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09:30h-11:00h

Nous paradigmes en alcohol. Superant I'estigma i els prejudicis.

- Reconceptualitzacié de I'addiccio: Consum Excessiu Reiterat (CER)
- Atencid centrada en el pacient

- Presa de decisions compartida

11:00-11:30h

Descans

11:30h-13:30h

Abordatge clinic del pacient amb Consum Excessiu Reiterat (CER)
- Estrategies per introduir l'alcohol a I'agenda

- Avaluacié diagnostica. Elements prioritaris i accessoris.

- El disseny del pla terapeutic

- Atenci6 a la familia

- Maneig clinic de les situacions de crisi

13:30h-14:00h

Debat sobre casos practics i aspectes de coordinacié amb I'AP




Reconceptualitzacio de I'addiccio:
Consum Excessiu Reiterat (CER)



Nova definicio d’addiccio:
Consum Excessiu Reiterat (CER)
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V. PERSONALITY DISORDERS AND
CERTAIN OTHER NON PSYCHOTIC
MENTAL DISORDERS (301-304)

301. Personality disorders

MENTAL 302. Sexual deviations
DISORDS 303. Alcoholism

304. Drug dependence
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Drug addiction

Drug addiction is a state of periodic or
chronic intoxication produced by the
repeated consumption of a drug (natural
or synthetic). Its characteristics include :

. (1) an overpowering desire or need
(compulsion) to continue taking the drug
and to obtain it by any means ;

(2) a tendency to increase the dose;

(3) a psychic (psychological) and
generally a physical dependence on the
effects of the drug;

(4) detrimental effect on the indivi-
dual and on society.

C10

1C

Addiction vs Habituation??

Drug habituation

Drug habituation (habit) is a condition
resulting from the repeated consumption
of a drug. Its characteristics include :

(1) a desire (but not a compulsion) to
continue taking the drug for the sense
of improved well-being which it engen-
ders ;

(2) little or no tendency to increase
the dose;

(3) some degree of psychic dependence
on the effect of the drug, but absence of
physical dependence and hence of an
abstinence syndrome ;

(4)  detrimental effects,

if any,

" primarily on the individual.
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Qo) Perqué usar el CER?

= Les definicions de ‘addiccid’ han canviat en el temps i I'espai, son
subjectes a biaixos culturals, i tenen mancances rellevants

= Lavisio dicotomica (addictes vs no addictes) no es correspon amb la
realitat social i clinica, i és altament estigmatitzant

= Hi ha una molt alta correlacio entre el consum excessiu reiterat i el
nombre de criteris de dependencia que es compleixen
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“‘ Perqué usar el CER?

* EICER és responsable dels canvis cerebrals i les alteracions
fisiologiques en les Trastorns per Consum de Substancies (TCS)

* EICER és responsable dels fenomens d’intoxicacio, tolerancia i
abstinencia, considerats centrals en la definicié dels TCS

* EICER és responsable de la major part de les consequencies
socials dels TCS

* EICER ésresponsable de la major part de la morbi-mortalitat
associada als TCS

* EI CER encaixa millor amb les dades empiriques, redueix
I'estigma, i evita que ens oblidem dels pacients de més alt risc



Alcohol. A Balanced View
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Alcohol. A Balanced View

Royal College of General Practitioners. London. 1986.

alcohol i1s similar both to blood pressure and to serum
cholesterol, which both exist within continua and are risk
factors for disease. The higher the level of blood pressure,
the greater the risk of cerebrovascular disease and the
higher the serum cholesterol level, the greater the risk of
coronary heart disease.




Alcohol. A Balanced View

Royal College of General Practitioners. London. 1986.

That the Royal College of General Practitioners
accept that a practical, preventive approach will entail
the abandonment of the concept of ‘alcoholism and
the alcoholic’ as the core of the problem and that
concepts of addiction and dependence furnish few
clues to the solution of the problem.




Atencio centrada en la personai
presa de decisions compartida
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Atencion Centrada en la Persona (ACP)

Atencion gue es respetuosa con el paciente y responde a sus preferencias,
necesidades y valores, asegurandose de que los valores del paciente guian

el proceso de toma de decisiones
Institute of Medicine, 2001

Atributos que definen la ACP:

* Holistica

* Individualizada
* Respetuosa

- Empoderadora

Morgan & Yoder (2012)

“No decision about me, without me.”’



Editorials represent the opinions of the authors and JAMA
EDITORIAL and not those of the American Medical Association.

Bringing Patient-Centered Care to Patients
With Alcohol Use Disorders

Katharine A. Bradley, MD, MPH; Daniel R. Kivlahan, PhD

jama.com JAMA May 14,2014 Volume 311, Number 18

Copyright 2014 American Medical Association. All rights reserved.

Clinicos y pacientes deben discutir:

Sobre la ambivalencia hacia el cambio;

Objetivos del paciente (abstinencia vs reduccion vs no cambiar);
Preferencia por un abordaje psicoterapéutico grupal o individual
Diferencias en coste y privacidad de las distintas opciones
Tratamientos farmacologicos




Principios de la atencion centrada en
el cliente (1)

Nuestro servicio existe para beneficiar al cliente
(y no viceversa).Las necesidades de los clientes
tienen prioridad

El cambio es fundamentalmente ‘auto-cambio’.
Nuestros servicios facilitan procesos naturales de
cambio.

Los clientes son expertos en si mismos.
No podemos provocar el cambio nosotros solos.

No somos los Unicos con buenas ideas. Las del
cliente pueden ser mejores.



Principios de la atencion centrada en
el cliente (2)

El cliente tiene capacidades, fuerzas y habilidades
imprescindibles para que el cambio ocurra

El cambio por tanto requiere la colaboracion entre dos
expertos

Es importante por tanto incorporar la perspectiva del
cliente.

No es una lucha por el poder donde si el cambio se
produce nosotros ganamos. Es una danza, no boxeo.

La motivacion no se insufla, se evoca.

La gente toma sus decisiones, y el cambio sélo es un
objetivo cuando el cliente lo decide.



and’ Psychosomatics
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Principios éticos de |la toma de
decisiones compartida

* Teoria de la autodeterminacion: |a
autodeterminacién es deseable porque
tendemos intrinsecamente a protegery
preservar nuestro bienestar

* Teoria de la autonomia relacional: nunca
somos enteramente libres, pues nuestras
decisiones estan condicionadas por nuestras
relaciones e interdependencias.



Toma de Decisiones Compartida (TDC)

Ayudar a los pacientes a entender mejor
su condicion médica;

Ofrecer informacion sobre los beneficios
y efectos adversos de las distintas
opciones terapéuticas;

Apoyar a los pacientes mientras
clarifican sus valores y preferencias;

Apoyar al paciente en el proceso de
implementacion de sus decisiones;

Trabajar con la familia y los cuidadores si
el paciente tiene deterioradas sus
capacidades cognitivas.

MAVINC CUADREN
MAKING SHARED

VECISINDN-MAKING A REAI TV
DECISION-MAKING A REALITY

No decision about me, without me

Angela Coulter, Alf Collins

FOUNDATION FOR
INFORMED MEDICAI
DECISION MAKING

TheKingsFund>




Un modelo para la practica clinica

* Plantear alternativas en equipo (Choice talk

/Team talk)
e Valorando opciones (Option talk)
 Toma de decisiones (Decision talk)

Plantear
alternativas
(en equipo)

Valorando
opciones

Toma de
decisiones

DECISION

Adaptado de Elwyn et al, 2012




Plantear alternativas en equipo
(Considerar conjuntamente las posibilidades)

Construir relacion para trabajar en equipo

Resumir el problema identificado. éEs tiempo
de pensar como lo abordamos?

Justificar la necesidad de involucrarle en la
eleccion:

— Preferencias individuales
— Incertidumbre

Evaluar respuesta y no cerrar el tema rapido

Adaptado de Elwyn et al, 2012



Valorando opciones
(Analisis de pros y contras)

Evaluar conocimientos del paciente
Hacer una lista de las opciones viables

Describir con sencillez cada opcion,
incluyendo pros y contras.

Facilitar instrumentos para decidir (material
informativo)

Resumir y/o pedir que el paciente reformule lo
hablado

Adaptado de Elwyn et al, 2012



Toma de decisiones
(Concretando preferencias)

Enfatizar las preferencias del paciente
Chequear disponibilidad para tomar una
decision

Concretar y confirmar la decision tomada y las
motivaciones para la eleccion realizada

Ofrecer la posibilidad (cuando exista) de
revisar la decision.

Agradecer el esfuerzo y el compromiso.

Adaptado de Elwyn et al, 2012



Toma de decisiones compartida y
entrevista motivacional

DELIBERACION

Preferencias . Preferencias
iniciales informadas
Plantear

. Valorando Toma de 2
alternativas > _ > o -> DECISION
: opciones decisiones
(en equipo)

Traducido de Elwyn et al, 2014
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Figure 3. The relationship of shared decision making and motivational interviewing.

Context

Deliberation

Goal

—

Reasonable Options Risky Behavior




Avaluacio diagnostica. Elements
prioritaris | accessoris.
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AUD. Assessment dimensions.

DIMENSION |DIAGNOSTIC CRITERIA
Drinking Quantity & Frequency
Tolerance & Withdrawal
Craving
Medical harm | Continued use despite medical problems
Recurrent drinking (physically hazardous)
Behavioural Uncontrolled intake
Unsuccessful efforts to stop
Time spent around alcohol
Social harm Given up or reduced activities

Use despite social or interpersonal problems
Failure to fulfil major role obligations




How to do it

Empathic style
Avoid judgmental attitudes
Stick to facts. Do not discuss why.

Don’t ask just about alcohol. Tobacco, BZD
and illicit drugs are also relevant.

Try to understand the story and the
dilemma behind

Try to identify strengths of the patient
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Toma de decisiones compartida y
entrevista motivacional

DELIBERACION

Preferencias . Preferencias
iniciales informadas
Plantear

. Valorando Toma de 2
alternativas > _ > o -> DECISION
: opciones decisiones
(en equipo)

Traducido de Elwyn et al, 2014
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Tratamiento orientado a la abstinencia

e Desintoxicacion
* Rehabilitacion



DESINTOXICACION

Conjunto de medidas ambientales y
farmacologicas que permiten conseguir
gue el enfermo alcohdlico interrumpa
su consumo habitual de alcohol sin
presentar signos ni sintomas de
abstinencia

Gual et al, 1999



CRITERIOS PARA INDICAR UNA
DESINTOXICACION

* Presencia de signos o sintomas de abstinencia
en el momento de la exploracion (CIWA)

e Consumo continuado en las ultimas semanas
de cantidades superiores a los 120 gr de
alcohol

Rodriguez Martos et al, 1999



CONTRAINDICACIONES DE LA
DESINTOXICACION

* Bebedor intermitente con abstinencia
superior a 72 horas y ausencia de signos
y/o sintomas de abstinencia

e Paciente que no acepta mantenerse
abstinente en el curso de la desintoxicacion

Gual et al, 1999



Clinical Institute Withdrawal Assessment (ClWA)

* Nauseas y Vomitos

* Temblor (brazos extendidos y dedos separados)
* Sudoracion paroxistica

* Ansiedad

e Agitacion

* Alteraciones tactiles

* Trastornos auditivos

* Alteraciones visuales

* Cefaleas, sensacion de plenitud cefalica.

* Orientacion auto-alopsiquica

Sullivan et al, 1989



Tratamiento farmacologico

Se deben usar benzodicepinas de vida media larga:
Diacepam, cloracepato y clordiacepoxido son las mas
usadas en pauta descendente, no superior a 10-12 dias.

Permiten la técnica de ‘carga’ (loading dose): 20 mg
cada hora hasta conseguir sedacion

Buena actividad anticomicial
Elevado riesgo de adiccion yatrogénica

En caso de hepatopatia severa hay que usar oxacepam o
loracepam

Farmacos alternativos: clormetiazol, tiapride,
oxcarbacepina
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Reduccion de Consumos

No precisa desintoxicacion

La monitorizacion de consumos es
imprescindible

Facilitar estrategias de reduccion de consumos
Ofrecer tratamiento farmacologico



Monitorizacion de consumos
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Estrategias de reduccion de consumos

No beber sin ingerir alimentos
Beber lentamente, paladeando
Intercalar bebidas con y sin alcohol

Planificar actividades alternativas en las horas
en que se suele beber

Hacer ejercicio fisico

Evitar bares y encuentros con personas que
beban mucho



Tratamientos farmacologicos del
trastorno por consumo de alcohol




Relevancia de los tratamientos no
farmacologicos

Change in heavy drinking days (HDDs)

23 HDDs

Adjusted mean change from
baseline in HDDs
I}
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Change in total alcohol consumption (TAC)
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Intervenciones
COn sy farmacologicas

70



Intervenciones
farmacolédgicas

70



Ampliando el ambito de actuacion
farmacologica

* Clasico: Orientado a la abstinencia
(disulfiram®*, acamprosato®, naltrexona*,
topiramato)

e Terapia substitutiva: BZD, oxibato sodico,
baclofeno

e Reduccion de consumos: nalmefeno*,
naltrexona, topiramato, gabapentina.

* Indicacion autorizada



Dianas de los tratamientos
farmacologicos

Objetivo______Ejemplo______

Reduclr craving Acamprosato
Reducir priming Nalmefeno
Reducir impulsividad  Topiramato

Reaccion aversiva Disulfiram



Tratamientos farmacologicos
orientados a la abstinencia

Table 1. Summary of Findings and Strength of Evidence From Trials Assessing Efficacy of FDA-Approved Medications for Alcohol Use Disorders

Medication Outcome No. of Studies No. of Participants® Results Effect Size (95% CI)® NNT (95% CI)¢  Strength of Evidence
Acamprosate Return to any drinking 16 4847 RD: -0.09 (-0.14 to -0.04) 12 (8 to 26) Moderate
Return to heavy drinking 7 2496 RD: -0.01 (-0.04 to 0.03) NA Moderate
% DDs 13 4485 WMD: -8.8 (-12.8 t0 -4.8) NA Moderate
% HDDs 1 100 WMD: -2.6 (-11.4106.2) NA Insufficient
Disulfiram Return to any drinking 2 492 RD: -0.04 (-0.11 t0 0.03) NA Low
Return to heavy drinking 0 0 NA NA Insufficient
% DDs 2 290 NSD¢ NA Insufficient
% HDDs 0 0 NA NA Insufficient
Naltrexone, Return to any drinking 16 2347 RD: -0.05 (-0.10 to -0.002) 20 (11 to 500) Moderate
20 g oral Return to heavy drinking 19 2875 RD: -0.09 (-0.13 to -0.04) 12 (8 to 26) Moderate
% DDs 15 1992 WMD: -5.4 (-7.5t0 -3.2) NA Moderate
% HDDs 6 521 WMD: -4.1 (-7.6 to -0.61) NA Moderate
_Na_ltrgxone Return to any drinking 2 939 RD: -0.04 (-0.10 to 0.03) NA Low
HiFehon Return to heavy drinking 2 615 RD: -0.01 (-0.14t0 0.13) NA Low
% DDs 1 315 WMD: -8.6 (-16.0 to -1.2) NA Insufficient
% HDDs 28 926 WMD: -4.6 (-8.5 to -0.56) NA Low
Jonas, D. E., Amick, H. R., Feltner, C., et al (2014). Pharmacotherapy for
adults with alcohol use disorders in outpatient settings: a systematic review -

and meta-analysis. Jama, 311(18), 1889-900. doi:10.1001/jama.2014.3628




Disulfiram
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Disulfiram Efficacy in the Treatment of Alcohol
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Table 3. Success Rates on Primary Outcomes.

Study Mean (SD) or % Disulfiram success Rate Disulfiram N Control success rate Control N
Bardeleben et al 1999 93.3 (16.6) 20 896 (18.04) 40
Carroll et al 1993 24 (23) 9 104 (7.7) 9
Carroll et al 1998 53.00% 78 16.00% 44
Carroll et al 2004 87.50% 38 82.60% 25
Chick et al 1992 100 (70} 47 69 (67) 46
De Sousa & De Sousa 2004 82.00% 50 42.00% 50
De Sousa & De Sousa 2005 88.00% 50 46.00% 50
De Sousa et al 2008 90.00% 50 56.00% 50
De Sousa & De Sousa 2008 79.31% 29 51.72% 29
De Sousa & Jagtap 2009 81.25% 16 43.75% 16
Fuller & Roth 1979 21.00% 43 1858% 85
Fuller et al 1986 18.80% 202 19.34% 403
Gerrein et al 1973 23.07% 26 8.70% 23
Grassi et al 2007 100.00% 4 1250% 8
Laaksonen et al 2008 46.6 (27.5) 33 1787 (21,03) 91
Ling et al 1983 9.80% 41 24.40% 4
Nava et al 2006 90.00% 31 80.11% 55
Niederhofer & Staffen 2003 53.80% 13 1540% 13
Petrakis et al 2000 100.00% 8 57.00% 9
Petrakis et al 2005 77.30% 66 65.02 123
Pettinati et al 2008 17.00% 53 16.13% 106
Ulrichsen et al 2010 26.00% 19 20.00% 20

doi:10.1371/journal.pone. 0087366.t003



Current Findings and Mechanisms of Action of
Disulfiram in the Treatment of Alcohol Dependence
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* Posicion excepcional

* Relevancia de las expectativas

* Imposibilidad de demostrar eficacia en doble ciego
* Eficacia demostrable en estudios abiertos
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Table 2. Drinking outcomes during continuous medication period (up to 12 weeks)

ACA DIS NTX

Time (davs) to first HDD, mean £ 5D 17.6 £22.0(44) § 46.6 £27.5 (33" | 22,0 22.0 (47)
(n}

Time (davs) to first drinking, mean £ 11.44+ 17.0 (50) 30.4 £ 27.8 (39)* 16.2 £ 20.2 (50)
SD (N)

Abstinence days/week, mean & SD (N) 4.5+£2.1(52) 6.3 4 0.9 (54 ¥+ 4.6 £2.0(53)

* Significance DIS = NTX and ACA: P = 0.0002.
** Significance DIS = NTX and ACA (P = 0.0001).
- Significance DIS = NTX and ACA (P < 0.0001); difference between weeks (P = 0.001).

Laaksonen et al, Alcohol Alcohol. 2008 Jan-Feb;43(1):53-61.




Efectos secundarios del disulfiram

Indian Journal of Psychological Medicine

Disulfiram-Induced De Novo Convulsions without
Alcohol Challenge: Case Series and Review of
Literature

Ranganath Ramarao Kulkarni and Bhavya K. Bairy

Indian J Psychol Med. 2015 Jul-Sep;37(3):345-8

Journal of Medical Case Reports

BioMed Central

Disulfiram neuropathy: two case reports

Anh Thu Tran, Richard A. Rison, and Said R. Beydoun

J Med Case Rep. 2016 Mar 31;10(1):72
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The efficacy of acamprosate and naltrexone in the
treatment of alcohol dependence, Europe versus the rest
of the world: a meta-analysis

Kim Donoghue', Catherine Elzerbi', Rob Saunders®, Craig Whittington®, Stephen Pilling” &
Colin Drummond’

National Addiction Centre, Addictions Department, King's College London, UK' and Centre for Outcomes Research and Effectiveness, Research Department of Clinical,
Educational and Health Psychology, University College London, London, UK*

* Eficacia similar en todo el mundo

 Adherencia al tratamiento mayor en Europa
gue en el resto del mundo
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Efficacy of acamprosate in Japan

RCT in 327 Japanese patients with alcohol dependence
Acamprosate (1,998 mg/d orally) or placebo for 24 weeks.
Primary endpoint: complete abstinence after 24 weeks.

Acamprosate demonstrated superior efficacy vs placebo on
the primary endpoint (abstinence after 24 weeks):

— 47.2% in the acamprosate group
— 36.0% in the placebo group (P =.039).



Otros farmacos para tratamientos
orientados a la abstinencia

Baclofeno

* Muy controvertido

* Muchos ensayos clinicos a punto de ser publicados
* Dosis bajas no son efectivas. Dosis altas si.
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CASE REPORT B
COMPLETE AND PROLONGED SUPPRESSION OF SYMPTOMS AND CONSEQUENCES
OF ALCOHOL-DEPENDENCE USING HIGH-DOSE BACLOFEN: A SELF-CASE
REPORT OF A PHYSICIAN
OLIVIER AMEISEN*

23 rue du Dépant BP37, 75014 Paris, France
(Received 2 October 2004; first review notified 19 October 2004, in revised form 10 November 2004; accepted 11 November 2004)

Abstract — Aims: To test whether the dose-dependent motivation-suppressing effect of baclofen in animals could be transposed
to humans, and suppress craving and sustain abstinence. Methods: Neurologists safely use up to 300 mg/day (10 times the dosage
currently used for alcohol dependence) of high-dose oral baclofen, o control spasticity, in order to avoid invasive therapy. I am a
physician with alcohol dependence and comorbid anxiety. I self-prescribed high-dose baclofen, starting at 30 mg/day, with 20 mg

increments every third day and an (optional) additional 2040 mg/day for cravings. Results: Cravings became easier to combat. After D R 0 l IV' E R A h‘ E ' S EN
reaching the craving-suppression dose of 270 mg/day (3.6 mg/kg) after 5 weeks, I became and have remained free of alcohol

dependence symptoms effortlessly for the ninth consecutive month. Anxiety is well controlled. Somnolence disappeared with a dosage

reduction to 120 mgfday, now used for the eighth consecutive month. Conclusions: High-dose baclofen induced complete and B ST . e
prolonged suppression of symptoms and consequences of alcohol dependence, and relieved anxiety. This model, integrating cure and O P riva . "" o S el

well-being, should be tested in randomized trials, under medical surveillance. It offers a new concept: medication-induced, dose-

- . . . . - - s % " - ;
dependent, complete and prolonged suppression of substance-dependence symptoms with alleviation of comorbid anxiety. . ey -~
European Neuropsychophamacology (2015) 25, 1167-1177
x
www.alsevier comiocata/euroneurno |

High-dose baclofen for the treatment @) oo
of alcohol dependence (BACLAD study):
A randomized, placebo-controlled trial

Christian A. Miiller™*, Olga Geisel”, Patricia Pelz®, Verena Higl®,
Josephine Kriiger”, Anna Stickel®, Anne Beck®,
Klaus-Dieter Wernecke”, Rainer Hellweg®, Andreas Heinz"
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Cumulative survival

Baclad study
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Otros farmacos para tratamientos
orientados a la abstinencia

Oxibato Sadico

e Autorizado en Austria y ltalia
* Eficaz para |la desintoxicacion

* Resultados del ensayo europeo a punto de ser
publicados
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Reduction of alcohol drinking in young
adults

RCT in an outpatient center with 140 patients aged 18-25, who
reported = 4 HDD in the prior 4 weeks.

Intervention: naltrexone 25 mg daily plus 25 mg targeted (at
most daily) in anticipation of drinking (n = 61) or daily/targeted
placebo (n = 67).

Primary outcome: Percent HDD (21.60 vs 22.90) and percent
days abstinent (56.60 vs 62.50) did not differ by group.

Secondary outcome: Naltrexone reduced the number of DDD
(4.90 vs 5.90; P =.009) and % of drinking days with estimated
BAC > 0.08 g/dL (35.4 vs 45.7; P = .042).
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Topiramate for Treating Alcohol Dependence
A Randomized Controlled Trial

Bankole A. Johnson, [¥sc, MDD, PhID
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Julie A. Capece, BA

Frank Wiegand, MI}

Lian Mac, Phl}

Fiaren Bevers, Ma

Amy H--Ra}'. PharmI}

Nassima Ait-Daoud, M

Haymond F. Anton, MD

Domeme A Ciraula, M)

Context Hypothetically, Eclalramate can improve dnnkmﬁnu’tmmes .1n1c:n% alcohal-
dependent mu:lmu:luals by reducing alcohol's reinforcing eftects through facilitation of
v-aminobutyric acid function and inhibition of glutaminergic pathways in the corti-
comesolimbic system.

Objective To determine if topiramate is a safe and efficacious treatment for alcohaol
dependence.

Design, Setting, and Participants Double-blind, randomized, placebo-
controlled, 14-week trial of 371 men and women aged 18 to €5 years diagnosed with
alechol dependence, conducted between January 27, 2004, and August 4, 2006, at
17 L5 sites.

Interventions Up to 300 mg/d of topiramate (n=182) or placebo (n=188), along
with a weekly compliance enhancement intervention.

JAMA, October 10, 2007—Vol 298, No. 14



Topiramate vs placebo at week 14t

Study End (Week 14)
i |

Mean Difference

Topiramate Placebo Between Study Gmups P
Outcome (n = 183) (n = 188) (95% CI)P Value
Baseline Value for All Dropouts
self-reported and laboratory
drinking measures®
Heavy drinking days, % 43.81 (40.43) 51.76 (37.43) 8.44 (3.07 to 13.80) 002
Days abstinent, % 37.56 (30.66) 29.06 (32.35) —7.68 —12.49 to -2.87) 002
Drinks/drinking day 6.53 (5. j| 7.46 (4.93) 0.88 (0.25 to 1.51) 006
Log GGT ratio® —0.05 (0.09) —0.02 {0.09) 0.03 {0.01 to 0.04) =001
| Model Analytic Approach
Self-reported and laboratory (n=113) (n=144)
drinking measures®
Heavy drinking days, % 20.00 (30.46) 42.44 (36.38) 16.10 (10.79 to 21.80) =001
Days abstinent, % 54.94 (40.10) 34.48 (33.89) —13.39 (-18.65 to -8.14) =001
Drinks/drinking day 3.62 (3.66) 6.33 (4.45) 1.77 (1.18 1o 2.36) =001
Log GGT ratio® —0.02 [0.12) —0.02 {0.10) 0.05 {0.03 to 0.07) =001

JAMA, October 10, 2007—Vol 298, No. 14




Table 4. Adverse Events During Treatment Occurring in 10% or More of Participants?®

No. (%) of Participants

With Adverse Events
ITDpiramate Placebnl P

(n=183) (n = 188) Value®
FParesthesia » 03 (50.8) 20 (10.6) <001
Headache 44 (24.0) 60 (31.9) 09
Taste perversion > 42 (23.0) 0 (4.8) =.001
Fatigue 41 (22.4) 33 (17.6) 24
Anorexia » 56 (19.7) 13 (6.9) <001
Insomnia 5(19.1) 30 (16.0) 42
Difficulty with concentration/attenlionN  — 2? (14.8) 6(3.2) =001
Mervousness {1 4.2) 14 (7.5) 04
Difficulty with memory 3 (12.6) 13 (6.9) 07
Somnolence 2 (12.0) 19 {10.1) 06
Diarrhea |{‘I 2.0) 16 (8.5) 27
Dizziness 21 (11.5) 10(5.3) 03
Pruritus @ (10.4) 2(1.1) <001

JAMA, October 10, 2007—Vol 298, No. 14
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Brief Report: A Randomized, Placebo-Controlled Proof-of-
Concept Trial of Adjunctive Topiramate for Alcohol Use
Disorders in Bipolar Disorder

Louisa G. Sylvia, PhD'2, Alexandra K. Gold, BA', Jonathan P. Stange, MA2, Andrew D.
Peckham, MA?%, Thilo Deckersbach, PhD'-2, Joseph R. Calabrese, MD®, Roger D. Weiss,

MDZ6, Roy H. Perlis, MD, MSc!-2, Andrew A. Nierenberg, MD12, and Michael J. Ostacher,
MD, MPH, MMSc’

* RCT, 12 pacientes y 12 semanas
* Problemas de reclutamiento y de adherencia
* Placebo mejor que topiramato
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Original Investigation

Gabapentin Treatment for Alcohol Dependence
A Randomized Clinical Trial

Barbara J. Mason, PhD; Susan Quello, BA, BS; Vivian Goodell, MPH; Farhad Shadan, MD;
Mark Kyle, MD; Adnan Begovic, MD

JAMA Intern Med. 2014;174(1):70-77. doi:10.1001/jamainternmed.2013.11950
Published online November 4, 2013.
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Figure 1. Flow of Participants Through the Trial
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JAMA Intern Med. 2014;174(1):70-77. doi:10.1001/jamainternmed.2013.11950
Published online November 4, 2013.




Figure 2. Gabapentin Effects on Rates of No Heavy Drinking and Complete Abstinence During the 12-Week Study in the Intention-to-Treat Population
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A, No heavy drinking; B, complete abstinence. Error bars indicate 95% confidence intervals (N = 150).
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Nalmefene. Evolucion de los dias de consumo
excesivo. Poblacion diana
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Risks and Benefits of Nalmefene in the
Treatment of Adult Alcohol Dependence: A
Systematic Literature Review and Meta-
Analysis of Published and Unpublished
Double-Blind Randomized Controlled Trials

Clément Palpacuer’, Bruno Laviolle2, Rémy Boussageon®, Jean Michel Reymann'?,
Eric Bellissant'?, Florian Naudet'2*

Cf(g?SMd?i{ k 1 INSERM Centre d'Investigation Clinique 1414, Centre Hospitalier Universitaire de Rennes, Rennes,
oaclink s France, 2 Laboratoire de Phamacologie Expérimentale et Clinique, Faculté de Médecine, Université de
Rennes 1, Rennes, France, 3 Département de Médecine Générale, Faculté de Médecine et de Pharmacie,
Université de Poitiers, Poitiers, France

Conclusions

The value of nalmefene for treatment of alcohol addiction is not established. At best, nalme-
fene has limited efficacy in reducing alcohol consumption.
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Sodium oxybate plus nalmefene for the treatment of alcohol use disorder: A case series.
Caputo F', Maremmani AG2, Addolorato G2, Domenicali M*, Zoli &%, D'Amore A%, Maremmani 12, Bernardi M*.

+ Author information

* Serie de casos (7) que no responden a Oxibato sddico
* Elevada comorbilidad

* Alincorporar nalmefene, se produce abstinencia o
reduccidon/supresién de HDD

* Nalmefene reduce el craving por oxibato



A modo de resumen sobre los
tratamientos farmacoloégicos

El principal componente del tratamiento es el manejo
clinico o abordaje psicosocial

La medicacion incrementa de forma significativa y
modesta los resultados terapéuticos

No existe evidencia que demuestre la superioridad
incontestable de un farmaco sobre otros

La comparacion entre farmacos es compleja puesto
gue se dirigen a objetivos distintos y mediante
mecanismos de accion distintos

Los tratamientos farmacologicos deben ser discutidos
con el paciente, usando modelos de toma de
decisiones compartida.
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