against the neurotoxicity of the weaning. 

2. Let me now comments some clinical studies with Campral 

Today, after more than 20 years of clinical trials carried out in Europe, we can bring an important contribution to the efficacy of Acamprosate in the treatment of alcoholism and answer the questions posed by the clinicians: 

· What is this drug’s contribution in comparison to a placebo in randomised controlled studies (RCT) ?

· What is the impact of Acamprosate in observational and naturalistic conditions that tie up with the treatments carried out in clinical practice ?

· What happens when we combine the drug with psychotherapeutic and psychosocial interventions ?

· What is the evolution of the results over time, after three, six, nine and twelve months, for example ?

· What happens when the treatment is stopped? Is the positive effect maintained ? And so on...

To make evaluations in the case of alcoholism, a number of criteria have to be used: biological parameters of course, psychosocial criteria, the standard of living and quality of life and, of course, the consumption of alcohol during the period of treatment, which is measured, for example, by the number of days of total abstinence, the cumulative number of drinking’s days, the volume of the consumption when the patient has started drinking again, the time that has elapsed between weaning and relapse of drinking, etc.

Let us remember that no biological markers of alcohol dependence exist but only markers of excessive drinking.

D6: At the moment in Europe we have validated follow-ups of more than 4,000 patients and 3,338 of these patients were included in the first 11 studies carried out using the double blind method, with placebo control, in eight regions of Europe.

D45: We were then able to add four studies and here is the result on 15 randomised double-blind studies, showing Acamprosate versus placebo.

In each study, four alcohol consumption criteria were used: the percentage of days of total abstinence, the time after weaning until the patient drank again for the first time, the cumulative number of drinking days during the observation period, and finally the number of drinks per week, if the patient was drinking.

We see that in all the studies, for all these criteria, the administration of Acamprosate gives significantly better results than the placebo, except for one study which was conducted in the United Kingdom, where the difference is much less appreciable. I shall comment on this point a little later.

D16 (or D17): If, for all patients, we follow the evolution of the percentage of patients presenting complete abstinence during the entire period of follow-up, we see that each time here, also the curve is in favour of Acamprosate comparing to the placebo.

D18: We see exactly the same curve if we take as a criterion the percentage of patients scheduled for a follow-up visit and who actually came to each visit. Here, too, on each occasion it is in favour of patients who have received Acamprosate. This evaluation gives an idea of the dropouts during the study. We can make the hypothesis that this rate of attendance at the consultations is a good indicator of the prognosis for the treatment in naturalistic studies.

D47: More recently, Morgan was able to make some assessments, with relatively sophisticated statistical calculations, of the benefit that patients receive after three to six and 12 months’ treatment if they receive Acamprosate compared with a placebo. Two presentations are made here: on the one hand for all the 17 studies in which some patients have been followed for only three months, others for six months, and others for 12 months, and on the other hand, the five studies concerning patients who have all been followed for 12 months. We see that the benefit (with a reliability interval of 95%) is 40%, 50% and 95% in favour of Acamprosate.

As regards the rate of complete abstinence, if we now look at each study in detail, we see a certain variability in the results. According to the studies, they are all favourable to Acamprosate in comparison to placebo. This positive effect is identified on the right of the Number 1. Only three studies out of the 17 studies indicate little or no difference in favour of Acamprosate: the Chick study in the United Kingdom, the Borg study in Sweden and the Rousseau study in Belgium.

In the United Kingdom, according to the discussions we have had in our seminars of the Plinius Maior Society, the patients suffered from a high degree of psychosocial deterioration. In Sweden, in the recruitment many patients drank very impulsively, as is often the case in this region of Eirope, and no doubt they presented already substantial damage to the nervous system. Finally, in Belgium, the recruitment of the Rousseau study included a mix of alcoholics with excessive drinking and others who were alcohol dependent. For all the other studies, Acamprosate had a favourable effect. This calls for an important comment to be made regarding the evaluation of alcoholic patients. When patients already show significant signs of neurological deterioration, if they also have major problems of psychosocial adaptation, it is obviously social support measures that can help these patients far more than the effect of a drug (which only acts biologically).

Finally, to comment the Belgian Rousseau’s Study, Acamprosate has a specific effect on the process of biological dependence and not on the process of alcohol abuse that has to involve other intervention strategies.

D34: In an other specific study, it was shown that if Acamprosate was also delivered during a relapse, this continued prescription of the medicine led to a larger number of days of abstinence, after a relapse, than with a placebo. In this study, after a relapse the patients have a period of stabilisation, with complete abstinence, of 64 days with Campral, whilst this is only 48 days with the placebo. This shows that it is worth continuing to prescribe Acamprosate during relapses.

The alcoholic patient obviously has a number of problems to solve. Alcohol dependence is one of his problems; the others problems can be managed by short psychotherapeutic interventions and social support. This is shown by our Capriso study, Campral in primary care with social support, in which I compared two groups of patients of the same recruitment in the same clinic, one in 1992 and the other in 2001. In the first study, Acamprosate was compared to a placebo and, for the rest of the treatment, the patients were left to their own initiative when they came to seeking psychosocial assistance as well. Some patients ask for psychosocial support, whilst others did not. In these conditions, during the six months of follow-up and if total abstinence is taken as a criterion, only 4% of the patients with placebo were constantly abstinent (on the right), whereas those who were receiving Acamprosate showed a level of stabilisation at 24%, i.e. 6 time more.

Nine years later, with the same recruitment in the same clinic, all the patients received Acamprosate (on the left). Moreover, and by random selection, a first group benefited from the intervention of a psychiatric nurse, with brief, proactive psychotherapy, and social support adapted to each case. In a second group, the patients (on the left) were told clearly that they did not need anything else, other than the medicine. In the first case, the effect of the drug, which, it should be recalled, was 24% in the first study, increased appreciably to 32% in terms of permanent abstinence. In the second case, without specific psychosocial support, the effect of the drug fell back to 14%. We know that in each specific case, all alcoholic patients need psychological intervention and additional social support adapted to their case.

These results seem to me to be particularly important since they show that if we only use a drug and do not take care of the individualised needs of each patient, the pharmacological effect of the drug is diminished.

A relevant question can be posed here, namely whether a different type of psychotherapeutic intervention in combination with the drug has a different kind or extent of impact on the therapeutic results. The answer is that it does not. This was demonstrated by the NEAT (New European Alcohol Treatment) study, which I had the opportunity to coordinate in Europe in 2003. This was an observational, non-randomised study involving 1,289 patients, all of whom received Acamprosate. The therapist and the patient agreed together to apply one of the five types of therapy, namely individual therapy with a psychodynamic approach, group therapy, behavioural therapy, brief interventions, or a family approach. It can be seen that, both for the number of cumulative day’s of abstinence and for complete abstinence throughout the period of monitoring, the results do not differ from one form of psychotherapy to another.

D61: In this NEAT study, we were also able to confirm that over time, after three and six months, Acamprosate, more than any form of psychotherapy, gave very positive results in respect of the various quality of life components assessed by the SF36 scale. This scale rates both physical health criteria and psychological health criteria as well as very subjective perceptions of health.

In relation to the basic situation (on the left), after three and six months (on the right) we see an improvement in the quality-of-life criteria for all the items of the scale.
In evaluating alcoholism, it is necessary not only to note if any relapse occurs. In this study conducted by Professor Tempesta from Italy, we see that during the treatment, if the patients started drinking again, those that had received Acamprosate drank less than those who were under placebo. Likewise, in another study (Mikado), we see that over time, during the seven weeks of treatment, there is a marked decrease in the amount of the consumption during the days when the patients drank again (if we compare the left with the right). We also see that in the three groups that were assessed – the first with only one medical consultation, the second with a minimal advisory psychological intervention, and the third with brief psychotherapeutic interventions – there is no difference in evolution. This would tend to indicate that insofar as psychological support is provided to the patient, it is chiefly the drug that results in the major difference as regards alcohol consumption.

You will certainly remember that many years ago, a major American multicentre study (called Match), in which patients undergoing diversified psychotherapeutic treatments had been randomised, did not show any results differentiation according to the type of psychotherapy. This is not surprising. Apart from the drug, which helps to remove the state of biological dependence, it is necessary to identify each individual patient’s specific needs and provide each patient with specific psychotherapeutic and psychosocial assistance.

This was done in the Capriso study.

In the post-weaning period, one of the symptoms of persistent hyper-excitability, which may be a risk factor for a relapse, is represented by persistent sleeping disorders. It has been shown that, by reducing the hyper-excitability occasioned when the patient is being weaned off alcohol, Acamprosate regularises the structure of sleep and stabilises the patient.

D81: Of course there is always a cause for concern, especially as regards new drugs, in respect of any undesired effects or side effects of the drug.

Safety studies have been carried out and have shown that Acamprosate is particularly well tolerated. Only gastrointestinal disorders (diarrhoea) have been observed to a significantly higher degree with Acamprosate than with the placebo (this is due to a surfeit of calcium). If these symptoms persist, the doses of Campral should be reduced. We also encounter some problems relating to sexual libido. In chronic alcoholics patients, the reasons for sexual disorders may be many and varied. Finally, certain dermatological problems were observed more frequently under Acamprosate than under placebo. In all cases, these symptoms are light and transitory.

D82: Are there any medical contraindications for the use of Acamprosate? All the studies indicate that hepatic dysfunctions do not call for an adjustment of the doses of Acamprosate. However, as is the case with many medicines, Acamprosate is not recommended to be taken in the case of severe kidney failure.

3. A few additional comments
It is worth emphasising the fact that the start and the maintenance of alcoholism, with dependence, are not linked solely to biological factors but also to psychological factors specific to the person and the environmental conditions in which that person lives. It is also necessary to listen to, understand and assume care for all these different aspects, which vary from one patient to another. Various studies with Acamprosate have also pointed in this direction, and have not shown any incompatibility between the administration of Acamprosate and the setting in place of these specific forms of support.

Thirty years ago, when interest in the cognitive/behavioural approach to alcoholism was just beginning, I demonstrated that it was possible and useful for treatment to identify the specific conditions in which each patient drank: some mainly in the context of social contact with others, some for reasons of taste or out of habit, others to escape from problems or difficulties or, conversely, to stimulate and to prompt them into taking action, to have more assertiveness and others, finally, because they were developing very early and sometimes with quite reasonable consumption withdrawal symptoms and were seeking to counteract these by drinking again. This is important, because after a patient has been weaned off alcohol, the psychotherapeutic rehabilitation process will differ from one patient to another.

Also, at a particular stage in his evolution a patient who is dependent on alcohol has great difficulty imagining how he could live happily and abstain from drinking, when at the moment, drinking provides him with a way of evading a whole host of problems. Furthermore, giving up and keeping off alcohol in a society in which everything pushes you to drink, is clearly anything but easy. Hence, the self-help groups of Alcoholics Anonymous (AA) have a role to play here.
Before commencing a detoxification, the general practitioner and/or therapist will have to assess with the patient his positive and negative motivations for wanting to be weaned off alcohol, and then continue with alcohol abstinence and monitoring in the form of social intervention. This will be assessed with the patient within the framework of the motivational interview, “to motivate the patient to change”.

If the positive motivations are not well elaborated, it is better to postpone the detoxification than go ahead with it at any cost and then witness swift relapses.

Not all general practitioners are necessarily prepared to take on the psychotherapeutic interventions or the psychosocial assistance that are necessary. In general, they are not available enough to be able quickly to see a patient who is in a crisis situation, or to help him a fortiori in the event of a relapse, and, where necessary, take measures leading to an other hospitalisation.

On the other hand, general practitioners feel at ease in following and prescribing the treatment with the drug and providing assistance to the patient in terms of psychological support. For the rest, the G.P. will have to work with a network specialising in alcohology, with psychiatrists, psychologists and psychiatric nurses. They should also be able to have specialised centres at their disposal in the event of a crisis situation or for a hospitalisation.

To conclude, I will stress one last point. The patient’s motivation to change is also to a large degree dependent on what are referred to as executive functions.

These functions are also called superior functions, and include a series of conditions such as reasoning, reflection, good recognition of affective states and also flexibility and planning; in a nutshell, everything that enables us to go ahead and take a decision that is for our own good.

These executive functions are located in the prefrontal lobe, which is the last acquisition of Homo sapiens. This prefrontal lobe thus acts as a control of the impulses provided more automatically than, for example by the rewarding circuitry.

Whilst chronic alcoholism makes “the operation of the rewarding circuitry go a bit crazy”, with increased and disorganised secretion of excitatory substances, it also simultaneously disrupts and damages the prefrontal lobe. This results in the alcoholic patient no longer having normal control, as a non-alcoholic patient does, to take good decisions and for example to stop drinking, when the general feeling is becoming unpleasant. This can be evaluated by specific tests.

For instance : The Alpha-Span Test is a double task executive function test. In the first phase you ask a person to recall, after a few minutes, a serie of words. In a second phase, you ask her to recall the same words, but on putting them in an alphabetical order. 

You see here that if the alcoholic patients, who of course are not neurogically deteriorated, performed for the first phase as good as the controls, it is not the case for the second phase of the test.

The same handicap is noted with the Hayling Test. This test evaluates the capacity of inhibition automatic answers.

So : you ask a person to complete a sentence. You tell her, for instance, in a first phase, to complete the sentence logically and in a second phase, she has to refrain from answering the good answer. 
For instance : in a sentence like : you write a letter, you put this letter in an envelop, you write on the envelop an address and before putting this letter in the postbox, you put on the letter a : “stamp”. The word “stamp” is of course the good answer. In a second phase, the person has to complete the same sentence by refraining to answer “a stamp”. But the person has to give a non logical word, like, for example : “on the envelop you put an Oliphant” (in the place of “a stamp”).
Here also you see (on the left side), that alcoholics patients perform quite good in the first phase, but make much more errors when they have to refrain an automatic answer. After detoxification and rehabilitation, these alcoholics patients have again a much better performance in their executive function. Let us note that these functions are located in the prefrontal lobe. We have shown that alcoholics patients who in the follow-up period keep a bad performance in these executive tests, are more at risk for relapse. These functions have, a least in my opinion, something to do with the symptom of loss of control.

CONCLUSION
So, with Acamprosate (Campral), we have now a new medicine acting specifically on – let say – one of the basic processes of the pathology of alcohol dependence, the pathological allostasis where, permanently, an excitatory state of the brain exists in order to compensate the conditioned state of sedation anteriorely created and/or at present maintained by chronic alcohol consumption.

Treatment with Campral has to begin as soon as detoxification begins. And has to last during one year. The medication will be given also during the relapsing periods, in order to attenuate the importance and the duration of drinking. Campral has also a protective effect on the neurotoxicity during the weaning phases. Of course, the medication has to be associated with psychosocial support. This is specific to each patient according his or her special needs. Motivational intervention, support for abstinence, personal rehabilitation with learning and effective use of alternative behaviours in the field of thinking, feeling, acting instead of alcohol drinking in case of craving or difficulties or distress.
The organisers ask me to say something about our programme of treatment. This programme is very simple and is in accordance of all what I have said before :
Most of alcoholics patients are referred by family of friends. So, an important part of assistance is usually to listen to and to support these people and to help then these people who will help the patient in his motivation for treatment; with the objective that sooner or later the patient comes to the medical office. To take car of this patient, you have also to listen carefully to him in order to understand what is going on in relation to alcohol use, also to understand what was at the beginning of excessive drinking, the role of role of drinking in the personal psychodynamic of the patient and in his relations also with his or her surrounding.

Motivational interview will help you to understand for which reasons the patient agree to stop drinking and also for which reasons he or she is, on the contrary, inclined not to stop drinking.

Of course you have to check if there is of not a state of alcohol dependence for prescribing a withdrawal treatment, as a first step of caring. As I told you before, we have to understand in which conditions the patient has begun to drink excessively and which are the factors at present time which maintain his or her drinking behaviour; also which are all the factors acting as reinforcement of drinking.
After withdrawal, a patient who specifically drinks in social setting, has to be managed quite differently of this one who drinks to avoid psychological difficulties such as social phobia for example.

Co-morbidities have to be explored for further treatment : different kind of anxieties or depression, specially bipolar manifestations, and also personality disorders, sociopathy, borderline personalities and all the crisis and stressful situations.

Within the therapeutic process, the therapist has to explain the successive phases of the follow-up treatment after withdrawal, this is very important.

The role of the drug treatment has to be précised, specially, for example, what Campral can do and what Campral cannot do.

Campral can help the patient in his or her efforts to maintain abstinence, by diminishing the biological pressure of the stimulus to drink, if the patient is day after day, motivated no to drink.

The withdrawal proceeder is a classical one : 

Substitution of alcohol by Diazepam or Tiapride; hydratation and additional vitamins B. We use begin to administer Campral at the third day of withdrawal.

During the follow-up, the main objective of the treatment are control for abstinence and implementing of alternative behaviours to alcohol use.
Let me briefly illustrate this procedure by a clinical vignette :

This is the case of female patient, Mrs D., who attend our outpatient clinic for the first time when she was 39 years old.

The alcohol history indicated occasional drinking during her universitary studies; then more regularly when she married at the age of 23, due to more social contacts. This habit for drinking involves to excessive drinking later on and a few years later, in the context of episodes of anorexia nervosa and a suicide attempt of her daughter, major relational problems with her husband appear and very soon, psychological and physical dependence toward alcohol were manifest. 

When Mrs D. attended the outpatient clinic, loss of control toward alcohol was present since one year. 

Withdrawal treatment was performed in the inpatient clinic; Familial and Systemic Treatment was recommended and also on an individual basis for the patient, training in assertiveness (CBT).

Mrs D. stabilised during six years.

She took Campral during one year.

Six years later, at the occasion of a new marital crisis, Mrs D. relapses during two weeks. A short withdrawal treatment was performed on an outpatient basis. 

She decided for marital separation. She took again Campral during one year. Today, one year later, she is still stabilised and lives with a new companion.
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