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Résumeé

Contexte :

L'évolution des pratiques en alcoologie, suivant le modele des soins centrés sur la patient,
permet de revisiter le concept de rémission pour une meilleure prise en compte du point de
vue du patient, participant de fagon prépondérante dans la définition de ses objectifs
thérapeutiques et dans leur évaluation. Pourtant, peu de ces criteres subjectifs de
évaluation du devenir des patients ont véritablement inclus le patient dans leur
développement. Jusqu'a récemment, les instruments mesurant la qualité de vie les plus
utilisés en alcoologie étaient génériques, constitués d'items générés par les experts et
s'appuyant sur la littérature existante, mais n'ayant pas impliqué de patient dans leur

développement, c’est-a-dire dans la génération des items.

Méthodes : nous avons réalisé une revue systématique de la littérature recensant les essais
thérapeutiques randomisés testant une intervention chez les patients alcoolodépendants, et
mesurant son efficacité sur la qualité de vie. Nous avons répertorié les dimensions explorées
dans les instruments existants. Il a été montré que ces instruments n'exploraient pas de
facon optimale I'impact de I'alcoolodépendance sur la qualité de vie. Sur ce constat, nous
avons développé conformément aux recommandations de la Food and Drug Administration
(FDA) sur le développement des « Patients-Reported Outcomes » une échelle spécifique au
trouble d'usage d'alcool, a partir du vécu rapporté par les patients. Nous avons utilisé la
méthode des groupes focus, réalisés en parallele en France et en Grande-Bretagne auprés
de 38 patients présentant un trouble d’'usage d’alcool. Ces groupes ont pu générer un pool
d’items, testés secondairement par des entretiens cognitifs individuels auprés de 31 patients,
aboutissant a I'échelle finale « Alcohol Quality of life Scale » (AQoLS). Nous avons ensuite
validé I'échelle AQoLS sur un échantillon de 285 patients francgais présentant un trouble

d’'usage d’alcool, recrutés dans des centres sélectionnés de fagon aléatoire en France.



Résultats : L’échelle développée comporte 34 items, répartis selon 7 dimensions : les
relations sociales, les activités, les conditions de vie, s’occuper de soi, les émotions
négatives, le sommeil et la perte de contréle. L'analyse de I'échelle a pu confirmer 6 de ces
sept dimensions, avec une répartition légérement différente des items. La dimension
« s’occuper de soi » a disparu au profit d’'une nouvelle dimension, I'estime de soi. Les
dimensions de contrdle et d’estime de soi sont novatrices dans un instrument de qualité de
vie liée a la santé, chez 'adulte. L’échelle a montré de bonnes propriétés psychométriques,
avec une bonne consistance interne (Cronbach = 0.96), et une corrélation modérée mais
significative avec certains sous-scores de la SF-36 et 'EQ-5D. Un travail complémentaire
qualitatif a pu illustrer les liens entre les différents domaines impactés, et notamment la
proximité de perception dans les propos des patients, entre I'estime de soi, la perte de

contrdle et les troubles cognitifs.

Conclusion

L’évolution vers un modéle des soins centrés sur le patient permet d’envisager une
conception différente de la rémission et de construire et valider une mesure de la qualité de
vie se rapprochant des préoccupations des patients, I'échelle AQoLS. Deux dimensions
novatrices ont été rattachées a ce concept : la perte de contréle du point de vue du patient,

et 'estime de soi.
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Introduction

Méthodes d’évaluation de I'effet thérapeutique en alcoologie

Les méthodes d'évaluation de I'effet thérapeutique en alcoologie ont beaucoup évolué ces
dernieres années. L'intégration des objectifs de réduction de consommation a c6té de celui
de l'abstinence a mis en évidence le caractére limité de la simple évaluation d'une quantité
d'alcool consommée dans les essais thérapeutiques. De plus, I'évolution des pratiques
suivant le modéle des soins centrés sur le patient - qui concerne I'ensemble de la médecine -
permet de revisiter le concept de rémission pour une meilleure prise en compte du point de
vue du patient, participant de fagon prépondérante dans la définition de ses objectifs
thérapeutiques. En effet, la modification des consommations ne semble pas étre un objectif
pour le patient mais plutét un moyen de faire évoluer son état. De plus, I'amélioration des
symptdmes tels que décrits par le soignant ne correspond pas toujours a I'objectif du patient,

tout du moins a ce qui I'améene a demander le soin.

Dans les essais: la quantité d’alcool consommée comme critére principal

Les mesures relatives a la consommation d'alcool sont considérées comme le critére
principal a privilégier par les autorités de santé (EMA 2010; FDA 2015). Elles tentent de
refléter la fréquence, l'intensité et la durée des consommations d'alcool aprés l'initiation du
traitement. Les quantités d’alcool ou le statut par rapport a I'abstinence sont souvent auto-
rapportées, pour des raisons aussi bien pratiques (patients ambulatoires), que d’alliance
thérapeutique. On ne peut cependant pas a proprement parler de mesure subjective, et ces
mesures sont souvent considérées comme des criteres "durs". Le National Institute for
Health and Clinical Excellence (NICE) distingue deux types de mesures concernant les
consommations d'alcool: les critéres dichotomiques et les critéres continus. Ces derniers
incluent: (1) I'abstinence mesurée en pourcentage / proportion de jour d'abstinence, (2) la
période la plus longue d'abstinence (3) la quantité d'alcool consommée, par exemple en

verres par jour, moyenne de nombre de verre par semaine, nombre de verre par épisode,

9



quantité totale d'alcool consommé par jour. En effet, il parait difficile, et en particulier dans
les essais visant la réduction de consommation, de se contenter de variables binaires de
type abstinence oui/non, et I'agence du européenne médicament recommande pour ces
derniers l'utilisation de criteres quantitatifs, de type quantité totale d'alcool consommée par
jour ou pourcentage de jours de consommation excessive (EMA 2010). Cependant, aprés
avoir proposé en 2005 un critére continu, le pourcentage de jour de consommation
excessive (Allen and Wilson 2003), la récente mise a jour des recommandations américaines
par la Food and Drug Administration (FDA) portant sur le développement des produits de
santé en alcoologie stipule que le critere demandé pour les essais ne visant pas |'abstinence
devrait plutét étre un critére catégoriel, a savoir aucun jour de consommation excessive. La
rigueur de ce critere impose la précaution d'une période de grace d'environ 15 jours, et le
caractére perfectible de ces recommandations a été souligné par le groupe ACTIVE (Anton,
Litten et al. 2012; FDA 2015). Parmi les essais les plus récents, 68% des essais rapportent
des mesures de types continues des consommations d'alcool (Robinson, Sobell et al. 2014).
En effet, les modalités de report de la consommation d'alcool reposant sur des seuils
(variables catégorielles de type consommation au-dessus vs au-dessous du seuil), par jour,
semaine ou mois peuvent faire varier le taux de succes d'un essai de 8% a 80% pour les
mémes patients (Sobell, Sobell et al. 2003). La mesure de la quantité d'alcool consommée
ne peut pas étre mesurée totalement objectivement, et est du ressort de I'impression du
patient, et donc soumise a sa propre conception d'un verre, de I'abstinence, de l'alcool en
général. Cette conception peut varier sensiblement, malgré les consignes données pour le
recueil et une sensibilisation a la standardisation de celui-ci. Ce recueil est facilité par
certains instruments, comme le Time Line Follow Back, développé par Sobell et
recommandé par I'American Psychiatric Association (Sobell, Brown et al. 1996; APA 2000).
Cet instrument a la forme d'un calendrier de consommation, s'appuyant sur des événements
ayant marqué la période interrogée pour favoriser la fidélité du recueil rétrospectif. Sa
période de rappel varie de quelques jours a plusieurs années. Il peut étre auto-administré ou
administré par un clinicien entrainé. Ces techniques pourraient évoluer avec l'intégration de
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technologies de type smartphone permettant un recueil prospectif et en temps réel des

consommations (Serre, Fatseas et al. 2015).

La FDA propose que ces estimations soient autant que possible complétées par des
mesures biologiques (FDA 2015). Elles peuvent concerner des mesures indirectes de
l'intoxication alcoolique, telles que le volume globulaire moyen, les gamma-glutamyl
transferase (GGT), la Carbohydrate deficient transferrin (CDT), les transaminases.
Cependant, ces mesures prennent souvent des semaines voire des mois a se normaliser
apres le début de I'abstinence, et refletent mal les rechutes transitoires. Plus précisément, la
CDT augmente et se normalise plus rapidement que les GGT: en réaction d'une alcoolisation
excessive, la CDT augmente dans la semaine, et se normalise dans les 1 a 3 semaines,
alors que les GGT ne donnent qu'une vision globale sur 1 a 2 mois (Drummond, Ghodse et
al. 2007). Ces marqueurs ne refletent donc qu'une tendance globale de la consommation
d'alcool. De plus, a I'exception de la CDT, la spécificité et la sensibilité de ces marqueurs
sont faibles (Sillanaukee 1996). Cependant, ces marqueurs font partie de I'évaluation
recommandée par le NICE, en particulier de fagon combinée (CDT et GGT), et associée
avec d'autres types de criteres (Drummond 2010). Ces marqueurs ont été utilisés comme
critere principal de jugement dans certaines études anciennes et sont désormais plutét
utilisées comme critére secondaire, dont l'utilisation peut étre jusitifée pour confirmer un

résultat reposant sur des seules mesures subjectives.

La quantité d'alcool consommée semble importante & documenter, notamment car elle a été
associée a la mortalité et la morbidité (Rehm and Roerecke 2013). Rehm a été jusqu'a la
proposer pour remplacer les critéres diagnostiques complexes de I'addiction (Rehm, Marmet
et al. 2013). Cependant cette proposition fait toujours I'objet d'une grande controverse, lui
reprochant de passer a cété de ce qui caractérise I'addiction (Heather 2013). Pourtant, le
concept de pertinence clinique ("clinical relevance") est requis par la FDA, qui considére que
les essais doivent étre construits a priori pour la démontrer (ICH 1998). Il était déja noté dans

ce rapport ancien que les catégorisations aboutissaient a une perte d'information, et que les
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criteres d'évaluation devaient étre choisis pour servir la notion de pertinence clinique.
Pourtant ce concept se pose dans une certaine contradiction avec les éléments présentés ci-
dessus, tant par la demande des autorités de santé américaines de rapporter des mesures
catégorielles que par le recentrage des mesures autour de la quantité d'alcool consommée,
dont la pertinence on I'a vu peut paraitre limitée. De plus, certains auteurs ont relié le
concept de pertinence clinique a celui de signification dans la vie "meaning in life", c'est a
dire la capacité d'un critere a prédire le bien étre ultérieur d'un sujet (Debats 1996). Ce

concept peut paraitre assez vide si on le limite a une quantité d'alcool consommée.

La mesure seule de I'alcool consommé présente des limites en terme de représentation du
devenir réel du patient, et ont abouti a la volonté de décrire de fagon plus fine celui-ci, dans
les domaines sur lesquels retentissent ces consommations, proches des préoccupations du
patient et qui sont finalement ceux qui motivent le patient a venir consulter et surtout a
changer celles-ci (Anton, Litten et al. 2012). 56 % des essais seulement rapportent des

mesures complémentaires non relatives a I'alcool consommé (Robinson, Sobell et al. 2014).

Du point de vue du clinicien (Luquiens et al. 2011)

La généralisation des résultats des essais a la population générale parait difficile, d'abord par
l'inclusion de patients trop "purs”, c'est a dire sans comorbidité ou trop précaires. (Blanco,
Olfson et al. 2008). Cela pourrait contribuer au fait que les cliniciens se saisissent peu des
résultats des essais cliniques pour choisir leur stratégie thérapeutique. Cependant, ce
manque de généralisabilité pourrait ne pas étre le seul facteur expliquant le peu de
retentissement de la littérature scientifique sur la pratique clinique. Dans une enquéte en
ligne anonyme réalisée en 2009, nous avons interrogé systématiquement les alcoologues
adhérant a la Société francaise d'alcoologie, sur les critéres de succes qu'ils utilisaient pour
leurs patients en pratique clinique, et ceux qu'ils pensaient devoir étre utilisés dans les

essais cliniques. 216 alcoologues, soit prés de 50% des adhérents, avaient répondu a cette
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enquéte, dont le sujet principal était I'acceptabilité de la consommation contrélée d'alcool
comme objectif thérapeutique dans I'alcoolodépendance. Nous avions retrouvé que la qualité
de vie était le critere le plus utilisé en clinique par les alcoologues pour évaluer le succes
chez leurs patients (critere principal pour 60% des alcoologues, tableau 2 ci-dessous)
(Luquiens, Reynaud et al. 2011). Pourtant, peu d'entre eux attendaient que celle-ci soit
documentée dans les essais cliniques (12%). L'absence de consensus sur la méthode de
mesure de la qualité de vie et I'absence de mesure spécifique de la qualité de vie dans le
trouble d'usage d'alcool avaient été émises comme hypotheses expliquant ce décalage.
Tableau 2 traduit de Luquiens, A., M. Reynaud, et al. (2011). "Is controlled drinking an

acceptable goal in the treatment of alcohol dependence? A survey of French alcohol
specialists.” Alcohol Alcohol 46(5): 586-91 :

Critere principal de succeés dans le traitement de I’alcoolodépendance n (%)
Critere privilégié de succes utilisé dans la pratique clinique (n = 216)

Conséquences négatives liées a I'alcool 17 (7.8)
Criteres de dépendance 15 (6.9)
Critéres d’abus 1 (0.5)
Nombre de jours de consommation excessive 0 (0)
Nombre de verres par jour 1(0.5)
Nombre de jours d’abstinence et nombre de verres par jour 13 (6.0)
Nombre de jours d’abstinence 35 (16.1)
Absence de faux pas 5(2.3)
Qualité de vie 130 (59.9)

Critere de jugement principal attend dans les essais cliniques (n=173)

Conséquences négatives liées a I'alcool 31(17.9)
Criteres de dépendance 8 (4.6)
Critéres d’abus 4 (2.3)
Nombre de jours de consommation excessive 25 (14.5)
Nombre de verres par jour 1(0.6)
Nombre de jours d’abstinence et nombre de verres par jour 3(1.7)
Nombre de jours d’abstinence 4 (2.3)
Absence de faux pas 77 (44.5
Qualité de vie 20 (11.6
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Abstract — Aim: Ass

sing acceptance of controlled drinking (CD) among French alcohol specialists. Methods: On-line survey of
547 French alcohol spe s. We searched factors associated with acceptance of CD, and factors that affected the specialists” selec-
tion of treatment goal. Criteria for success used by specialists in clinical practice were compared with criteria expected to be used in
clinical trials. Results: CD was accepted as a treatment goal by 48.6% of alcohol specialists (=105, n=216), and 61.9% practiced
CD for their own patients (n=130, n=210). Factors in selecting outcome goals were: patient’s choice, perceived self-efficacy,
relapse history and severity of dependence. Age, pro on and basis of specialists’ opinion on CD were associated with acceptance
of CD. Conclusion: Half of French alcohol specialists accept CD as a goal. Acceptance was associated with specialists” personal
and professional characteristics. The criteria for success specialists use in their clinical practice differ from those they expect to be
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used in clinical trials.

INTRODUCTION

Controlled drinking (CD) has been a controversial subject
since the early 1960s in the USA (Ambrogne, 2002), and
subsequently in the rest of the world, and at that time
divided the field of alcohol treatment into two entities with
different therapeutic goals, abstinence or non-abstinence.

There is still no agreed definition of CD as an outcome.
Control can be understood as either a quantitative or qualitat-
ive meaning. One could control how much one drinks, or
alternatively control drinking consequences, and some
authors have proposed integrating these two dimensions in
the definition of CD as an outcome (Rosenberg, 2002).
Quality of life is increasingly being assessed in studies of
alcohol dependence (Foster er al., 2000) in line with the
current World Health Organization definition of health in a
way that is closer to well-being, rather than a simple absence
of disease.

In addition, there is currently no consensus on outcomes
that should be used in the treatment of alcohol dependence,
which further complicates comparison of abstinent versus
non-abstinent goals (Heather and Tebbutt, 1992). In 2001,
the National Institute on Alcohol Abuse and Alcoholism
determined a sentinel criterion to be the percentage of heavy
drinking days (Allen, 2003), whereas the European
Medicines Agency recently defined two possible primary
endpoints in the assessment of the efficacy of drugs for
alcohol dependence: ‘a full abstinence goal’, considered to
be ‘relapse prevention after detoxification’, and ‘an inter-
mediate harm reduction goal’, considered to be a moderation
of the quantity of alcohol consumed. CD should not be a
final goal (EMEA, 2010).

Several early studies that reported resumed normal drink-
ing outcomes from abstinence-oriented treatment led to con-
troversy. The first study, by Davies, reported on seven
English alcohol-dependent patients who returned to CD, out
of a group of 93 subjects (Davies, 2011). A second study
(the Rand report) presented longitudinal 18 months data

from a cohort of 600 men treated for alcohol dependence: at
18 months, 22% were drinking moderately, whereas 24%
were abstinent (38% were lost to follow up) (Polich et al.,
1980). In this study, the criteria for remission were either
abstinence or ‘normal drinking’, defined as’(a) daily con-
sumption less than three oz of ethanol, (b) typical quantities
on drinking days less than five oz, (c) no tremor reported
and (d) no evidence of frequent episodes of >3 of the follow-
ing: (i) blackout, (ii) missing words, (iii) morning drinking,
(iv) missing meals and (v) being drunk’. A study by Sobell
and Sobell (1973) probably provoked most debate. It was a
randomized clinical trial of 70 subjects, who followed either
an abstinence-oriented or a CD-oriented therapeutic pro-
gramme; the latter focused on loss of control. Opponents of
a CD goal objected to various methodological problems in
these studies, such as small sample sizes, short follow-up
periods or biased samples (e.g. male-only cohorts). At the
time, this controversy had little impact on clinical practice, at
least in the USA (Peele, 1987). This impact has nevertheless
been more important in other countries (Robertson and
Heather, 1982).

More recent comparisons of abstinence and CD goals
have given conflicting results. The main argument for the
goal of CD is that imposition of abstinence as the sole treat-
ment aim could pose an obstacle to treatment access (Sobell
and Sobell, 1995). Furthermore, some people spontaneously
resolve their alcohol dependence with CD outcomes
(Dawson et al., 2005). Some authors have attempted to ident-
ify criteria that may select people who could benefit from a
mode of treatment aimed at CD: young age, marital status,
dependence severity and confidence in the therapeutic goal
may be associated with a positive outcome (Heather and
Robertson, 1983; Hodgins, 2005). Self-selection of the thera-
peutic goal by the patient himself has been described as
having a positive impact on the outcome. However, other
authors take the view that abstinence should be the only
goal, highlighting neurobiological arguments such as neural
sensitization (Owen and Marlatt, 2001). Cultural and societal
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factors that influence assessment and perception of thera-
peutic goals in the treatment of alcohol dependence have
also been described (Peele, 1987).

Acceptance of CD as a goal, and its use in clinical prac-
tice, varies internationally. The acceptability of CD as a goal
has been investigated in several countries since the early
1990s. In Australia, Britain, Norway and—more recently—
Switzerland, CD as a goal is widely accepted by those treat-
ing alcohol dependence (Rosenberg er al.. 1992; Donovan
and Heather., 1997; Klingemann and Rosenberg, 2009),
whereas most treatment services in the USA do not accept
CD as a goal (Rosenberg and Davis, 1994). Acceptability of
CD as a goal appears to be mixed in Canada; one survey
reported that 40% of treatment services questioned accepted
CD as a goal (Rosenberg et al., 1996). As far as we are
aware, no data on the acceptability of CD as a goal in France
have been published. France has a special relationship with
alcohol through its history and societal habits; alcohol pro-
duction and marketing is one of the most emblematic and
traditional mainstays of the French economy (INSERM.
2003). It is therefore of particular interest to assess accep-
tance of CD as a goal, and determine its use in clinical prac-
tice, in France.

Our study had four main objectives: to assess the accep-
tance of CD as a goal among French specialists in the treat-
ment of alcohol dependence; to investigate patient
characteristics that influence the specialists” selection of non-
abstinence as a therapeutic goal; to identify independent
factors associated with specialists’ acceptance of CD as a
goal: to assess outcome criteria used by specialists in clinical
practice, compared with the criteria they expect to be used in
clinical trials.

MATERIALS AND METHODS

Study design and participants

This was an on-line survey performed among members of
the French Society of Alcohology [Société Frangaise
d’Alcoologie (SFA)]. The 547 members of the society who
had registered an e-mail address when they joined were sent
an e-mail inviting them to complete a questionnaire anon-
ymously. Each specialist in the treatment of alcohol could
complete the questionnaire only once. Our findings cannot
be generalized to all French alcohol specialists, since we
chose to include only SFA members for practical reasons.
Moreover, some SFA members did not provide an e-mail
address. so these could not be included in our study.
However, those individuals represented a minority of SFA
members, thus selection bias should have been limited. The
survey was approved by an Ethics Committee (Comité
National Informatique et Libertés).

Data collected

The following data were collected : (a) socio-demographic
characteristics of specialists; (b) the specialist’s school of
theory, which influenced treatment type; (c) length of experi-
ence in the field of alcohol treatment; (d) whether working
in an institution, type of institution (residential, out-patient or
mixed), and acceptability of CD as a goal by the institution;
(e) information on the type of patients treated, including age

and substances involved; (f) specialists acceptance of CD as
a goal, and its use in clinical practice, including the percen-
tage of his/her patients who initially aim for CD, and the
percentage of patients for whom the specialist considers
aiming CD to be appropriate; (g) definition of CD as an
outcome, including threshold number of drinks, return to
drinking without any abuse or dependence criterion, return
to satisfactory quality of life, or drinking without negative
consequence : (h) specialists’ basis for opinion of goal of
CD: scientific research, professional experience, personal
experience, school of theory, institution’s policy on CD as a
goal; (i) specialist’s preferred criterion for successful treat-
ment of alcohol dependence in clinical practice; (j) expected
primary endpoint in clinical trials of alcohol dependence.

Statistical analyses

Analyses were performed using R software, version 3.8.
Descriptive analyses were performed for the total sample (all
respondents) and in two subgroups (respondents who either
accepted or rejected CD as a therapeutic goal). Univariate
analyses were performed to compare these two groups, using
t-tests for comparisons of means and either chi-square or
Fisher tests to compare percentages. A logistic regression
was performed to investigate specialists’ acceptance of CD
as a goal; all variables that were statistically significantly
different between the two groups in the univariate analysis
were included in the multivariate model, with the exception
of success criteria in clinical practice (this factor had a large
coefficient standard deviation, due to a sample size that was
too small in some categories and probable colinearity with
other variables, which disturbed the model). Definition of
CD as an outcome was included in the model even if uni-
variate comparisons were not statistically significant. in order
to respect our initial hypothesis that opposed qualitative and
quantitative definitions. The final variables included in the
model were: specialists” age, profession, school of theory,
whether working in an institution, basis of opinion on goal
of CD, and definition of CD as an outcome. All tests were
two-sided and at a significance level of 5%.

RESULTS

Responses were received from 263 (48.1%) of the 547
specialists to whom the questionnaire was sent. Two-thirds
of the respondents (65.8%, n =173, n=263) answered all
the questions in the survey. The pivotal question. regarding
acceptance of CD, was answered by 82.1% of respondents
(n=216, n=263).

Characteristics of all respondents are described in Table 1.

Demographic characteristics of responders were very
similar to those of the entire membership of the SFA. Our
sample consists of 74.5% of physicians, 72.5% of physicians
within the SFA. It consists of 10.2% of psychologists, 10%
in the SFA. Geographical distribution in our sample is
also very close to that of the SFA: 27-26% in Ile-de-France,
17-19% in the Northeast, 16.3-17% in the Southeast,
5-11% in the Southwest, 26.2-19% in the Northwest,
1.3-2% in the Dom-Tom, 6-6.48% abroad.

CD was considered to be an acceptable treatment goal
by 48.6% of respondents (n=105, n=216), although 61.9%
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Table 1. Description of all specialists and by group accepting or rejecting controlled drinking. Comparisons between the two groups

P-value from %2, Fisher P-value from logistic

Characteristics All Accept CD n (%) Reject CD n (%) exact test or z-test regression®
Age (1=239) (mean = SD) 51.7+10.0 48.8+9.6 54.0+9.2 <0.001 0.002
Professional experience
Professional background (n=216) <0.001 0.134
Hepato-gastroenterologist 14 (5.7) 3(21.4) 11 (78.6)
Other medical speciality 19 (8.7) 9 (47.4) 10 (52.6)
General practitioner 85 (42.5) 47 (55.3) 38 (44.7)
Psychiatrist 38(17.6) 26 (68.4) 12 (31.6)
Psychologist 22 (10.2) 11 (50.0) 11 (50.0)
Other 38 (17.6) 9(23.7) 29 (76.3)
Length of professional experience (1=216) 0.551
No professional experience 5(2.3) 3(0.6) 2 (0.4)
Less than 15 years 79 (36.6) 42 (53.2) 37 (46.8)
More than 15 years 132 (61.1) 60 (45.51) 72 (54.5)
School of theory (n=216) 0.023 0.297
Motivational interviews 75 (34.7) 35 (46.7) 40 (53.3)
Cognitive-behavioural therapy 43 (19.9) 28 (65.1) 15 (34.9)
Psychodynamic 37 (17.1) 20 (54.1) 17 (45.9)
Pharmacologic 16 (6.8) 6 (37.5) 10 (62.5)
Twelve Steps 14 (6.5) 1(7.1) 13 (92.9)
Systemic 9(4.2) 4 (44.4) 5 (55.6)
Other 22 (10.2) 11(0.5) 11 (0.5)
Clinical setting
Type of product (except tobacco) (n=216)
Alcohol only 47 (21.8) 18 (38.3) 29 (61.7) 0.110
Alcohol and/or other products 169 (78.2) 87 (51.5) 82 (48.5)
Institution 180 (83.3) 96 (53.3) 84 (46.7) 0.002
Patients’ status (1= 180) <0.001
Inpatient only 25(13.9) 8(29.6) 17 (63.0)
Inpatient and outpatient 103 (47.7) 49 (47.6) 54 (52.4)
Qutpatient only 52 (28.9) 39 (0.75) 13 (0.25)
Institution’s acceptance of CD (n=180) 86 (47.8) 78 (90.7) 8 (9.3) <0.001
Attitude and opinion
Definition of CD (n=176) 0.056 0.191
Drinking below a threshold 30 (17.0) 11 (36.7) 19 (63.3)
Drinking without negative 40 (22.7) 17 (42.5) 23 (57.5)
Return to drinking without 36 (20.5) 19 (52.8) 17 47.2)
Return to satisfactory quality of life 70 (39.8) 44 (62.9) 26 (37.1)
Practices CD (2 =210) 130 (61.9) 91 (70.0) 39 (30.0) <0.001
Foundation of opinion on CD (2= 181)
Scientific research 29140 32 (47.8)¢ 35 (52.2¢ 0.036 0.510
Professional experience 40+13° 78 (56.1)¢ 61 (43.9)¢ <0.001 0.039
Personal experience 2.6+1.6° 21 (35.0)° 39 (78.0)° 0.005 0.003
School of theory 31+13° 40 (54.8)° 33 @45.2)° 0.016 0.551
Institution’s policy on controlled drinking 2.6+14° 30 (55.6)° 24 (44.4)° 0.003 04835

“Logistic regression to investigate specialists” acceptance of CD: specialists™ age, profession. school of theory, whether working in an institution, basis of
opinion on CD and definition of CD. All tests were two-sided and at a significance level of 5%.

"Mean score on a 5 points-Likert scale + SD.

“Data collected on a 5 points-Likert scale, one corresponding to © do not agree” | five to ‘fully agree’; percentage calculated for score >3.

(n =130, n=210) stated that they practiced treatment aiming
at CD for some of their patients.

The most common basis for specialists’ opinion on the
goal of CD was professional experience of treating alcohol-
dependent patients, followed by their school of theory (mean
score on a 5-point Likert scale, one corresponding to ‘do not
agree’, five to ‘fully agree’: 4.0+ 1.3 and 3.1+ 1.3, respect-
ively; n=181). Personal experience, scientific research and
their institution’s policy on CD had less influence on the
specialists’ basis for accepting CD as a treatment goal: each
of these factors scored less than 3 on a 5 points-Likert scale
(n=181) (Table 1).

Table 2 confronts criteria for success used in clinical prac-
tice, and criteria expected in published literature. The pre-
ferred criterion for success used by respondents in clinical
practice was quality of life, whereas 44.8% responded that

they expected the primary endpoint in clinical trials to be ‘no
lapse’.

One-third of respondents (34%. n=69. n=203) con-
sidered that at least half of their patients initially request CD
as their treatment goal. However, more than half of the
specialists who responded (57.2%, n=119, n =208) offered
CD as a goal for <5% of their patients, while fewer than 5%
of specialists initially set CD as a treatment goal for more
than a half of their patients (4.8%, n= 10, n =208).

Patient characteristics that influence specialists’ choice of
CD as a treatment goal

Table 3 shows the patient characteristics that influenced the
specialists’ decisions regarding the acceptability of CD as a
treatment goal for their patients.
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Table 2. Criteria for success used in clinical practice, and criteria expected
in published literature

Criteria for successful treatment of alcohol dependence n (%)

Preferred criterion for success used in clinical practice (n=216):

Damage linked to use of alcohol 17 (7.8)
Dependence criteria 15 (6.9)
Abuse criteria 1(0.5)
Heavy drinking days 0 (0)
Number of drinks per day 1(0.5)
Number of days of abstinence and number of drinks per day 13 (6.0)
Number of days of abstinence 35(16.1)

No lapses 5(2.3)
Quality of life 130 (59.9)
Primary endpoint expected in clinical trials of alcohol dependence (2=173)

Damage linked to use of alcohol 31(17.9)
Dependence criteria 8 (4.6)
Abuse criteria 4(2.3)
Heavy drinking days 25 (14.5)
Number of drinks per day 1 (0.6)
Number of days of abstinence and number of drinks per day 3(L7)
Number of days of abstinence 4(2.3)
No lapses 77 (44.5)
Quality of life 20 (11.6)

Table 3. Patient characteristics that influenced specialists” choice of CD as a
treatment goal

Characteristic Specialists 11 (%) n=93

Patient’s desire 82 (88.2)
Perception of self-efficacy 69 (74.2)
Previous relapse 58(62.4)
Social stability 50(60.2)
Dependence severity 54 (58.1)
Patient status 34 (36.0)
Physical illness 36 (38.7)

Age 25(26.9)
Marital status 11 (11.8)

Among specialists who accepted CD as a treatment goal,
several patient characteristics (patient’s desire, self-efficacy,
previous relapse, social stability, dependence severity, resi-
dential/ambulatory status, physical comorbidity. age and
marital status) influenced the specialists’ choice of CD as a
goal, with mean scores ranging from 4.5+0.8 to 2.3+ 1.2 on
the S-point Likert scale. The mean scores for physical
comorbidity, age, and marital status were less than 3.

Description of specialists that accepted or rejected CD, and
comparison between groups

Table 1 lists the characteristics of specialists who did or did
not accept CD as a treatment goal. Age and basis of opinion
on CD were independent variables that significantly differed
between specialists who either accepted or rejected CD as a
treatment goal. Respondents who accepted the goal of CD
were younger than those who rejected that goal. Among
specialists who accepted the goal of CD, the basis for their
opinion of a goal of CD was characterized by higher scores
for professional experience and school of theory, and lower
scores for scientific research and personal experience.
Regarding the difference between groups on the impact of
scientific research on the acceptance of CD as a therapeutic
target, it was not sustained in multivariate analysis. One

should note the overall low score of this criterion for all
responders (mean score on a 5 points-Likert scale: 2.9 + 1.4).

The group that accepted the goal of CD contained more
general practitioners and psychiatrists, and fewer hepato-
gastroenterologists. The specialists” main school of theory was
also significantly different between the two groups (P =0.023,
n=216): the group that accepted the goal of CD contained
almost twice as many specialists who mainly used cognitive
behavioural therapies compared with the group that rejected the
goal of CD, whereas the proportion of specialists who used the
Twelve Steps approach in the group that rejected the goal of
CD was more than ten times that in the group who accepted
the goal of CD. Feeling closest to the Twelve Steps theory
was significantly associated with non-acceptance of goal of CD
(P=0.001).

There was no difference between the two groups with
respect to the type of patient recruited for treatment, either in
terms of age or substances involved in the addictive
behaviour.

Practice setting also differed significantly between groups:
few specialists who accepted the goal of CD worked in an
institution. Among respondents who were working in an
institution, specialists who accepted the goal of CD were
over represented in outpatient settings (P < 0.001, n = 180).

The definition of CD as an outcome was not an indepen-
dent factor associated with acceptance of the goal of CD, but
use of quality of life versus a threshold drinking level to
define CD as an outcome was associated with acceptance
of the goal of CD (P<(.05). Specialists were then asked
what threshold of drinks. expressed as number of drinks per
week, they thought might correspond with CD as an
outcome: those who rejected goal of CD stated a signifi-
cantly lower threshold than those who accepted goal of CD
(8.2+5.5 vs. 12.7+4.6 for women, and 12.6+8.2 vs. 18.0
+7.1 for men, P<0.001 for both comparisons).

DISCUSSION

In our study. nearly half of the French specialists who
responded to our questionnaire endorsed CD as a goal for
the treatment of alcohol dependence. This finding places
France mid-way between countries such as Australia, Britain
and Switzerland. where previous studies in 1997, 1992 and
2009, respectively, reported widespread acceptance of CD as
a goal, (Rosenberg et al., 1992; Donovan and Heather, 1997;
Klingemann and Rosenberg, 2009), and the USA., where
acceptance of CD as a goal was reported to be low in 1994
(Rosenberg and Davis, 1994). Our results place France
closest to Canada, where acceptance of CD as a goal was
rated as intermediate in 1996 (Rosenberg et al., 1996).
France is a country with a strong cultural pressure to drink
alcohol (particularly wine) on a daily basis, and this tradition
has been supported by the importance of wine production to
the French economy. However, total alcohol consumption in
France has decreased by 50% at the population level since
1970 (INSERM, 2003). Clearly the cultural role of alcohol in
France is changing, but nonetheless abstinence from alcohol
may be a particularly difficult choice. In our study more than
one-third of specialists responded that at least half of their
patients initially propose CD as a treatment goal; this result
reflects recent findings about initial goals for problem
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drinking in the UK (Heather er al., 2010). We noted a gap
between initial treatment goals between alcohol specialists
and their patients, which may partly be explained by the tra-
ditional paternalist attitude of European physicians (Hottois
et al., 2001). This lag between acceptance and practice could
reflect a discomfort in clinical practice rather than the choice
of applying a harm reduction approach. The many comments
we received suggest that it could rather be a default attitude
on the part of professionals who do not accept this in theory,
but have some patients who do not aim for abstinence.

Our study supports the major impact that type of setting
has on acceptance of CD as a goal by treatment services, as
previously reported (Donovan and Heather, 1997; Rosenberg
et al., 1996).

Factors linked to the choice of treatment goals among
French alcohol specialists—perceived self-efficacy, severity
of dependence, social stability and history of relapse—were
consistent with those identified in other countries (Rosenberg
et al., 1992; Rosenberg and Davis, 1994). The patient’s own
desire with respect to the therapeutic goal was considered to
be the most important factor, in line with previous sugges-
tions that letting patients choose their goal has an important
beneficial impact on treatment outcome (Hodgins, 2005).
Our survey did not identify physical illness as an important
factor in choice of treatment goal, in contrast with findings
from a previous paper that explored the effect of liver
damage (Rosenberg and Davis, 1994). However, the apparent
difference may be due to the fact that our questionnaire
asked about physical illness, which covers a broader field
than liver damage.

We identified a number of factors that were independently
associated with acceptance of CD as a goal: age; professional
background; definition of CD as an outcome, reference to
quality of life, and basis of opinion on CD as a goal. These
results support earlier findings: for example, the impact of
professional experience on acceptance of CD as a goal has
previously been described in the UK (Rosenberg et al.,
1992). Our study found professional experience to be associ-
ated with acceptance of CD as a goal. This may result from
the need to experience success with one patient who is
aiming for CD, in order to be convinced of the validity of
this therapeutic goal, given that aiming for CD is not clearly
recognized in French recommendations for the treatment of
alcohol dependence. In contrast, relying on personal experi-
ence as a basis for opinion on CD as a goal was indepen-
dently associated with non-acceptance of CD as a goal; this
may be due to a desire to share a successtul personal goal of
abstinence or, on the other hand, by current personal difficul-
ties influencing professional practice. However we did not
ask respondents to specify whether the ‘personal experience’
used to support the opinion of these specialist alcohol
workers reflected their own alcohol problem or that of a
relative.

Nevertheless. our finding supports other publications
which show that treatment of alcohol dependence is influ-
enced not only by scientific data but also by cultural and
societal factors (Klingemann and Bergmark, 2006).

Our survey results also revealed a discrepancy between the
criteria for success used by alcohol specialists in clinical
practice, versus those they expected to see in literature.
Quality of life was the most important criterion in clinical
practice, but there is no consensus on how it should be

assessed. Development of a specific quality of life scale for
use in the in field of alcohol dependence would allow treat-
ment specialists to have confidence in trials that include
quality of life as a major endpoint. It would also allow com-
parison of abstinent and non-abstinent goals in a more satis-
factory manner.

To our knowledge, this was the first study of the accep-
tance of CD as a goal among French alcohol specialists. Our
sample (n=1547) was large compared with previous studies
in other countries: 196 services in the USA, 136 in
Switzerland, 179 in Australia, 196 in Canada, 180 in the UK
(Rosenberg et al., 1992; Rosenberg and Davis, 1994:
Rosenberg et al., 1996; Donovan and Heather, 1997;
Klingemann and Rosenberg, 2009). The design of our study
had some interesting features, as we surveyed alcohol
specialists rather than alcohol treatment departments, which
were surveyed in other countries. Consequently, in addition
to specialists” acceptance of CD as a goal, we also reported
their personal opinion and professional characteristics.
Several factors that were independently associated with
acceptance of CD as a goal were identified, and these may
contribute to better understanding of the debate about goal
of CD.

Despite the relatively low response rate to the question-
naire (48.1%). our sample was an acceptable representative
of SFA members, as it had the same geographical and pro-
fessional distribution as SFA members overall. In addition,
members of the SFA are perhaps not representative of all
French specialist alcohol workers, including the fact that
some work abroad. Moreover, the status of members remains
unclear, because to be a member, being sponsored twice is
enough. We do not know the proportion of clinicians and
non-clinicians among the members of the SFA, and in the
investigation. However, the survey questions are relatively
technical and clinically oriented; our impression from some
feedback was that non-clinicians were unlikely to respond to
the questionnaire.

The response rate also decreases over the questionnaire,
probably because of its length, and because responses were
made mandatory through the software: this choice has
allowed us to limit the amount of missing data, but made the
completion of the questionnaire more demanding, and was
probably responsible for dropout completing the question-
naire at the time of difficult questions.

Some commentators have cautioned that alcoholism
research can have links with the alcohol beverage industry
(Babor 2009). Several comments and emails were sent to us,
suspecting that we had a relationship to the alcohol industry,
reflecting mistrust among some specialist alcohol workers
regarding the issue of CD, and this may have been a further
lowered response rates.

CONCLUSION

With nearly half of French alcohol specialists stating that
they accepted CD as a goal for their patients, France
occupies an intermediate position compared with other
countries in terms of acceptance of CD as a goal. The main
criterion used by French specialists to select a treatment goal
is patient preference. Although there is not currently any
consensus among French alcohol specialists regarding the
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definition of CD as an outcome, quality of life is the most
frequently chosen definition, and it is also the main criterion
of success in clinical practice. However, quality of life is not
currently considered to be a primary endpoint in clinical
trials of the treatment of alcohol dependence. The definition
of CD as an outcome was independently associated with
acceptance of CD as a goal among specialists. as were per-
sonal and professional characteristics. The low impact of
scientific literature on specialists’ opinion raises questions
regarding ways to translate research findings into clinical
practice in the field of alcohol treatment. Development of
specific measurement tools could be one way to increase the
impact of research findings on clinical practice.
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Du point de vue du patient (Luquiens et al. 2014)

Définitions

Les trois composantes des soins centrés sur le patients sont: (a) ils assurent au patient
d’étre invité a participer aux échanges et a la prise de décision concernant ses besoins de
santé; (b) ils mettent I'accent sur les objectifs du patient; (c) ils additionnent les savoirs de
tous les membres de I'équipe a la connaissance et a la conscience que le patient a de lui-
méme. Pour 'académie de médecine américaine, adopter une approche centrée sur le
patient est I'une des étapes indispensables a I'amélioration de la qualité des soins. Cela
correspond a prodiguer des soins dans le respect et 'adéquation avec les préférences des
patients, leurs valeurs, et a s’assurer que toutes les décisions sont guidées par les valeurs
des patients (Institute_of medecine 2001). La FDA contribue au développement de la
médecine centrée sur le patient, par des initiatives comme le Prescription Drug User Fee
Act, dont une des missions est le développement de produits de santé, centrés sur le patient.
Le patient est considéré comme premier expert de sa maladie, le plus a méme d’évaluer un
rapport bénéfice-risque, et d'identifier des besoins non ou mal pris en compte (Mullin 2012).
Theresa Mullin souligne que la FDA pourrait bénéficier du recueil systématique du point de
vue du patient sur la maladie et sur son impact sur la vie quotidienne, ainsi que sur la
maniere d'évaluer les différentes options thérapeutiques. L’alliance internationale des
organisations de patients a établi comme deuxieme point clé de la déclaration des soins
centrés sur le patient, le droit et le devoir qu'avaient les patients a étre considérés comme
partenaires des soins. Cela intégre la nécessité des soins d'étre en adéquation avec les
besoins des patients dans le but ultime d’atteindre la meilleure qualité de vie possible

(International_alliance_of_patients'_organizations 2006).

Application du modéle de médecine centrée sur le patient en alcoologie.

Resituer historiquement 'émergence de la médecine centrée sur le patient permet de donner
un éclairage sur les évolutions récentes en alcoologie. Les prémices de la médecine centrée

sur le patient ont débuté dans les années 60 par le regroupement de patients comme « the
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Independent Living », identifiant le modéle médical paternaliste prédominant , ayant
tendance a maintenir la personne malade dans une situation de dépendance (Hayes and
Hannold 2007; Patel 2012). Plus tard, dans les années 80, Foucault proposa la théorie selon
laquelle le modele médical paternaliste, par le fait de réserver les connaissances médicales
aux spécialistes, contribuerait a conserver une certaine emprise des « sachants » sur les
patients et donc une forme de pouvoir imposé (Foucault 1980). Au méme moment, les
premiers regroupements de patients revendiquaient un partage du pouvoir médical,
"empowerment”, et la possibilité de participer aux prises de décisions de santé, notamment
dans le cadre de I'épidémie de VIH qui faisait rage, en réclamant des mises a disposition
rapide de traitements efficaces et en organisant par endroit leur délivrance. Ces
changements continuent de faire évoluer les représentations du grand public sur
'organisation des soins et les modéles médicaux, comme l'illustre le film multi-Oscarisé en
2014 « Dallas Buyer Club » de Jean-Marc Vallée. L'Organisation mondiale de la santé note
d'ailleurs que les mouvements plus tard renommés de participation des patients ont émergé
au sein de populations minoritaires ou stigmatisées (WHO_Europe 2006). Le trouble
d'usage d'alcool est une des pathologies les plus stigmatisées (Stuart 2012). C'est
probablement I'un des facteurs ayant contribué a la constitution d'associations de personnes
ayant ou ayant eu un trouble d'usage d'alcool, s'impliquant particulierement dans les
réflexions récentes sur les objectifs thérapeutiques, ou par exemple en France se traduisant
par un certain lobbying ayant conduit I'agence frangaise du médicament a délivrer une
recommandation temporaire d'utilisation pour le Bacloféne a visée de maintien de
I'abstinence ou de réduction de la consommation d'alcool en l'absence d'argument d'un
niveau de preuve élevé (ANSM 2014). La prise en compte de la souffrance du patient en
adoptant son point de vue parait donc essentielle au socle de l'alliance thérapeutique, en
alcoologie comme dans les autres spécialités médicales. Pourtant, et ce malgré l'importance
de I'approche motivationnelle dans la discipline (Aubin, Benyamina et al. 2011; NICE 2011;
SFA, ANPAA et al. 2015), il n’est pas toujours apparu comme évident de donner un poids
prépondérant au point de vue du patient en alcoologie.
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Il semble y avoir un décalage croissant entre les objectifs de consommation requis dans les
essais, la pratique clinique et I'objectif du patient pour qui le changement de mode de
consommation parait étre un moyen et non une fin. En effet, les critéres subjectifs ont été
acceptés comme critéeres secondaires par I'EMA, mais restent non stipulés par la FDA. . Les
recommandations de bonne pratique de la Société frangaise d’alcoologie ont tenté une
synthése de ces apparentes contradiction a travers la réponse a la question « Quels sont les
objectifs de lintervention thérapeutique ? » : « D’'une certaine facon, I'objectif du traitement
d’'un mésusage de l'alcool est d’abord I'amélioration de la qualité de vie des personnes.
Ainsi, l'intervention thérapeutique devrait, selon la situation particuliere du sujet, cibler la
santé physique et psychologique, I'adaptation interpersonnelle, sociale et professionnelle, la
situation judiciaire, et les autres comportements addictifs et a risque. Cependant, une
véritable amélioration de la situation du sujet passe par un changement important de la
consommation d’alcool, que ce soit vers I'abstinence ou une réduction de la consommation.
C’est pourquoi le traitement cible généralement d’abord ce changement de consommation et

sa stabilisation.» (SFA, ANPAA et al. 2015).

L’application du modele de médecine centrée sur le patient implique donc une réflexion sur
les outils de mesure de l'effet thérapeutique (Luquiens and Aubin 2014). Elle implique de
favoriser I'auto-évaluation (Robinson, Sobell et al. 2014). Le taux d'essais en alcoologie
rapportant des mesures d'auto-évaluation est passé de 89% des essais dans les années 90
a 100% des essais en 2005. Elle implique également la diffusion de I'utilisation de mesures
subjectives, notamment ['utilisation d'instruments proches des préoccupations des patients.
Les mesures subjectives rapportées par le patient prennent leur essor dans le contexte des
soins centrés sur le patient, qui impliquent que le patient participe activement a I'évaluation
de son état et de sa situation et aux prises de décisions le concernant. Un « Patient-
reported outcome » (PRO) est tout type de rapport du statut d'un patient relatif a sa condition
de santé, venant directement du patient, sans interprétation de la réponse du patient par le

clinicien ou un autre tiers (FDA 2009). Dans un essai clinique, un PRO peut étre utilisé pour
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mesurer l'effet d'une intervention thérapeutique sur un ou plusieurs concepts. L'utilisation
d'un PRO est conseillée pour mesurer un concept que le patient est le plus a méme de
mesurer ou qui serait mieux mesuré de la perspective du patient. lls concernent
généralement les symptdmes, signes ou aspects du fonctionnement directement reliés au
statut de la maladie. lls ne sont jamais la mesure d'un effet physiologique. S'ils sont destinés
a mesurer l'effet d'un traitement sur la maladie elle-méme, ils peuvent étre le recueil de
symptémes , de signes ou de performance physique, mais pas étre un examen physique.
S'ils sont destinés a mesurer l'effet d'un traitement sur les symptdbmes associés a une
maladie, ils peuvent étre un score de symptémes, I'estimation d'une performance physique
ou de limitations physiques liées a la maladie. Les PRO doivent pour leur développement
faire participer de fagon extensive les patients a la génération des items, afin d'assurer la
pertinence du contenu de ce qui est mesuré, du point de vue du patient (FDA 2009). Sans la
documentation adéquate de la contribution des patients, la validité de contenu d'un PRO doit
étre questionnée. Comme on va le voir, nombre mesures rapportées par les patients et

utilisées en alcoologie ne sont pas en adéquation avec ces principes.

Entre 1980 et 1984, le pourcentage d’études portant sur le traitement de lalcool et
renseignant au moins un critére en dehors des quantités d’alcool ou de la notion
d’abstinence, était de 60.4%, alors qu’il était passé a 82.0% entre 1989 et 1993 (FDA 2015).
Ces domaines étaient répertoriés en : domaine professionnel, ré-hospitalisations liées a
l'alcool, santé physique, tests psychologiques, domaine social, domaine familial, traitement
complémentaire, arrestations dues a l'alcool, logement, domaine interpersonnel, fonctions
cognitives, domaine légal, émotions, mesures globales, mortalité. Si on s'intéresse aux
criteres subjectifs non relatifs aux quantités consommées d'alcool (hors hospitalisations,
arrestations par exemple), seuls 56% des essais récents rapportent ce genre de mesure

(Robinson, Sobell et al. 2014). On retrouve des mesures interrogeant plusieurs domaines:

- linventaire des conséquences négatives liées aux consommations d'alcool. L’échelle

Drinker Inventory of Consequences »)(Miller and Longabaugh 1995), issu du projet MATCH,
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permet de faire cet inventaire par un auto-questionnaire de 45 items. Ces items ont été

générés par les experts.

- la sévérité du trouble. Elle peut étre mesurée par des instruments génériques, comme la
Clinical Global Impression scale — severity (Busner and Targum 2007), ou des instruments
plus spécifiques de I'addiction, comme I’ « addiction severity index », ou de la dépendance a
l'alcool, comme « Alcohol Dependence Scale» (Skinner and Allen 1982). On peut aussi
mesurer I'amélioration clinique selon le clinicien, comme la « Clinical Global Impression
scale - improvment » (Busner and Targum 2007). Certains auteurs ont proposé récemment
d’utiliser des critéres diagnostiques comme les criteres du DSM-5 de fagcon dimensionnelle et
non catégorielle, pour obtenir un score de sévérité, allant de 0 a 11 (Fazzino, Rose et al.

2015).

- l'alliance thérapeutique. Elle peut étre explorée du point de vue de I'expert par le clinicien
lui-méme, par exemple par le « Working Alliance Inventory » - clinician part et « Working
Alliance Inventory » -patient part, qui a été utilisé dans I'essai COMBINE (Anton, O'Malley et
al. 2006). Ces deux parties de I'échelle peuvent étre comparées pour mesurer la cohérence

de cette évaluation.

- la satisfaction du patient, qui peut étre mesurée par la « Patient satisfaction for Medical
Management», utilisée également dans I'essai COMBINE (Ernst, Pettinati et al. 2008). Dans
cet essai, il est intéressant de noter que l'alliance thérapeutique était associée au nombre
de jours d’abstinence et a la réduction du nombre de jours de consommations excessives,
mais que la satisfaction des patients vis-a-vis de leur prise en charge médicale était associée
au nombre de jours dabstinence mais pas a la réduction du nombre de jours de
consommations excessives. La satisfaction du patient vis-a-vis de sa prise en charge ne
correspond donc pas toujours a son évolution, mais peut aussi plutbt refléter une

discordance dans les objectifs de départ entre le patient et le clinicien.
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- le nombre de perdus de vue dans les essais, qui reflete selon les interprétations, I'alliance

thérapeutique, I'efficacité ou I'acceptabilité des interventions.

- la mesure subjective de l'efficacité du traitement par le patient. Elle peut étre mesurée par
un auto-questionnaire simple, comme le . « Treatment effectiveness assessment » (Ling,
Farabee et al. 2012), rassemblant 4 items (usage de la substance, conditions de vie, santé
et relations interpersonnelles). Cette mesure est présentée comme un instrument centré sur
le patient, mais la encore les domaines ont été choisis par les experts, s’appuyant sur les
priorités recensées par le « Substance Abuse and Mental Health Services Administration »

pour définir la rémission.

- les pensées obsédantes et compulsions a consommer de l'alcool, mesurées par
I'Obsessive Compulsive Drinking Scale (OCDS) (Anton, Moak et al. 1995), un auto-
questionnaire dérivé du Yale-Brown Obsessive Compulsive Scale -heavy drinkers, lui-méme
un hétéroquestionnaire développé du point de vue d'experts. L'OCDS a été montré comme
n'étant que peu corrélé aux criteres de consommation, et mesurant donc une autre

dimension de I'alcoolodépendance.

- les envies irrépressibles de consommer, aussi appelées « craving » et les urgences a
consommer. On distingue classiquement trois types de craving, le craving de récompense, le
craving de soulagement, et le craving obsessionnel. Plusieurs instruments permettent
d’évaluer ce concept, dans sa multi-dimensionnalité. On trouve notamment I’ « Alcohol
Craving Questionnaire » (Singleton, Tiffany et al. 1995), le « Craving Typology
Questionnaire ». Certains instruments tentent de mesurer la fréquence et le caractére intrusif
des envies. Une des difficultés dans la mesure du craving est qu’il peut étre trés changeant
méme sur une période de courte durée, et son évaluation semble optimisée par I'utilisation

de mesures répétées en temps réel sur dispositifs mobiles comme les smartphones.

- la qualité de vie. Les instruments de mesure seront détaillés dans le chapitre suivant.
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Les derniers éléments ont été développés dans la publication ci-dessous: Luquiens, A. and
H. J. Aubin (2014). "Patient preferences and perspectives regarding reducing alcohol

consumption: role of nalmefene." Patient Prefer Adherence 8: 1347-52. (Luquiens and Aubin

2014).
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Abstract: Alcohol use disorder is a major public health issue. The absolute mortality burden of
alcohol-attributable death has increased over the last 20 years. However, access to care remains
very poor and many people with alcohol use disorder are untreated. The main limiting factor
for access to care in alcohol use disorder appears to be the reluctance to engage in abstinence.
Risk reduction is a developing approach in the treatment of alcohol use disorders, drawing its
inspiration, with quite a delay, from the decades-long dominant approach in other substance use
disorders. A paradigm shift has recently occurred that places more of an emphasis on reducing
alcohol as a therapeutic strategy for patients with alcohol use disorder, to better meet the patients’
preferences and needs. The development and recent approval of nalmefene, in alcohol-dependent
adults with a high drinking risk level, contributes to enlarging the therapeutic arsenal for alcohol
dependence, strengthening the legitimacy of alcohol reduction strategies.

Keywords: harm reduction, alcohol use disorder, therapeutic goal, patients” satisfaction

Introduction

Alcohol use disorder is a major public health issue. The absolute mortality burden of
alcohol-attributable death has increased over the last 20 years.'? Alcohol consumption
is estimated to be responsible for 3.8% of all deaths.* The global costs of excessive
drinking are estimated to exceed $200 billion a year.> However, alcohol abuse and
dependence present the widest treatment gap of all mental disorders, with 78.1% not
treated for their alcohol use disorder in a given year.** The purpose of our article is
to contextualize the recent emphasis on risk-reduction strategies in alcohol use disor-
ders. in particular in the context of the approval of nalmefene, as part of an increase
in client-centered approaches and a global shift in the representation of alcohol use

disorders, supported by scientific advances.

Alcohol drinking goals: alcohol reduction

versus abstinence

Data from the National Epidemiologic Survey on Alcohol and Related Conditions
(NESARC) large cohort reported that 75% of the subjects with a history of alcohol
dependence the previous year were in partial or total remission from alcohol depen-
dence. Only one third of them were ever treated.® These data support the fact that
spontaneous remission from alcohol dependence can occur. However, in the NESARC
cohort, only 18% of the subjects changed their consumption pattern to abstinence.
Alternatively spontaneous reduction can also occur. However, a large portion of patients
remain untreated and with difficulties. Reducing barriers to treatment is a tremendous
challenge in alcohol use disorder. Stigma is part of the challenge. Stigma denigrates

the value of people who have a mental illness, and the social and professional support
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systems designed to support them. Structural stigma, which
refers to stigma from health professionals, has been docu-
mented in alcohol use disorder as a barrier to treatment.

The main limiting factor for access to care in alcohol use
disorder appears to be the reluctance to engage in abstinence.’
In fact, the majority of patients seem to initially aim for a
reduction in consumption.®? A reduction in consumption is
not proposed everywhere to the same extent to patients enter-
ing treatment,® and a perception of reduction in consumption
is still evolving for alcohol specialist workers and varies
across countries.

A paradigm shift has recently occurred that places more
of an emphasis on reducing alcohol consumption among the
range of therapeutic strategies for patients with alcohol use
disorder. Namely, risk reduction has at least been considered
in the alcohol use disorder field, whereas it has been the domi-
nant approach in the fields of other substance use disorders
since the 1980s. Acceptability of reduction of consump-
tion among alcohol specialist workers still varies between
countries, probably in part due to variations in local support
provided by Alcoholics Anonymous.® Two major arguments
in favor of alcohol reduction are to be highlighted. First, due
to the exponential relationship between harmful events and
alcohol consumption, any reduction in alcohol consumption,
even a minimal one, could be considered to have a positive
impact on the alcohol burden.*'" One of the other most
striking arguments supporting integration of a reduction in
consumption into the panel of therapeutic strategies in alcohol
use disorder is that allowing the patient to choose the goal,
either abstinence or non-abstinence, was found to be a better
predictive factor of good outcomes than the goal itself."

Arguments for client-centered

approaches in alcohol use disorder
This association between the choice of the therapeutic goal
by the patient themselves and a good outcome is precisely
the basis of the client-centered approach, as proposed in
motivational interviewing,'? upon which are based the
majority of the psychotherapeutic interventions proposed in
addiction treatment. Most of the psychotherapeutic interven-
tions, aiming for a reduction in the consumption of alcohol,
exclude subjects with severe alcohol use disorder."* Although
a directive therapy. the motivational interviewing approach
encourages the counselor to inquire about and respect the
client’s views and preferences during the treatment process.
However, paternalist movements have most-likely interfered
with this approach, leading to this contradiction.'

More recently, the neurosciences have revisited the
long-standing clinical postulate that patients with alcohol

use disorder presented with denial, meaning that they
could not choose their own goal. Denial is translated into
cognitive difficulties, which prevent the patients from
identifying some of the negative consequences of their
alcohol use.'™'® This finding is an important turn in the
understanding of alcohol use disorder, because it reduces
the stigma. Care is patient-focused, and treatment can be
considered as recovering the skills to control alcohol use, not
only to extract the patient from a drinking environment.
Finally, this turn dissociates the symptoms from the choice
of the therapeutic goal: reluctance to engage in abstinence
could previously be perceived by health care providers as a
kind of denial about the severity of the illness.

This association was supported by the former Diagnostic
and Statistical Manual of Mental Disorders (DSM) 1V clas-
sification, which implicitly proposed a hierarchical relation
between abuse and dependence."” A common feature in
clinical practice was to reserve reduction for abusers and
to strongly advise abstinence for dependent subjects. This
method is no longer suitable as the DSM 5 classification
considers alcohol use disorder a continuum.'®* Moreover,
one fear in proposing a reduction in consumption was that
severe patients could be tempted to more-often choose
non-abstinent goals due to denial about the severity of their
illness, whereas they could be less successful in non-abstinent
goals. The recent secondary analysis of the COMBINE study
showed, on the contrary, that patients with the highest level
of negative consequences linked to alcohol consumption
more often choose abstinence.'” However, returning to the
premorbid state is a usual demand from patients suffering
from any illness.? It should not be surprising that patients
with alcohol use disorder also ask for this return to their
premorbid state, namely, with a non-abstinent goal, which
better fits with their habits and environment. As reported in
the same secondary analysis of the COMBINE study, more
daily drinkers in a social network predicted the choice of non-
abstinent goals.'” Nonadherence to life-style modification is
a common feature of other chronic illnesses, for instance,

2l and it is then not considered

among diabetic patients,
denial but a therapeutic challenge. Efforts should focus on
developing therapeutic options that could aid in develop-
ing recovery styles that are in harmony with the patient’s
environment, including their drinking environment, like
taking stigmatization into account.??

The representations of alcohol use disorder are chang-
ing. Alcohol reduction, an acceptable therapeutic goal in
dependent patients, accompanies these changes. Generalizing
alcohol reduction in dependent patients requires a diversi-
fication of the psychotherapeutic arsenal and opening new
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psychotherapeutic avenues, such as cognitive enhancement®
or pharmacotherapy.

The challenge of outcome

measurement

From the perspective of developing new pharmacotherapies
aiming at alcohol reduction, a focus on the relevant criteria
to assess outcomes in these kinds of interventions is neces-
sary. In fact, there is a need to enlarge the criteria used to
assess outcomes in interventions aimed at reducing alcohol
consumption; binary outcomes like abstinence (yes/no)
are no longer relevant in this context. National and inter-
national authorities have recently provided guidelines for
the development of drugs to reduce alcohol consumption
in alcohol use disorder. In Europe, the criteria to assess the
outcome, if aiming at alcohol reduction, should be either the
number of heavy drinking days (HDD) or the total alcohol
consumption.*

However, Sobell and Sobell have previously shown that the
quantitative assessment of alcohol consumption is a complex
issue. They showed that even when investigating a single set
of patients in one trial, the modality of reporting alcohol con-
sumption could make the success rate vary from 8% to 80%.%
This analysis illustrates the limits of the quantitative criteria
ot alcohol consumption, the so-called “drinking outcomes”,
to report the relevant clinical state in alcohol use disorder.
The change in paradigm towards integrating the reduction of
consumption in alcohol use disorder requires one to place a
higher emphasis on qualitative assessments that are closer to
patients’ concerns and more relevant clinically.

Recently, several qualitative concepts have emerged to
measure patients’ clinical states and outcomes: negatively
related consequences,* craving,?”?* and health-related
quality of life (HRQOL).? The concept of negative
alcohol-related consequences has the disadvantage of com-
ing from the expert’s point of view. In contrast, HRQOL
reflects patients” feelings and functioning, and the impact
of their health condition beyond simple symptom assess-
ment. HRQOL is recognized as an important outcome in
alcohol-dependence research.’* HRQOL, as well as craving
and patient satisfaction, can adopt the patient’s point of
view, and is often assessed with self-questionnaires. How-
ever, there is currently only one disease-specific HRQOL
instrument for alcohol dependence that is developed from
patients’ input: the Alcohol use disorder Quality of Life
Scale.*! Craving is believed to be the consequence of a com-
plex neurobiological dysfunction, and it is now conceived
as a therapeutic target itself.*? Patient satisfaction has been
poorly explored in the alcohol use disorder field.* Patient

satisfaction can be explored following multiple domains:
1) patient attendance; 2) therapeutic alliance; 3) patient
satisfaction with medication; and 4) patient satisfaction
with treatment setting.

Patient attendance

Satisfaction is often equated to attendance or patient
follow-up completion.* Studies in alcohol dependence often
experience a high attrition rate, from half to two-thirds of
the patients. However, attrition rates, as well as access to
care, could be influenced by the kind of therapeutic goals
proposed to patients. One patient reducing his consumption
could feel discomfort at being included in an abstinence-
oriented trial even if he could improve by simply reducing
his alcohol intake. The attrition rate could be reduced in
reduction-oriented trials and in trials that allow the patient
to choose his own therapeutic goal.353

Therapeutic alliance

Patient satisfaction can be approximated by therapeutic
alliance, a concept that is similar to satisfaction with the
medical management. It can be explored by scales such as
the “Working alliance inventory” or the “patient satisfaction
with medical management score”, as used in the COMBINE
study.”” In this study, patients were included if they were
abstinent for at least 4 days. The working alliance improved
significantly with the number of abstinent days and with the
number of days without heavy drinking. Surprisingly, patient
satisfaction with the medical management improved with
the number of abstinent days but not with the number of
days without heavy drinking.*® This difference could show
difficulties in managing patients who are aiming to reduce
their consumption at this time.

Patient satisfaction with medication

Patient satisfaction with the medication can be investigated.
In the alcohol-dependence field, no direct measure of satis-
faction with medication has ever been used to our knowl-
edge. This kind of measure has, however, been developed
in other mental disorders, such as bipolar disorder, with the
PAtient SAtisfaction with Psychotropic (PASAP) scale, a
self-completed questionnaire measuring satisfaction with
psychotropic medication.* The development of this kind
of measurement could be particularly useful in the context
of emerging drugs in the alcohol field, with potentially
high effect sizes but also potentially high secondary effects
levels, to help document the benefit—risk balance of this
medication.*” This method could help in understanding
dropout rates.
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Patient satisfaction with treatment setting
Patients” satisfaction with the treatment setting can be
assessed. In the context of an unequally proposed reduction
of consumption strategies and the deep reorganization of
some clinics, that aim to give a higher place to this therapeutic
goal, this change could be particularly interesting in assessing
patients’ satisfaction with in the health care setting for alcohol
use disorder subjects. To our knowledge, this method has not
been explored to date in alcohol use disorder, even though it
has been used in the illicit-drug use disorder field. Once again,
we could learn from the opiate use disorder risk-reduction
model. The Randomised Injectable Opiate Treatment Trial
(RIOTT) study investigates patients’ pretreatment expecta-
tions of, and posttreatment satisfaction with, supervised
injectable opiate treatment delivered within UK’s first such
clinics.*! This kind of measure could be very useful to help
change the representation of the illness to the general popula-
tion and to support the development of new risk-reduction
initiatives in the alcohol use disorder field as well.

Nalmefene: a new treatment
strategy

In the context of emphasis on risk-reduction strategies in alco-
hol use disorders, enhanced by increasing use of client-centered
approaches, the recent European approval of nalmefene® is
likely to be a historical step in the advancement of alcohol
use disorder treatment. Nalmefene is the first drug to obtain
approval for the reduction of alcohol consumption. Nalme-
fene received a marketing authorization valid throughout the
European Union on February 25, 2013 and is under develop-
ment in Asia. Nalmefene is an opioid system modulator with a
distinct U, 8, and K receptor profile. In vitro studies have dem-
onstrated that Nalmefene is a selective opioid receptor ligand
with antagonist activity at the u and & receptors and partial
agonist activity at the K receptor. In vivo studies have demon-
strated that nalmefene reduces alcohol consumption, possibly
by modulating cortico-mesolimbic functions.' Nalmefene
showed a significantly superior effect as compared to placebo
in the change in HDD from baseline to month 6 (group dif-
ference: —1.7 days/month; 95% confidence interval [CI] -3.1
to —0.4; P=0.012)." As demonstrated above, offering a large
panel of therapeutic goals could greatly enhance the access to
care, lowering barriers to treatment. Patients with alcohol use
disorder should now be able to benefit from pharmacotherapy
whatever their drinking goal.

Nalmefene is approved in alcohol-dependent adults with
a high drinking-risk level.* This population is precisely the
one that was previously prevented from reduction strategies

because these patients were considered to be too severely ill
to be able to reduce their drinking. In contrast, in patients
with at least a high drinking-risk level (men: >60 g/day;
women: >40 g/day), nalmefene showed a superior effect
as compared with placebo in reducing the number of HDD
(treatment difference: —3.2 days; 95% CIl: —4.8 to —1.6;
P<<0.0001) and total alcohol consumption (treatment dif-
ference: —14.3 g/day; 95% CI: -20.8 to —7.8; P<<0.0001)
at month 6.% In the long-term trial, a post hoc analysis of
patients with at least a high drinking-risk level showed that
nalmefene was more effective than placebo at month 13,
both in the reduction of the number of HDD (-1.6 days/
month; 95% CI -2.9 to —0.3; P=0.017) and the reduction of
total alcohol consumption (—6.5 g/day last month; 95% CI
—12.5t0 —0.4; P=0.036).** The effect is unclear for patients
with a lower risk level, who are most likely to receive much
benefit from psychosocial management that targets reduc-
tion, regardless of the medication. Most severe patients are
then indeed able to reduce their consumption. These results
of quantitative drinking endpoints should be completed with
alternative endpoints closer to patients’ concerns, such as
craving, and especially HRQOL and patients’ satisfaction.

The regimen of nalmefene also involves the patients’
preference: nalmefene was approved for “as-needed” use.*
Patients were told to take their medication only if they felt the
need to take it, if they anticipated an at-risk situation, or as
soon as possible if they already had started to drink alcohol.
This is a patient-centered approach that engages patients
with alcohol dependence in the active management of their
illness. The feasibility of this regimen has been established.
Sixty-eight percent of nalmefene-treated patients (78% of
the study completers) adhered to the as-needed treatment
regimen on at least 80% of the study days.*

As-needed oral nalmefene was generally well toler-
ated in patients with alcohol dependence, according to
the results of the three European randomized, double-
blind, multinational trials: ESENSE 1. ESENSE 2. and
SENSE.* The treatment-emergent adverse events that led
most-commonly to discontinuation (occurring in =2% of
nalmefene recipients) included dizziness. nausea, fatigue,
and headache.*

Conclusion

The development and recent approval of nalmefene contributes
to enlarging the therapeutic arsenal for alcohol dependence,
strengthening the legitimacy of alcohol-reduction strategies.
With an as-needed regimen, nalmefene increases patients’
feelings of responsibility within the treatment process. This
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new pharmacotherapy contributes to a larger movement and

interest in reduction strategies that began several decades ago.

In one sense, there is only one goal of treatment for alcohol

use disorders: to improve the user’s quality of life. This goal

may seem obvious but can easily be forgotten when there is an

exclusive preoccupation with drinking behavior.*” One should

keep in mind that either abstinence or alcohol reduction are

merely means to attain the therapeutic goal.
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Qualité de vie — définitions
La qualité de vie correspond au ressenti et saisi du vécu du patient sur différents domaines

de fonctionnement. Elle n'est classiquement pas reflétée par des mesures évaluant des

symptémes (Carr, Gibson et al. 2001). On distingue deux types de mesures de la qualité de

vie (Aaronson 1988) :

la qualité de vie globale, non liée a la santé, qui constitue une évaluation de sa
qualité de vie par rapport a un idéal propre a chacun. L’Organisation Mondiale de la
Santé I'a définie en 1993 comme « la perception qu’un individu a de sa place dans la
vie, dans le contexte de la culture et du systéeme de valeurs dans lequel il vit, en
relation avec ses objectifs, ses attentes, ses normes et ses inquiétudes. ». Elle
constitue en théorie la mesure de I'écart entre |'état actuel et un idéal propre a
chacun. Elle est difficile a mesurer puisqu'elle a pour ambition de saisir le degré
d'accomplissement des besoins et désirs communs au plus grand nombre. Elle est
réputée peu sensible au changement (Leplege 2011). En pratique il n’est donc pas
recommandé de l'utiliser pour mesurer l'efficacité d’'un traitement (EMEA 2005). La
mesure la plus consensuelle a été développée par l'organisation mondiale de la

santé, la World Health Organization Quality of Life scale (WHOQOL) .

la qualité de vie liée a la santé (QVLS), réputée plus robuste et plus sensible au
changement, qui interroge la perception qu'a un patient de I'impact d'une maladie en
particulier. Les domaines de la vie classiquement explorés dans la QVLS sont (1)
I'état physique, incluant l'autonomie et les capacités physiques (2) le bien-étre
physique, incluant la douleur et les symptdomes physiques (3) I'état psychologique,
incluant I'anxiété et la dépression, et (4) les relations sociales, incluant les relations a
la famille, aux amis et le travail. Les instruments génériques explorent ces domaines
sans prise en compte des spécificités d'une pathologie en particulier, et peuvent ainsi

étre utilisés en théorie dans n'importe quelle pathologie. Les instruments spécifiques,
33



eux, tentent de mesurer les spécificités de limpact sur la qualité de vie d'une

pathologie en particulier.

Les mesures génériques les plus utilisées de QVLS ont été développées initialement pour
des pathologies cardiovasculaires (MOS-SF-36) (Ware and Sherbourne 1992) ou dans une
optique de traduction en score d'utilité médico-économique et de comparaison entre les
pathologies (EuroQolGroup 1990). La qualité de vie permet ainsi de quantifier le co(t
efficacité des interventions, par l'utilisation d’algorithmes a partir de I'échelle EQ5D par
exemple, permettant d’attribuer une valeur monétaire a 'amélioration de la qualité de vie

mesurée (Laramee, Brodtkorb et al. 2014).

L'utilisation exponentielle de ce concept est illustrée par le nombre darticles référencés
correspondant au mot clé "qualité de vie" sur I'Index Medicus, de 90 dans les années 70,
montant a 7000 en 2003 (Donovan, Mattson et al. 2005), atteignant 212631 sur Medline en
2015 (site ayant pris le relais de I'Index Medicus en 2004). Cet accroissement est bien sdr a
discuter en tenant compte de I'accroissement global des références. Pour comparaison, le
mot clé "alcohol dependence" correspondait a 254 articles pour I'année 2000 et 596 pour
l'année 2014 (X 2.3), alors que le mot clé "qualité de vie" correspondait a 5189 articles en

2000 et a 18395 articles en 2014 (X 3.5).

Parmi les premiers champs a s'étre saisi de ce genre de mesure on retrouve les troubles
cardiovasculaires (Kaplan 1988) et la cancérologie, pour qui les domaines de la vie cités ci-
dessus sont particulierement pertinents (Aaronson 1988). Pourtant, on a retrouvé chez les
patients les plus séveres un phénoméne de "response shift" , c'est a dire que les patients
ayant atteint un niveau de qualité de vie particulierement dégradé semble se satisfaire dans
une plus grande mesure d'une amélioration méme minime, et estime leur qualité de vie a un
meilleur niveau que d'autres patients n'ayant jamais atteint une dégradation aussi
considérable de leur qualité de vie (Schwartz, Ahmed et al. 2013). Ce phénoméne est bien

sr génant pour évaluer ['efficacité thérapeutique.
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La mesure de la qualité de vie est nécessairement rapportée par le patient puisqu'il s'agit de
mesurer le vécu subjectif de celui-ci. Pourtant, contrairement aux principes recommandés
par la FDA pour le développement des PRO, les items de ces deux échelles ont été générés
par des experts, sans participation des patients. En alcoologie, il s'agit d'un point
particulierement sensible. Dans le contexte de stigmatisation, y compris au sein du corps
soignant (Ronzani, Higgins-Biddle et al. 2009), du trouble d'usage d'alcool, la détermination
par les experts des domaines de la vie impactés par les consommations d'alcool se
rapproche d'un recensement de conséquences négatives liées aux consommations, comme
une liste d'évenements qui n'aurait plus rien de subjectif, et pour lesquels l'impact sur la

qualité de vie ne serait finalement pas saisi (Miller and Longabaugh 1995).

On considére que la qualité de vie est trés impactée dans le trouble d'usage d'alcool, qu'il
s'agisse de la qualité de vie globale ou liée a la santé (Donovan, Mattson et al. 2005). Cet
impact est retrouvé dans d'autres addictions (Zubaran and Foresti 2009). Il a été montré
avec des échelles génériques que la sévérité du trouble d'usage d'alcool était associée a la
détérioration de la qualité de vie (Daeppen, Krieg et al. 1998), et, dans un essai ouvert, que
les patients ayant la période d'abstinence la plus prolongée semblaient étre ceux qui
récupéraient une meilleure qualité de vie, qui devenait alors au bout de six mois comparable
a la qualité de vie de la population générale (Morgan, Landron et al. 2004). Ces résultats ont
été remis en cause par des données récentes ayant réévalué a distance la qualité de vie
globale (c’est a dire non liée a la santé) des patients ayant bénéficié d'un essai thérapeutique
7 ans auparavant. Les patients ayant réduit leur consommation avaient autant amélioré leur
qualité de vie que ceux étant devenus abstinents (Frischknecht, Sabo et al. 2013).
L'évolution a 3 ans des patients présentant un trouble d'usage d'alcool de la cohorte National
Epidemiologic Survey on Alcohol and Related Conditions a également retrouvé une
récupération similaire voire meilleure de la qualité de vie chez les patients non-abstinents
ayant réduit leur consommation par rapport aux abstinents (Dawson, Li et al. 2009). Ces

résultats soulévent la encore la question de la pertinence clinique de certains critéres relatifs

35



a la consommation d'alcool. De plus, la réévaluation trés a distance des patients dans ces
deux études pose aussi la question de la temporalité pour évaluer une amélioration de la
qualité de vie. |l n'existait pas jusqu'au présent d'échelle spécifiquement développée pour
saisir l'impact des consommations d'alcool sur la qualité de vie. La seule échelle spécifique
recensée était une version réduite de la SF-36, I'Alcohol Quality of life — 9 items, qui ne
mesurait donc rien de plus que la SF-36, une échelle générique. Devant le grand nombre
d'échelles spécifiques dans d'autres champs s'étant multiplié ces dernieres années, et le
risque de développer un instrument qui se verrait peu utilisé ou de disperser les données,
l'agence européenne du médicament a rédiger des recommandations pour la mesure et le
développement d'instrument de QVLS. Ces recommandations stipulent que tout nouveau
développement d'un instrument doit étre justifié par I'absence d'instrument mesurant la
qualité de vie dans la champ en question et la pertinence réelle d'un instrument spécifique

(EMEA 2005).

Objectifs de la thése
Les objectifs de cette thése sont multiples. Il s'agit principalement de:

Faire I'état des lieux et décrire I'évaluation de la qualité de vie comme mesure de

I'efficacité d'une intervention en alcoologie

e Définir le besoin de développement d'une nouvelle mesure rapportée par le patient de

la qualité de vie spécifique au trouble d'usage d'alcool

e Développer cet instrument en adoptant une méthodologie centrée sur le patient

e Valider cet instrument dans différentes populations cibles et renseigner les propriétés

psychométriques de cet instrument
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Qualité de vie liée a la santé en alcoologie : état des lieux -
"Quality of life among alcohol-dependent patients: How
satisfactory are the available instruments? A systematic
review " (Luquiens et al. 2012)

L’article « Luquiens, A., M. Reynaud, et al. (2012). "Quality of life among alcohol-dependent
patients: how satisfactory are the available instruments? A systematic review." Drug Alcohol
Depend 125(3): 192-202. » publié en anglais est ici synthétisé en frangais, puis inséré dans

sa version compléte en anglais.

Pour répondre au premier objectif de cette thése, il paraissait important de pouvoir faire une
revue systématique des essais cliniques ayant rapporté des résultats sur l'efficacité d'une
intervention sur la qualité de vie chez les patients alcoolodépendants. Nous avions comme
objectif d'identifier les instruments existants et déja utilisés dans cette population, et de la
comparer aussi bien dans leur contenu que dans leur capacité a saisir le changement chez

ces patients.
Méthodes:

Nous avons mené une recherche sur bases PubMed/MEDLINE, EMBASE et PsycINFO. Les
termes suivants ont été combinés pour constituer les mots clés d'intérét: "alcohol
dépendence” ou "alcohol abuse" ou "alcohol use disorder" ET "trial" ET "quality of life". Les
criteres d'inclusion pour les essais étaient: (1) essai randomisé contrélé visant a améliorer la
qualité de vie de patients alcoodépendants comme critere de jugement primaire ou
secondaire, (2) utilisation d'un instrument désigné par les auteurs comme mesurant la qualité
de vie. Les critéres d'exclusion étaient: (1) les essais ne couvrant que le sevrage d'alcool (2)
les essais pour lesquels la population n'était pas alcoolodépendante. Au total nous avons

recensé et examiné 331 articles et exclu 313 articles. Dix-huit essais publiés entre 1990 et
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2012 ont pu étre inclus, utilisant 8 instruments différents pour mesurer la qualité de vie. Pour
chaque essai nous avons décrit les instruments utilisés pour mesurer la qualité de vie, le
design de I'étude, notamment le but de I'étude, la population, l'intervention testé, la durée du
suivi et si la qualité de vie était un critére principal ou secondaire. Nous avons également
proposé une analyse décrivant la qualité méthodologique des essais suivant le "Cochrane
collaboration tool for assessing risk of bias". Puis nous avons mené une analyse qualitative
des instruments mesurant la qualité de vie identifié, et extrait les domaines de la vie

interrogés par ces instruments.

Résultats

Nous avons inclus 18 essais entre 1999 et 2012. La qualité des essais était globalement
bonne, méme si la majorité n'étaient pas en double aveugle du fait d'intervention de type
psychothérapie. Nous avons identifié 8 instruments désignés comme mesurant la qualité de
vie par les auteurs de l'essai: the Alcohol Problems Questionnaire (APQ) (Drummond and
Ghodse 1999), Medical Outcomes Study 36-ltem Short-Form Health Survey version 1 or 2
(SF-36) (Ware and Sherbourne 1992; McHorney, Ware et al. 1993) or 12-ltem Short-Form
Health Survey (SF-12) (Ware, Kosinski et al. 1996)), the World Health Organization Quality
of Life Assessment Instrument (WHO-QOL-26) (WHOQOL 1996), the Quality of Life
Enjoyment and Satisfaction Questionnaire (Q-LES-Q) (Endicott, Nee et al. 1993), the
European Quality of Life Questionnaire (EQ-5D) (EuroQolGroup 1990), the Koskenvuo
Quality of Life Scale (Koskenvuo 1979), the Visual Analog Scale on quality of life (VAS)
(Scott and Huskisson 1976), and the Treatment of Mild Hypertension Study Health and Well-
being Scale (TOMHS-HWBS) (Stamler, Prineas et al. 1987). Tous ces instruments étaient
des auto-questionnaires. Contrairement a ce qui était annoncé par les auteurs, les échelles
utilisées n'étaient pas toutes sensées mesurer la qualité de vie; par exemple, I'APQ est une
échelle recensant les problémes liés aux consommations d'alcool. Les deux instruments les
plus souvent utilisés étaient la SF-36 et ses dérivées (9 fois) et 'EQ-5D (4 fois). Tous les

deux sont des instruments génériques reportant la QVLS. La SF-36 a été congue pour une
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étude observationnelle débutée en 1986 chez des patients ayant des troubles
cardiovasculaires. Il s'agit d'une échelle a 36 items, comprenant 8 dimensions: le
fonctionnement physique, la limitation du réle physique, la limitation dans le réle émotionnel,
la douleur physique, la santé mentale, le fonctionnement social, la vitalité, la perception
générale de la santé. On peut également calculer deux sous-scores: le sous-score mental et
le sous-score physique. La SF-36 posséde de bonnes propriétés psychométriques en
population générale, et a été validée chez les alcoolodépendants (Daeppen, Krieg et al.
1998). L'EQ-5D comprend 5 dimensions: la mobilité, prendre soin de soi, les activités
habituelles, la douleur, I'anxiété/dépression. Chaque dimension comprend 3 niveaux, et il en
réesulte un total de 243 états de santé uniques. Elle possede de bonnes propriétés
psychométriques en population générale, mais semblerait peu propice a discerner des
differences petites a modérées d'état de santé. Chez les alcoolodépendants, elle

présenterait une faible sensibilité au changement (Gunther, Roick et al. 2007).

Le point soulevant le plus de question était la différence non significative entre les groupes
pour la qualité de vie pour 4 essais pour lesquels le critére principal montrait une différence
significative; ces essais utilisaient 'APQ, la SF-36, I'échelle de Koskenvuo, une échelle
visuelle analogique et I'EQ-5D. Le sous-score mental de la SF-36 semblait plus sensible au

changement que le sous-score physique.

Nous avons recensés 27 domaines explorés par les instruments utilisés. Ces domaines ont
été regroupés en 8 catégories: les relations avec les autres, les activités, I'état physique,
I'état psychologique, les difficultés financieres, les soins médicaux, les problémes légaux, la
satisfaction avec la vie. Le bien étre psychologique était exploré dans 7 instruments sur 8, et

la perte d'autonomie physique dans 6 des 8 instruments.

La dispersion des instruments utilisés dans des essais cliniques était importante et
correspondait a la dispersion décrite par Donovan dans une revue des instruments réalisée

en 2005 et utilisés dans des études observationnelles. Notre revue et celle de Donovan ont
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donc permis d'identifier 25 instruments différents mesurant la qualité de vie utilisés chez des
personnes présentant un trouble d'usage d'alcool, rendant les comparaisons entre études
trés difficiles. Aucun de ces instruments n'a été développé spécifiquement pour le trouble
d'usage d'alcool. La tournure des consignes des instruments de QVLS, ne fait donc jamais
référence au r6le de l'alcool sur le domaine exploré, mais le plus souvent a "la santé",
pouvant potentiellement rendre difficile I'exploration du domaine en question si le patient fait
une différence entre son été de santé et l'alcool en tant que maladie. On sait d'ailleurs que
le trouble d'usage d'alcool, comme les autres addictions, est marqué par une tendance forte
des patients a l'auto-stigmatisation (Livingston, Milne et al. 2012). L'auto-stigmatisation est
définie par le fait de se sentir responsable de sa maladie ou de son état. Les patients ayant
cette tendance pourraient avoir plus de mal a compléter une échelle générique de qualité de
vie ne mentionnant pas directement l'alcool, considérant que ce qui est interrogé ne
concerne pas limpact de l'alcool. De plus, aucun de ces instruments que nous avons
recensés n'a impliqué la contribution de patients dans son développement et la génération
des items, et ne respecte donc les recommandations actuelles en matiére de mesure de type

PRO.

Un seul essai a pu montrer une différence significative de qualité de vie entre les groupes
apres l'intervention, et la qualité de vie était le critére principal de cet essai. L'absence de
différence de qualité de vie mise en évidence dans 4 essais positifs pour le critére principal
pourrait s'expliquer par le design inadapté de ses essais pour mesurer la qualité de vie
(nombre de sujet, durée), par la faible sensibilité au changement des mesures utilisées dans
cette population, ou par le manque de spécificité des instruments utilisés dans le trouble

d'usage d'alcool.
Discussion
Cette revue systématique a permis d'identifié le besoin de développement d'un instrument

mesure la QVLS spécifique aux patients présentant un trouble d'usage d'alcool, de type PRO
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et centré sur le patient, c'est-a-dire respectant les recommandations actuelles de contribution

du patient dans son développement.
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by introducing patients to treatment who would otherwise not be
treated.

The primary endpoints typically used in clinical trials are based
on the quantity of alcohol consumed or counting the number or per-
centage of days of abstinence or excessive drinking (Allen, 2003).
These criteria do not reflect the changes observed in more com-
plex patients who do not have a linear course of their disease or
who change their drinking patterns over time (Zywiak et al., 2011).
Additionally, these criteria are not directly relevant to clinical prac-
tice; they have been shown to be the preferred criteria for success
in clinical practice for only a quarter of alcohol treatment specialists
(Luquiens et al., 2011). Alcohol use disorders are complex diseases
affecting medical, psychological and social domains (Alcohol and
Public Policy Group, 2010). How can we show that a therapeu-
tic intervention benefits alcohol-dependent patients regarding this
complexity? Many judgment criteria can be used, developed and
combined (Cisler and Zweben, 1999; LoCastro et al., 2009), such
as: general health, severity of dependence, cost of interventions,
negative consequences related to consumption (Miller, 1995) and
quality of life (QoL).

QoL describes patients’ feelings about domains of functioning
that are important to them but that are not captured by traditional
symptom assessments (Carr et al., 2001). Traditionally, two types
of QoL assessment instruments are distinguished: Health-related
QoL and general QoL instruments. Health-related QoL instruments
explore patients’ perceptions of the impact of a particular dis-
ease on their lives. Classically, Health-related QoL involves four
domains: (1) physical state, including autonomy and physical
abilities; (2) physical well being, including pain and physical
symptoms; (3) psychological state, including anxiety and depres-
sion; and (4) social relationships including the domains of family,
friends and work (Leplége, 1999). General QoL instruments explore
overall quality of life independently of any health condition. Their
challenging purpose is to capture an overall state of well being,
defined as the satisfaction of needs and desires common to most
people (Leplége, 1999). This type of QoL instrument is thought
to be less robust than health-related QoL instruments. QoL has
been investigated in numerous studies in patients with alcohol
dependence; however, there is no consensus on the definition
of QoL (Zubaran and Foresti, 2009), especially within the field of
alcohol use disorder treatment.

Therefore, the instruments used in these studies vary in struc-
ture and in the domains they explore. A previous review (Zubaran
and Foresti, 2009) investigated QoL in a broader context of sub-
stance use. That review found only one instrument that was
specifically validated for alcohol-dependent patients: the ALQoL-
9, which was directly derived from the generic instrument SF-36.
However, its development consisted in an item restriction from the
SF-36 which captures the same information as the full-length ver-
sion but with only nine items and that has been validated in an
alcohol-dependent population.

In another review, the relationship between QoL and drink-
ing behavior, alcohol use disorders and treatment outcomes were
investigated (Donovan et al., 2005). That review supported the inte-
gration of QoL as an outcome measure in alcoholism treatment
research. Because of the growing interest in this concept, many
studies have been conducted since this review. Although QoL in
patients with alcohol dependence may now be considered rele-
vant, the reliability, content and sensitivity to change of the QoL
measurements are still sensitive issues that lack data.

A working inventory of the data available in clinical trials
seemed necessary before proposing a new specific instrument.
Our article is a review of the clinical trials of alcohol-dependent
patients that explicitly claim providing a QoL measure as defined by
the authors. We decided to include trials even if their instruments
were not initially conceived as QoL measures. Our purpose was

to evaluate the current representation of QoL in the alcohol-
dependent field, taking into account confusion of concepts. The
purpose of this review is to identify the instruments used in
clinical trials and to measure changes in QoL post intervention in
alcohol-dependent patients. We focused our research on random-
ized clinical trials (RCTs) to be able to discuss the responsiveness
of these measures. We describe the instruments and identify the
domains we explored. Our intention was to clarify the concept
of QoL as assessed in randomized control trials (RCTs) involving
alcohol-dependent patients. Although a comparison of the trials
was hindered by the variety of instruments used, we reported the
QoL outcomes for each study. This review aimed to guide the choice
of an instrument to assess QoL in alcohol-dependent patients and
to suggest ways to build a useful, effective, alternative instrument
to report changes in QoL experienced by alcohol-dependent
patients during treatment.

2. Methods

2.1. Selection of articles

A comprehensive search of the PubMed/MEDLINE, EMBASE,
and PsycINFO databases was conducted. The following terms were
entered and combined as keywords “alcohol dependence” or “alco-
hol abuse” or “alcohol use disorder”, “trial”, and “quality of life”.
Reference lists of the retrieved articles were carefully screened.
Inclusion criteria for the trials were as follows: (1) randomized con-
trolled clinical trials aiming at improving QoL in alcohol-dependent
patients as a primary or secondary outcome; (2) articles using an
instrument designated explicitly as measuring QoL by the authors
as an outcome. Exclusion criteria were the following: (1) articles
covering only alcohol withdrawal, a period when QoL could be
selectively worsened by acute physical and psychological symp-
toms specific to withdrawal and not to overall dependence; (2)
trials among subjects who did not fulfill alcohol-dependence cri-
teria, even if they had problems with alcohol consumption. We
chose to focus on alcohol-dependent subjects who are considered
to be the most impacted by their alcohol consumption and who
are therefore those with potentially the most significant possible
improvement of QoL. We first screened the target population and
then the study design. Exclusion explanations respect this order
of screening. There was no language restriction except for one
article, which was written in Chinese, with no email to contact
the authors to obtain more information. All articles were included
if published before May 2012. The earliest date of an included
study was 1981 in Pubmed and 1993 in PsycINFO and EMBASE.
The selection of articles was double-checked. The flow chart pre-
sented in Fig. 1 shows the reasons for excluding articles. A total
of 331 articles were retrieved, but 313 of these were excluded
mainly due to populations or designs that did not fit with our cri-
teria.

Eighteen studies published between 1999 and 2012 met the
inclusion criteria and used a total of eight instruments to mea-
sure QoL. For each study, we reported the instruments used to
assess QoL, the design, including study purpose, the population,
the intervention, the length, and whether QoL was a primary or sec-
ondary outcome. We also detailed the nature of primary outcome
and whether it was able to show a significant difference between
groups. We propose a quality analysis of the included trials follow-
ing the “Cochrane Collaboration’s tool for assessing risk of bias”
(Higgins et al., 2011), which includes five risks of bias: (1) selection
bias, assessing random sequence generation and allocation con-
cealment; (2) performance bias, assessing blinding of participants
and personnel; (3) detection bias, assessing blinding of outcome
assessment; (4) attrition bias, exploring for incomplete outcome
data; and (5) reporting bias, searching for selective reporting.

Please cite this article in press as: Luquiens, A., et al., Quality of life among alcohol-dependent patients: How satisfactory are the available
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334 articles screened:

261 indexed in embase research, 7 indexed
in pubmed and non indexed in embase
research , 66 indexed in psychinfo and non
indexed in embase nor pubmed research

316 non inclusions:
233 wrong population (not or not all alcohol
dependent patients)
37 reviews/note
1 matched design
11 duplicates (same title and population)
6 epidemiology articles
2 treatment of withdrawal symptoms and not
of alcohol dependence —
2 no QoL measure clearly identified
15 open label studies
3 no patients randomization (randomization of
practices, allocation not at random)
3 not an article (conference, book chapter)
1 methodological article
1 case study

1 article in chinese and no email contact

18 articles included

Fig. 1. Flow chart.

2.2. Analysis of currently used quality of life concepts in
alcohol-dependent patients

We identified the life domains of these instruments by analyz-
ing items concepts. For conceptual analysis, a concept was chosen
for examination and then quantified. The focus was on examin-
ing the occurrence of selected terms within a text, although the
terms could be implicit as well as explicit. While explicit terms
were easy to identify, coding for implicit terms and deciding their
level of implication was complicated by the need to base judg-
ments on a somewhat subjective system. To limit the subjectivity,
we also referred to validation articles and previous articles detail-
ing these instruments. The identification of the domains within
each instrument was double checked by two independent inves-
tigators (Amandine Luquiens and Henri-Jean Aubin); the second
check was realized with a blind status regarding the list of domains
established at first check. When the two investigators disagreed, a
discussion led to a unified decision regarding the involved domain
of life. Quality of life domain identification was made after review-
ing all relevant scales. We have included as many domains as
possible for accuracy, but some may overlap.

3. Results
3.1. Clinical trials and instruments characteristics

Weincluded 18 articles from 1999 to 2012. We identified the fol-
lowing 8 so-called quality-of-life instruments (Table 1): the Alcohol
Problems Questionnaire (APQ; Drummond, 1990)), Medical Out-
comes Study 36-Item Short-Form Health Survey version 1 or 2
(SF-36; McHorney et al., 1993; Ware, 2000) or 12-Item Short-Form
Health Survey (SF-12; Ware et al., 1996), the World Health Organi-
zation Quality of Life Assessment Instrument (WHO-QOL-26; Szabo
et al.,1996), the Quality of Life Enjoyment and Satisfaction Ques-
tionnaire (Q-LES-Q; Endicott et al., 1993), the European Quality of
Life Questionnaire (EQ-5D; The EuroQol Group, 1990), the Kosken-
vuo Quality of Life Scale (Koskenvuo, 1979), the Visual Analog Scale
on quality of life (VAS; Scott et al., 1976), and the Treatment of Mild
Hypertension Study Health and Well-being Scale (TOMHS-HWABS;
Stamler et al., 1987). All instruments were self-administered.

We assessed the quality of the trials using the “Cochrane
Collaboration’s tool for assessingrisk of bias” (Table 2). The method-
ological quality of the studies was globally sound. Ten out of
eighteen articles were not double blind, mostly because of implica-
tions of psychotherapeutic interventions. Attrition bias due to the
handling of incomplete data was found in four trials. In five trials,
there was no information about the generation of a randomized
sequence.

Contrary to what may suggest their use as QoL instruments,
these scales were initially designed for various purposes and
referred to different concepts. The first concept is problems related
to substance use. The APQ was designed as a clinical instrument
for measuring alcohol-related problems. It consists of 11 questions
on physical and mental health, problems at work, at home and
with the police. The total score ranges from 11 to 22; the higher
score indicates a better outcome. It has been used to study the rela-
tionship between alcohol-related problems and dependence within
the bi-axial model (Williams and Drummond, 1994). Its reliability
has been considered as sound among alcohol-dependent patients
(Williams and Drummond, 1994), and its relationship with the SF-
36 explored; alcohol-dependent patients with no alcohol problems
seem to report higher SF-36 scores (Patience et al., 1997). The SF-
36, SF-12, EQ-5D and TOMHS-HWBS were constructed to measure
health-related QoL; concepts measured in these instruments refer
to levels of physical, psychological and social functioning. The SF-
36 comes from the Medical Outcome Study (Ware and Sherbourne,
1992), an observational study that was begun in 1986 among
subjects with cardiac impairment. It is a 36-item questionnaire
and includes eight dimensions: physical functioning, physical role
limitation, emotional role limitation, bodily pain, mental health,
social functioning, vitality and general health perception. It also
includes two sub-scores: the mental and the physical sub-scores.
The SF-36 presents good psychometrics properties in a general pop-
ulation, with a Cronbach coefficient greater than 0.85 (Brazier et al.,
1992).1t has been validated among 147 alcohol dependent patients.
Test-retest intraclass coefficients for a 0-10 days interval were in
the range 0.65-0.79, whereas the Cronbach alpha coefficient indi-
cated good internal consistency (range 0.7-0.89; Daeppen et al.,
1998). The TOMHS-HWBS is very similar to the SF-36 but has rarely
been used and to the best of our knowledge has not been vali-
dated. The EQ-5D is a standardized non-disease specific instrument
for describing and assessing health-related QoL, in terms of five
dimensions: mobility, self-care, usual activities, pain/discomfort
and anxiety/depression. Each dimension comprises three levels,
resulting in a total of 243 unique health states. It has demonstrated
strong psychometric properties in general, but has a limited ability
to discern small to moderate differences in health status (Janssen
et al,, 2008). Among 52 alcohol dependent patients, it showed
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Table 1
Instruments designated as measuring quality of life in clinical trials among alcohol dependent patients.
APQ SF-36/SF-12 WHO- QOL-26 Q-LES-Q EQ-5D Koskenvuo QoL scale VASQL TOMHS HWBS
Litten et al. (2012) X
Gilburt et al. (2012) X x
Fertig et al. (2012) X
Owens et al. (2011) x
Florez et al. (2010) x
Stedman et al. (2010)
Moraes et al. (2010) x
Pettinati et al. (2009) X
LoCastro et al. (2009) X x
Neto et al. (2008) X
Florez et al. (2008) x
Muhonen et al. (2008) X
Laaksonen et al. (2008) x x x

Sareen et al., 2007 X
Johnson et al. (2004)

Kiritze-Topor et al. (2004) x
Gual et al, (2003) x

Willenbring and Olson (1999)

only a trivial to medium responsiveness at 18 months (Gunther
etal.,, 2008), and probably requires large patients samples to detect
meaningful clinical differences. It has not been explicitly tested for
measurement properties in individuals with alcohol use disorder
(Gunther et al., 2007). The other scales refer explicitly to general
QolL.

Among the scales, the Q-LES-Q measures the degree of enjoy-
ment and satisfaction experienced by subjects in various areas of
daily functioning. It is composed of 16 items each rated on a 5-
point scale; a total score of items 1-14 is computed and expressed
as a percentage of the maximal possible score of 70. There are
two global items assessing medication and life satisfaction and
contentment. The Q-LES-Q has primarily been used with anxiety
and depressive disorder patients and presents good test-retest
reliability and high internal consistency in a community sample
(n=67): short-term (1-2 weeks) test-retest reliability of the 14
items score was 0.86, and for the overall rating of life satisfaction
0.71; internal consistency (Cronbach’s alpha) was 0.90 (Rapaport
et al., 2005).

The WHOQOL project was initiated in 1991 with the aim
of developing an international, cross culturally comparable QoL
assessment instrument. It assesses the individual’'s perceptions
in the context of his/her culture and value systems in addition
to his/her personal goals, standards and concerns. The WHOQOL
instruments were developed collaboratively in a number of centers
worldwide and have been widely field-tested. The WHOQOL-26
is an abbreviated version of the WHOQOL-100 questionnaire, and
consists of 26 items, each rated on a 5-point Likert scale; from them,
scores for four domains can be derived, namely “physical health”,
“mental health, “social relationship”, and “environment”. In addi-
tion, the WHOQOL-26 provides a score for overall quality of life,
based on two items, with all scores range from 0 to 100. Inter-
nal consistency (Cronbach’s alpha) coefficients of the WHOQOL-26
regarding a representative sample (n=2073) of the German popu-
lation were 0.88 (physical health), 0.83 (mental health), 0.76 (social
relationship), and 0.78 (environment; Angermeyer et al., 2000). In
a sample of 103 individuals diagnosed with alcohol dependence,
internal consistency of the WHOQOL-26 domains measured by
Cronbach’s alpha ranged from 0.73 to 0.79, indicating rather good
reliability (Gunther et al., 2007). We found no psychometric infor-
mation on the Koskenvuo QoL Scale and the VASQoL, either in the
scientific or the gray literature.

We designate quality of life as any measure that is presented
as such in the included studies. The scale used most frequently
was the SF-36 (n=9), followed by the EQ-5D (n=4). Four instru-
ments were used in only one trial each. In the last 3 years of the

search (i.e.,, 2010, 2011 and 2012), only the following three instru-
ments were used: the SF-36 or SF-12, the Q-LES-Q and the EQ-5D.
The methods and results of the 18 trials are presented in Table 2.
Quality of life improved in only one trial (Johnson et al., 2004),
using the Q-LES-Q as the primary outcome. The other trial in which
QoL was the primary outcome did not show any significant differ-
ence between groups (Sareen et al., 2007). No other trials showed
improvements in QoL with the other instruments: SF-36, SF-12,
WHO-QOL-26, EQ-5D, APQ, Koskenvuo QoL Scale, VASQoL and the
TOMHS-HWBS.

Interestingly, three trials found a difference between groups for
the mental subscore of the SF36, including two positive trials for
the primary outcome, suggesting that the physical subscore was
either less impacted at the beginning or less sensitive to change.
We note four positive trials for the primary outcome, which did
not show a difference between groups in QoL; these trials used the
APQ, the EQ-5D, the Koskenvuo QoL Scale, the VASQoL and the SF-
36. Two trials showed an improvement with significant differences
between groups for QoL using EQ-5D, which was not maintained
over time (Florez et al., 2008, 2010).

3.2. Analysis of the current concept of quality of life in
alcohol-dependent patients

The 27 domains investigated by the QoL instruments of the clin-
ical trials are presented in Table 3. We categorized these domains
into the following broader categories: relationships with others,
activities, physical state, psychological state, financial concerns,
medical care, legal problems and satisfaction with life. The instru-
ments differed greatly from one another. In some of the trials, only
one general question was asked (e.g., satisfaction with life in the
VAS), whereas other trials explored a number of domains (up to
22 for the Q-LES-Q). Most of the instruments assessed social rela-
tionships (6/8); however, the EQ-5D and VASQoL did not. Family
relationships were investigated in only four instruments: the APQ,
the SF-36/12, the EQ-5D and the Q-LES-Q. Psychological well being
was the most explored domain in 7 out of 8 trials. Interestingly, the
domains related to a loss of physical autonomy (self-care, auton-
omy and mobility) were present in 6 of the 8 instruments; however,
these domains are typically used to assess physical rather than
psychological impairment.

4. Discussion

A total of 8 instruments were used in the 18 studies reviewed.
Donovan et al. (2005) found 12 instruments in the review of studies

Please cite this article in press as: Luquiens, A., et al., Quality of life among alcohol-dependent patients: How satisfactory are the available
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In addition, we have demonstrated some confusion of concepts:
to measure QoL, some authors use scales of general health or prob-
lems related to substance use. The scales of general health status,
such as the SF-36/12 and the EQ-5D, place an emphasis on physi-
cal state. Moreover, Miller noted in 2009 that “the dominance of a
health approach for addiction treatment may not be reflective of an
addict’s main concerns” (Miller and Miller, 2009). The measures of
alcohol-related problems have queried broader domains, including
societal facets. However, if the measures of alcohol-related prob-
lems have the advantage of adhering to the current definition of
addiction, these measures cannot be superimposed by the concept
of QoL. These scales do not explore a perceived state of the patient
that corresponding to his/her QoL, rather, the scales explore the
occurrence of negative events, but not how important these events
are to patients. However, it appears that two patients can attribute a
completely different importance to a similar negative event linked
to alcohol consumption.

Furthermore, if many surveyed domains are common, the ques-
tion wording and therefore the answers can differ widely. For
example, the budget formulation items vary widely depending on
the perspective. The Q-LES-Q asks, “How satisfied have you been
with your economic status?” while the APQ asks, “Have you had any
debts?” The same situation can lead to different answers depend-
ing on whether one examines QoL directly and the dependence
severity or alcohol-related problems. QoL measurements have been
conceived to reflect the impact of diseases and interventions in
daily life from the patient’s perspective (Leplege, 1999). This slid-
ing of concept from QoL to alcohol-related problems could be the
consequence of an initial misunderstanding in the construction of
QoL instruments; the instruments are meant to reflect a perceived
health or a well-being state, which is not similar to a subjective
response to items that are meant to reflect health or a well-being
state in experts’ minds. The self-administration of these scales only
implicates subjective answers; answers to questions that are for
most of them asked by experts.

A PRO insures the subjectivity of the outcome, but not its clin-
ical pertinence. A pertinent PRO should be patient-focused. One
way to achieve this need could be to build the instrument from
the patients themselves, via qualitative analysis of interviews with
alcohol-dependent patients. This methodology could allow iden-
tification of the most impacted domains of life in this particular
population and those aspects that are most sensitive to change,
thereby promising real usefulness in assessing the efficacy of inter-
ventions among alcohol-dependent patients.

5. Conclusion

It is undeniable that improvement in QoL is a daily concern
for alcohol-dependent patients and the ultimate treatment goal
for many of them. The lack of access to care by some individu-
als suffering from alcohol use disorders led us to investigate QoL
as an attempt to better meet their needs. The instruments cur-
rently used to assess QoL may not collect information that is both
relevant and accurate to the lives of these patients. Quality of
life is often criticized for its elusive nature. This issue should be
further discussed in scientific arguments. We should avoid con-
sidering QoL equivalent to other concepts, such as health status
or severity of problems related to alcohol use. We hope that this
review will provide clinicians with a broad and precise view of
the existing instruments so that clinicians may wisely choose the
one that best fits the desired outcome measure. The development
of an original PRO instrument specifically for alcohol-dependent
patients, responding to a rigorous patients-focused methodology,
would overcome the scattering of data regarding the QoL in alcohol-
dependent patients.
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Données récentes sur la qualité de vie en alcoologie
(Francois et al. 2015)

Larticle « Francois, C., N. Rahhali, et al. (2015). "The Effects of as-Needed Nalmefene on
Patient-Reported Outcomes and Quality of Life in Relation to a Reduction in Alcohol
Consumption in Alcohol-Dependent Patients." PLoS One 10(6): e0129289.» publié en

anglais est ici synthétisé en francais, puis inséré dans sa version compléte en anglais.

Introduction et méthodes

Depuis la revue de la littérature réalisée en 2012 et avant le développement d'un instrument
de type PRO spécifique au trouble d'usage d'alcool, ont eu lieu plusieurs essais cliniques
dans l'alcoolodépendance testant l'efficacité du nalméféne a visée de réduction de
consommation d'alcool. ESENSE 1 et ESENSE 2 sont deux essais randomisés controlés
contre placebo, en double aveugle, jumeaux, d'une durée de six mois, testant I'efficacité du
nalméféne 18 mg administré a la demande, chez des patients alcoolodépendant, pendant
six mois (Gual, He et al. 2013; Mann, Bladstrém et al. 2013). Les patients bénéficiaient en
plus d'un accompagnement psychosocial. Les critéres principaux de jugement de ces essais
étaient I'évolution de la consommation totale d'alcool en g/jour et le nombre de jour de
consommation excessive entre les 4 semaines précédant la sélection des patients et le
sixieme mois de traitement. Les résultats poolés de ces deux études dans le sous-groupe
des patients restant & haut risque de consommation selon 'OMS au cours des 4 semaines
précédant la randomisation ont permis de montrer une supériorité du nalméféne sur le

placebo pour ces critéres (van den Brink, Aubin et al. 2013).

La présente étude est une analyse post hoc des résultats en termes de qualité de vie et de
conséquences négatives liées aux consommations d'alcool, dans ce méme sous-groupe de

patients. Le but de cette analyse était d'étudier I'effet du nalméféne sur la qualité de vie et les
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conséquences négatives liées a I'alcool chez ces patients a six mois, et d'étudier la relation

entre ces critéres et le comportement de consommation d'alcool.

Les trois mesures rapportées ici étaient la SF-36, L'EQ-5D et la DrInC. Il a été choisi
d'associer deux mesures de qualité de vie liées a la santé en tenant compte des limites
soulignées par la précédente revue de la littérature de chacune de mesures dans cette
population. La Drinc (Miller and Longabaugh 1995) est une échelle auto-administrée de 50
items, développée pour évaluer la survenue de conséquences négatives des
consommations d'alcool, sur 5 domaines: physique, interpersonnel, social, et contréle des
impulsions. La période de rappel est de 3 mois, et le score va de 0 a 135 (niveau le plus

élevé de conséquences).

Il a été utilisé un modéle mixte pour mesures répétées pour comparer I'évolution de ces trois
variables a 12 et 24 semaines, la valeur a l'inclusion a été incluse comme co-variable, et le
pays, le sexe, le temps et l'effet traitement comme effets fixes. La corrélation entre ces trois
variables et les changements de consommation d'alcool ont été testées par le test de

Pearson.

Résultats

1322 patients ont été randomisés et les 667 patients toujours un niveau de risque élevé lors
des 4 semaines précédant la randomisation (population cible) ont été gardés pour les

analyses.

Dans cette population, le nalméféne a significativement amélioré le sous-score mental, le
sous-score physique de la SF-36, l'index d'utilité de I'EQ-5D ainsi que le score d'état de
santé de I'EQ-5D, a 12 et 24 semaines. L'amélioration du sous score mental de la SF-36 a
24 semaines était significativement et modérément corrélé a la réduction du nombre de
consommation excessive et a la consommation totale d'alcool (r=-0.2 et -0.2). Toutes les
dimensions de la SF-36 étaient significativement plus améliorées dans el groupe nalméféene
sauf le "rGle physique". L'amélioration du score d'état de santé de I'EQ-5D a 24 semaines
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était significativement et modérément corrélé a la réduction du nombre de consommation
excessive et a la consommation totale d'alcool (r=-0.2). La différence entre les 2 groupes et
le placebo pour le score DrInC n'était significatif qu'a 24 semaines (période de rappel de 3
mois). A 24 semaines, I'amélioration du score DrInC était corrélé significativement et
modérément a la diminution du nombre de jours de consommation excessive et de la

consommation totale d'alcool (r=0.2).

Discussion

Cette étude a pu montrer que la réduction de la consommation d'alcool sous nalméféne était
associée a des améliorations de la qualité de vie liée a la santé et d'une réduction des
conséquences négatives liées a la consommation. Le caractére modéré de cette corrélation
montre bien qu'il reste nécessaire de documenter par des PRO ['évolution des patients lors

d'essais cliniques testant l'efficacité de médicaments.

La taille des améliorations décrites sur la SF-36 et I'EQ-5D ont pu montrer une pertinence

clinique en se référant aux index disponibles pour ces échelles.

Les limites principales de cette analyse sont son caractére post-hoc et la population
d'analyse concernant le sous-groupe de patients continuant a avoir une consommation a
risque entre l'inclusion et la randomisation. L'absence d'instrument de type PRO mesurant la
QVLS spécifique au trouble d'usage d'alcool, au moment de la planification de I'étude, a
contraint les auteurs a utiliser deux instruments, la SF-36 et I'EQ-5D, ayant des limites dans
cette population, notamment une faible sensibilité au changement en ce qui concerne
'EQ5D, et certains sous-scores de la SF-36, une partie de l'information relative a la qualité
de vie pourrait donc manquer du fait de ces limites et du manque de spécificité des

instruments utilisés.
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Abstract

Background

The objective of this article was to investigate the effect of as-needed nalmefene on health-
related quality of life (HRQoL) in patients with alcohol dependence, and to relate changes in
drinking behavior and status to HRQoL outcomes.

Methods

This post hoc analysis was conducted on a pooled subgroup of patients with at least a high
drinking risk level (men: >60 g/day; women: >40 g/day) who participated in one of two ran-
domized controlled 6-month studies, ESENSE 1 and ESENSE 2. Patients received nalme-
fene 18 mg or placebo on an as-needed basis, in addition to a motivational and adherence-
enhancing intervention (BRENDA). At baseline and after 12 and 24 weeks questionnaires
for the Medical Outcomes Study (MOS) 36-item Short-Form Health Survey (SF-36), Euro-
pean Quality of life-5 Dimensions (EQ-5D) and the Drinker Inventory of Consequences
(DrinC-2R) were completed.

Results

The pooled population consisted of 667 patients (nalmefene: 335; placebo: 332), with no
notable between-group differences in baseline patient demographics/characteristics. At
week 24, nalmefene had a superior effect compared to placebo in improving SF-36 mental
component summary scores (mean difference [95% Cl], p-value: 3.09 [1.29, 4.89];
p=0.0008), SF-36 physical component summary scores (1.23[0.15, 2.31]; p=0.026), EQ-
5D utility index scores (0.03 [0.00, 0.06]; p=0.045), EQ-5D health state scores (3.46 [0.75,
6.17]; p=0.012), and DrInC-2R scores (-3.22 [-6.12, 0.33]; p=0.029). The improvements in
SF-36 mental component summary scores at week 24, and the DrInC-2R total score
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change from baseline to week 24, were significantly correlated to reductions in heavy drink-
ing days and total alcohol consumption at week 24.

Conclusions

As-needed nalmefene significantly improved almost all patient-reported HRQoL measures
included in SF-36 and EQ-5D compared with placebo. These HRQoL gains were signifi-
cantly correlated to reduced drinking behavior, as determined by reductions in heavy drink-
ing days and total alcohol consumption.

Introduction

Alcohol dependence has been estimated to affect 8 million persons in the USA [1] and 14.6 mil-
lion in Europe [2] and, as such, is a major public health concern. It places enormous pressure on
families, healthcare systems and society which increases with increasing alcohol consumption
[3-5]. Alcohol is one of the most important avoidable risk factors for global burden of disease
and disability. For example, in 2004, 3.8% of all global deaths (6.3% for men and 1.1% for
women) and 4.6% of disease burden and injury (7.6% for men and 1.4% for women) were attrib-
uted to alcohol [6]. These rates are similar to those associated with the use of tobacco [6].

The traditional goal for the management of alcohol dependence has been abstinence, and this
has been the primary endpoint in many clinical trials. However, less than 10% of patients with al-
cohol use disorders are undergoing treatment and the unwillingness to engage in an abstinence
programme is a major roadblock to therapeutic success [7]. The availability of treatments aimed
at reducing alcohol intake is likely to increase the proportion of patients entering treatment pro-
grammes and is increasingly being accepted as a viable therapeutic strategy [7-12].

Patients with alcohol dependence have lower levels of quality of life (QoL) compared with
general population norms and compared with other chronic health conditions such as diabetes
and heart failure [13-15]. Additionally, frequent or episodic heavy drinking patterns in non-
dependent individuals are associated with reduced QoL compared with the general population.
Importantly, regarding the clinical management of alcohol-dependent individuals, it has been
shown that marked reductions in drinking, without complete abstinence, are associated with
significant improvement in QoL [13-16].

A number of studies have evaluated health-related QoL (HRQoL) as the primary outcome
measure in treatment trials of alcohol-dependent patients, generally with abstinence as the
treatment goal [15-21]. In particular, the Medical Outcomes Study (MOS) 36-item Short-form
Health Survey (SF-36) and the European Quality of life-5 Dimensions (EQ-5D) instruments
have been used widely in clinical trials in many disease settings, including alcohol use disorders
[22]. Acamprosate plus social support produced a general improvement in all SF-36 dimen-
sions and summary scores after 3 months, with a further slight improvement after 6 months in
a study involving alcohol-dependent patients [18]. Another study evaluated changes in
HRQoL in alcohol-dependent patients entering a 3-week inpatient treatment program and
found that scores for the eight individual SF-36 dimensions, as well as the mental and physical
summary scores, had improved significantly by the end of treatment compared with baseline
[15]. Frischknecht and colleagues reported that improved drinking behavior was associated
with a better HRQoL after 7-years’ post-treatment follow-up in alcohol-dependent patients
who underwent an initial 6-week inpatient and 1-month outpatient treatment program aimed
at abstinence [16]. In a recent study in adults with alcohol dependence, a combination of
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medical treatment (naltrexone, acamprosate or disulfiram) with cognitive behavioral therapy
was shown to reduce symptoms of depression and improve patients’ HRQoL as measured with
EQ-5D. In particular, at 12, 52 and 119 weeks, treatment was associated with significant im-
provements from baseline for the dimensions of sleep, action, pain, and mood EQ-5D [21].

Nalmefene is an opioid system modulator with antagonistic activity at the pand 8 receptors,
and partial agonist activity at the k-receptor [23]. It appears to restore the balance of a dysregu-
lated motivational system by reducing the reinforcing effect of alcohol, and thereby reducing
the urge to drink alcohol. Treatment with nalmefene on an as-needed basis reduces total alco-
hol consumption and the number of heavy drinking days compared with placebo, as was
shown in the two controlled 6-month efficacy studies, ESENSE 1 and ESENSE 2 [24,25].
Pooled data from ESENSE 1 and 2 involving alcohol-dependent patients with at least a high
drinking risk level (as defined by the World Health Organization (WHO) [3]), demonstrated
that nalmefene was associated with a superior effect compared with placebo in reducing the
number of heavy drinking days and total alcohol consumption at month 6 [26]. Nalmefene
was recently granted market approval in the European Union for the reduction of alcohol con-
sumption in adult patients with alcohol-dependence who have at least a high drinking risk
level according to the WHO (>60 g/day for men and >40 g/day for women [3]) and who con-
tinue to have a high drinking risk level 2 weeks after initial assessment [27].

This article presents a post hoc analysis of the high drinking risk alcohol-dependent sub-
group from ESENSE 1 and 2. This sub-group was selected since a large improvement in drink-
ing behavior was observed in both trials for the up to 2 weeks during the period between
screening and randomization [24,25]. This phenomenon has been reported previously and
means that a substantial fraction of the patients would be treated without a prospect of further
improvement [26]. The primary aim of this analysis was to investigate the effect of as-needed
nalmefene on HRQoL and a measure of the adverse consequences of alcohol abuse as assessed
by patient-reported outcomes, and to relate changes in drinking behavior and status to HRQoL
outcomes.

Methods

Full details of the methods employed in ESENSE 1 and 2 have been published previously [24-
26] and below is an overview to provide context for the reader.

Study Design and Population

This analysis is based on two 6-month randomized, double-blind, placebo-controlled, efficacy
studies, ESENSE 1 and ESENSE 2, which assessed nalmefene on an as-needed basis in a sub-
group of patients with at least a high drinking level risk. The two studies were identical in de-
sign [24,25]. All patients took part in a motivational intervention programme (BRENDA) to
support behavioral change and to enhance adherence to treatment [28].

Men and women aged >18 years with a primary diagnosis of alcohol dependence according
to the Diagnostic and Statistical Manual of Mental Disorders [29], assessed with the Mini-In-
ternational Neuropsychiatric Interview [30] were evaluated for eligibility at an initial screening
visit. Both studies were conducted in accordance with the Declaration of Helsinki and the ICH
Harmonized Tripartite Guideline for Good Clinical Practice, and were approved by the ethics
committees at each study site. All patients provided written informed consent.

Study Procedures and Assessments

One to two weeks after screening, patients were randomized 1:1 to 24 weeks double-blind as-
needed treatment with nalmefene 18 mg or placebo. Patients were instructed to take one tablet
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each day they perceived a risk of drinking alcohol (as-needed dosing), preferably 1-2 h prior to
anticipated time of drinking, but otherwise as soon as drinking had started. No specific treat-
ment goal was defined, i.e. both abstinence and a reduction in alcohol consumption were ac-
ceptable. Assessments of efficacy and safety have been published elsewhere [24-26]. The focus
of this analysis was to relate changes in drinking behavior and status with a measure of alco-
hol-associated problems (Drinker Inventory of Consequences [DrInC-2R]) and to measures of
HRQoL as assessed by patient-reported outcomes using two relevant instruments: the SF-36
and the EQ-5D questionnaires which were administered at baseline, week 12 and week 24.

SFE-36. The SF-36 is a patient-reported outcome instrument that was developed as a gener-
ic measure of perceived health status [31]. The standard SF-36 is a self-rated questionnaire
comprising 36 questions which generate 8-domain health profiles using 3- to 5-point Likert
scales. These are: physical functioning, bodily pain, role limitations due to physical problems,
general health perception, mental health, energy and vitality, role limitations due to emotional
problems, and social functioning. The first four domains are aggregated to create the Physical
Component Summary (PCS) and the second four domains combined to create the Mental
Component Summary (MCS).

Scores for each domain are calculated by using scoring algorithms detailed in the user’s
manual by summing the item responses in each domain and then into a 0-100 range for each
of the eight domains [32]. These are then standardized using means and standard deviations
for the general population. Higher scores correspond to better health status or well-being. Sys-
tematic comparisons of the SF-36 with other commonly-used HRQoL instruments indicate
that the SF-36 includes eight of the most frequently measured health domains, indicating con-
tent validity and relevance as a generic HRQoL measure [13,33]. The SF-36 is the most exten-
sively used instrument for determining generic patient-reported outcome measures in general
and specific populations, including individuals with alcohol use disorders [13]. It has proven
useful for comparing the burden of different diseases, differentiating the health benefits of dif-
ferent treatments and for screening individual patients. Studies have demonstrated the reliabili-
ty and validity of the SF-36 in alcohol-dependent populations [18].

EQ-5D. The EQ-5D is a generic measure of HRQoL in which health status is defined in
terms of 5 dimensions: mobility, self-care, usual activities, pain/discomfort and anxiety/de-
pression [34,35]. Each dimension has three qualifying levels of response roughly correspond-
ing to 'no problems', 'some difficulties/problems, and 'extreme difficulties’. EQ-5D defines a
total of 243 theoretically possible unique health states. The 5 items allow the calculation of a
utility index ranging between -0.594 (the worst) and 1 (the best) [35]. For the rating of own
health state status on the vertical visual analogue scale, a higher scores means a better health
state [36].

DrInC. The Drinker Inventory of Consequences (DrInC) is a self-administered question-
naire comprising 50 items [37]. It was designed to measure adverse consequences of alcohol
abuse in five areas: physical, intrapersonal, social, interpersonal and impulse control. The scale
provides a previous 3-month measure of adverse consequences, and scores range from 0 to
135. The higher the total DrInC score the greater the adverse consequences for the patient.

Statistical Analyses

For the current subgroup analyses the target efficacy population comprised all randomized pa-
tients who had at least one valid post-baseline assessment of both co-primary efficacy variables
(heavy drinking days and total alcohol consumption) and at least a high drinking risk level
(men: alcohol consumption >60 g/day; women: alcohol consumption >40 g/day), as defined
by the WHO [3] at both screening and randomization. The baseline for drinking variables was
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Table 1. Baseline characteristics/demographics, including patient-reported outcomes, in patients with a high drinking risk level (target efficacy
population) [adapted from [27]].

High drinking risk level at screening and randomization (target population)

Placebo (n = 332) Nalmefene (n = 335) TOTAL (n = 667)
Race, Caucasian 329 (99.1%) 333 (99.4%) 662(99.3%)
Sex, Male 216 (65.1%) 223 (66.6%) 439(65.8%)
Age (years) 48.7 (10.5) 48.4 (10.5) 485+ 10.5
Body Mass Index (kg/m2) 26.1 (4.4) 26.0 (4.8) 26.0+4.6
Age at onset of problem drinking (years) 35.1(11.6) 35.6 (12.3) 353+ 11.9
Total monthly heavy drinking days (days) 22.4 (6.0) 22.9 (5.9) 226 +5.9
Total alcohol consumption (g/day) 103.3 (44.5) 107.7 (45.5) 105.5+45.0
Clinical Global Impression—Severity of lliness 4.3 (1.4) 4.3 (1.4) 43+14
Drinker inventory of consequences (DrInC) total score 42.2 (22.2) 41.1 (22.3) 416+222
Alcohol dependence scale total score 13.3.(5.7) 14.0 (6.0) 13.7+5.8
Current smoker 192 (57.8%) 184 (54.9%) 376(56%)
Living alone 99 (29.8%) 88 (26.3%) 187(28%)
Previously treated for alcohol dependence 112 (33.7%) 105 (31.3%) 217(32.5%)
Previously treated for alcohol withdrawal symptoms 59 (17.8%) 49 (14.6%) 108(16.2%)
Family history of alcohol problems 209 (63.0%) 211 (63.0%) 420(63.0%)

Data are mean (SD) or number of patients (%).
SD, standard deviation.

doi:10.1371/journal.pone.0129289.t001

defined as the month preceding the screening visit. For all other variables, the baseline was de-
fined as the assessment at the screening visit.

Analysis of the pooled subgroup of patients with at least a high drinking risk level assessed
changes from baseline in patient-reported outcomes using a mixed model repeated measures
analysis (MMRM). The MMRM model used observed data and included the baseline value as a
covariate and country, sex, time in weeks (Weeks 12 and 24), and treatment as fixed effects.
The baseline value-by-time interaction and treatment-by-time interaction were also included
in the model, and an unstructured covariance matrix was used.

Pearson correlation coefficients were estimated for changes in alcohol consumption (num-
ber of heavy drinking days and total alcohol consumption, from van den Brink and colleagues
[26]) vs. changes in patient-reported outcomes in both the nalmefene and placebo groups and
they were adjusted for baseline values of patient-reported outcomes.

All statistical tests were two-sided and p values < 0.05 were considered to be statistically sig-
nificant. The statistical software used was SAS, Version 9.2.

Results

1322 patients were randomized to treatment and of these 667 patients (50.5%) had at least a
high drinking risk level at both screening and randomization (target population): 335 patients
in the nalmefene group and 332 patients in the placebo group. Details of the target population
included in this analysis have been published previously and there were no notable differences
between the nalmefene and the placebo groups (Table 1) [26]. The mean age at baseline was 48
years, two-thirds of the patients were males, the cohort was almost exclusively Caucasian

(99%) and the mean age at the onset of problem drinking (defined as drinking that starts to ad-
versely affect an individual’s personal or professional life, or when the individual loses control
over their drinking) was 35 years. Mean BMI at baseline was 26 kg/m?, and one-third of
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patients had previously been treated for alcohol dependence and 16% for alcohol withdrawal
symptoms (Table 1). Mean (+ standard deviation) baseline HRQoL scores on the SF-36 and
EQ-5 dimensions surveys, and DrInC questionnaire scores were virtually identical in the nal-
mefene and placebo groups: SF-36 MCS score (40.9 + 12.6 vs. 40.9 + 12.6), SF-36 PCS score
(50.2 + 8.0 vs. 50.8 + 8.0), EQ-5D utility index score (0.78 £ 0.21 vs. 0.80 + 0.21), EQ-5D health
state score (67.9 +17.2 vs. 68.9 = 17.7), and DrInC total score (41.5 + 22.0 vs.

41.3 £ 22.1), respectively.

Patient-Reported Outcomes

Using a MMRM analysis in the target efficacy population, nalmefene was shown to significant-
ly improve SF-36 MCS, SF-36 PCS, EQ-5D utility index score and EQ-5D health state score
after 12 and 24 weeks of treatment (Table 2). The changes from baseline in SF-36 MCS and SF-
36 PCS were significantly greater for nalmefene versus placebo by week 12 and were further
improved by week 24 as shown in Figs 1 and 2. The improvement in SF-36 MCS at week 24
was correlated to reductions in heavy drinking days (r = -0.1941; p<0.0001) and total alcohol
consumption (r = -0.2061; p<0.0001) (Table 3).

In the nalmefene group, SF-36 scores for all dimensions with the exception of ‘role physical’
were significantly improved from baseline to week 24 compared with placebo (Table 4). ‘Role
physical’ exhibited a trend towards improvement (mean + standard deviation difference vs.
placebo 1.36+0.71, p = 0.0561).

EQ-5D utility index scores were improved to a significantly greater extent by nalmefene
compared with placebo after 12 (p = 0.0185) and 24 (p = 0.0455) weeks (Table 2). Likewise,
EQ-5D health state scores were also improved to a significantly greater extent by nalmefene
compared with placebo after 12 (p = 0.0191) and 24 (p = 0.0124) weeks (Table 2). There was a
significant correlation between improvement in EQ-5D health state scores and a reduction in
the number of heavy drinking days (r = -0.2023; p < 0.0001) and also with a reduction in total

Table 2. Adjusted Mean changes in SF-36, EQ-5D and DrInC scores from baseline to week 12 and week 24 in patients with a high drinking risk level
(MMRM, target efficacy population).

Change from Difference to Placebo baseline to Change from Difference to Placebo baseline to
baseline to Week Week 12 baseline to Week Week 24
12 24
N Mean = SE Mean +SE  95% CI p- N Mean = SE Mean £ SE 95% CI p-
value value
SF-36 MCS score PLA 268 2.10+0.73 218 265+0.78
NMF 275 4.31+£0.70 221+0.78 [0.68;3.74] 0.0047 184 574+0.79 3.09+£0.92 [1.29;4.89] 0.0008
SF-36 PCS score PLA 268 0.52+045 218 1.12+047
NMF 275 1.61+043 1.09+048 [0.15;2.03] 0.0232 184 2.35+048 1.23+0.55 [0.15;2.31] 0.0259
EQ-5D Utility Index PLA 278 0.01+0.01 222 0.03x0.01
Pecls NMF 279 0.04 +0.01 0.03+0.01 [0.01;0.06] 0.0185 188 0.06+0.01 0.03+0.02 [0.00;0.06] 0.0445
EQ-5D Health State PLA 274 243%1.10 2210 3813 +1.19
geels NMF 276 518+1.07 275+1.17 [0.45;5.05] 0.0191 189 660+120 346+1.38 [0.756.17] 0.0124
DrinC Total score® PLA 280 -11.95+1.23 226 -14.64 +1.30
NMF 282 -1325+1.20 -1.30+1.31 [-3.86; 0.3200 189 -17.86+1.31 -3.22+1.47 [-6.12; 0.0292
1.26] -0.33]

2 A lower score indicates fewer alcohol-related problems
DrInC, drinker inventory of consequences; EQ-5D, EuroQoL-5 dimensions; MCS, mental component summary; MMRM = Mixed Model Repeated
Measures; NMF = nalmefene; PCS, physical component summary; PLA = placebo; SF-36, Short-Form health survey-36.

doi:10.1371/journal.pone.0129289.1002
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5.74

0
Baseline Week 12* Week 24*

Fig 1. Adjusted mean change from baseline in SF-36 MCS Scores (mean * SE). NMF, nalmefene; PBO, placebo; SF-36 MCS, Short-Form health
survey-36 mental component summary. * p<0.05.

doi:10.1371/journal. pone.0129289.g001

alcohol consumption (r = -0.1811; p = 0.0003) (Table 3). No such relationships were observed
for EQ-5D utility index scores and changes in heavy drinking days and total
alcohol consumption.

DrInC-2R total scores were improved to a greater extent by nalmefene than placebo, which
is indicative of fewer alcohol-related problems, and the mean [95% CI] difference at 24 weeks
was statistically significant (-3.22 [-6.12, 0.33]; p = 0.0292). The improvement in DrInC-2R

3 -
25 41
235
2 4
1.5 1
q 1.12
05 1
0 )
Baseline Week 12* Week 24*

Fig 2. Adjusted mean change from baseline in SF-36 PCS Scores (mean * SE). NMF, nalmefene; PBO, placebo; SF-36 PCS, Short-Form health survey-
36 physical component summary. * p<0.05.

doi;10.1371/journal. pone.0129289.9002
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Table 3. Correlation coefficients for the relationship between changes from baseline to Week 24 in the number of monthly heavy drinking days
(HDD) and monthly total alcohol consumption (TAC) versus changes in patient-reported outcome measures in the total population (nalmefene and
placebo pooled data).

SF-36 MCS score
SF-36 PCS score
EQ-5D Utility Index score
EQ-5D Health State score
DrinC Total score

Pearson Correlation Coefficient®

-0.1941
-0.0569
-0.0772
-0.2023

0.2046

HDD

p-value

<0.0001
0.2578
0.1217
<0.0001
<0.0001

TAC

Pearson Correlation Coefficient®

-0.2061
-0.0707
-0.0761
-0.1811

0.2446

& negative values indicate a positive correlation for QoL while positive values indicates a positive correlation for Drinc
DrInC, drinker inventory of consequences; EQ-5D, EuroQoL-5 dimensions; MCS, mental component summary; PCS, physical component summary; SF-
36, Short-Form health survey-36; VAS, visual analogue scale.

doi:10.1371/journal.pone.0129289.t003

p-value

<0.0001
0.1596
0.1271
0.0003
<0.0001

Table 4. Adjusted mean change from baseline to week 24 in SF-36 dimensions in patients with a high drinking risk level (MMRM, target efficacy

population).

Short-Form Baseline Change from Difference to Placebo Change from Difference to Placebo

health Baseline to Baseline to

survey-36 Week12 Week 24

(SF -36)

Dimensions N Mean + SD N Mean * SE Mean * SE 95% p- N Mean*SE Mean+*SE 95% p-
Cl value Cl value

Bodily Pain  Placebo 319 49.16+10.66 279 0.73+0.67 226 1.47%0.70

Nalmefene 316 49.85+10.63 283 246+066 1.73+0.74 [0.28; 0.0195 189 3.90+0.72 243+0.82 [0.82; 0.0032

3.17] 4.05]

General Placebo 318 4384+956 277 085+056 224 1.46+0.61

Health Nalmefene 318 44.71+9.53 283 247+054 1.62+0.60 [0.45; 0.0066 183 3.82+0.62 2.36+0.71 [0.96; 0.0010
279 3.76]

Mental Placebo 319 4197+11.35 280 2011066 226 1.82+0.70

Health Nalmefene 316 41.66+11.34 283 201+066 1.61+0.71 [0.21; 00247 188 499+072 3.17+0.83 [1.54; 0.0001
3.01] 479

Physical Placebo 317 50.95+6.84 277 050%043 223 1.03+043

Functioning  Nalmefene 318 51.01+7.01 281 159+042 1.09%047 [0.16; 0.0216 187 224+044 121049 [0.24; 0.0142
2.02] 2.18]

Role Placebo 316 4236+11.40 274 06710.71 221 2.33+0.75

Emotional  Namefene 317 4246+11.46 280 325:069 258+0.77 [1.06; 00009 188 466+0.77 2.33+0.89 [0.58; 0.0093
4.10] 4.08]

Role Placebo 316 4551+92 273 0941056 222 200+ 0.60

Physical Nalmefene 317 45.89+9.34 281 264+054 1.71+0.60 [0.52; 0.0048 188 3.36+0.61 1.36+0.71 [-0.04; 0.0561
2.89] 2.75]

Social Placebo 319 43.33+11.95 280 3.93:0.61 226 3.20+0.67

Functioning  Naimefene 317 44.32+£10.62 284 209+0.63 1.84+0.69 [0.49; 0.0078 189 5.36+0.68 2.17+0.79 [0.62; 0.0061
3.19] 3.71]

Vitality Placebo 319 47.04+10.16 280 1.96+0.60 226 1.97+0.65

Nalmefene 319 47.48+956 283 355+058 1.59+0.64 [0.33; 0.0135 188 4.30+066 2.34+0.77 [0.83; 0.0024

2.86] 3.84]

MMRM: mixed model repeated measures.

doi:10.1371/journal.pone.0129289.t004
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total scores were significantly correlated to both a reduction in heavy drinking days
(r=0.2046; p < 0.0001) and total alcohol consumption (r = 0.2446; p < 0.0001) (Table 3).

Despite a reduction in the number of patients assessed at baseline, week 12 and week 24,
there were no differences in baseline characteristics between patients who withdrew and pa-
tients who completed each study. Baseline characteristics and response to treatment for pa-
tients who withdrew and patients who completed each study were similar. Thus, there was no
apparent missing-data mechanism. This applies to both the total population and to our post-
hoc analysis population.

Discussion

The current post hoc analysis was designed to establish whether improvements in drinking be-
havior were associated with benefits in patient-reported outcomes for HRQoL and fewer alco-
hol-related problems. The assessment of HRQoL among alcohol-dependent subjects presents a
number of challenges in the absence of a specific instrument developed specifically for alcohol
dependence [13,22]. In this analysis we employed two instruments to monitor patient-reported
outcomes related to HRQoL: SF-36 and EQ-5D. Compared with placebo, nalmefene produced
significant improvements in HRQoL as assessed by patient-reported outcomes such as: SF-36
MCS, SF-36 PCS, 7 of 8 dimensions in the SF-36, EQ-5D utility index score and EQ-5D health
state score. The only measure which did not achieve statistical significance was the ‘role physi-
cal’ dimension in SF-36 (mean difference versus placebo 1.36; p = 0.0561). At baseline the
mean SF-36 MCS was 40.9 in both the placebo and nalmefene groups and this is markedly
lower than the reference value for the U.S. general population. Interestingly, SF-36 PCS was
over 50 at baseline in the two groups indicating that alcohol-dependent patients perceived
their problems to be more psychological than physical. A similar finding was reported by
Daeppen and colleagues in an early study using SF-36 to evaluate HRQoL in alcohol- depen-
dent patients [38].

This analysis of patients with a high drinking risk level has confirmed significant patient-re-
ported benefits in HRQoL with as-needed nalmefene in a controlled clinical comparison with
placebo. Minimally Important mean group Differences (MIDs) in SF-36 scores (MCS, PCS,
and the 8 domains) between the nalmefene and placebo groups were determined to assess
whether the results were clinically meaningful. In our study the following MIDs were recorded:
3 for MCS, and mental health; and 2 for role-emotional, bodily pain, general health, social
functioning and vitality. The greater improvements in HRQoL, with MIDs of 2—4, are clinically
relevant from the patients’ perspective [32]. Further, the improvement in EQ-5D utility index
score for nalmefene versus placebo was similar to that observed in an observational longitudi-
nal study in patients with alcohol dependence who shifted to lower alcohol consumption and
tewer alcohol-related problems [20]. Unfortunately, the lack of published data regarding MIDs
for the DrInC-2R scale precluded our ability to definitively associate clinical relevance to im-
proved DrInC-2R scores. Nevertheless, the improvements in HRQoL found in the current
study parallel significant reductions in heavy drinking days and total alcohol consumption re-
ported in the same cohort [26].

This analysis also established a significant correlation between a reduction of alcohol intake
(heavy drinking days and total alcohol consumption) and an improvement of HRQoL mea-
sures such as SF-36 MCS and EQ-5D health state scores, as well as total DrInC scores. A similar
finding was previously reported in a naltrexone trial [39]. Even though the causal nature of the
relationship between alcohol drinking reduction and HRQoL improvement cannot be inferred
from the results of our study, this finding is an important contribution to the rationale for the
“reduction concept” as a goal, in addition to the abstinence goal in the management of alcohol
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dependence. The benefits in HRQoL are in addition to the reported reductions in all-cause
mortality resulting from decreased alcohol consumption in heavy drinkers (defined as at least
60 g of alcohol per day in men or 40 g alcohol per day in women) [40,41].

This study has a number of limitations. Firstly, it was a post hoc analysis of patients with a
high drinking risk level, rather than the total randomized population. However, as noted by
van den Brink and colleagues, this reflects the behavior of patients pre-randomization, and the
nalmefene and placebo groups were comparable in terms of numbers and baseline demograph-
ics/characteristics [26]. These patients are by definition at greater risk of alcohol-related harm
and therefore represent the patients in most need of treatment. Another potential limitation re-
lates to the original ESENSE 1 and 2 selection criteria which excluded patients with significant
DSM-1V axis I co-morbidity and serious withdrawal symptoms, although this is in line with
EMA guidelines for the development of pharmacological products for the treatment of alcohol
dependence [10]. Other limitations of our study relate to the patient-reported outcomes used
to gauge treatment effects on HRQoL. For example, the SF-36 questionnaire was administered
every 3 months during the study; HRQoL may deteriorate during the first few weeks of treat-
ment, and this would have been missed in the current study. In addition, SF-36 does not moni-
tor problems with sleeping which can have a detrimental effect on HRQoL in alcohol-
dependent individuals [18]. Furthermore, while SF-36 has been shown to be useful in alcohol-
dependent subjects [ 38,42] it is nonetheless a generic health status measure, and is not based
on specific symptoms associated with alcohol dependency. The information it collects may not
be completely relevant or specific for alcohol-dependent subjects and it may not be the ideal
HRQoL measure in this patient group [22]. However, as yet, no specific instrument has been
developed to assess changes in HRQoL in alcohol-dependent patients [22]. With this in mind,
a new HRQoL instrument which is specific to alcohol use disorder, namely the Alcohol Quality
of Life Scale (AQoLS), is being developed and validated [22]. This instrument is currently avail-
able in English, French and Japanese language versions. Nevertheless, despite any potential
shortcomings with using the generic SF-36 in patients with alcohol dependence, the HRQoL
improvements observed in nalmefene-treated patients were significantly better than those
achieved with placebo.

In conclusion, this analysis from two controlled clinical trials (ESENSE 1 and 2) demon-
strated that nalmefene as-needed improved almost all patient-reported measures of HRQoL in-
cluded in SF-36 and EQ-5D. These HRQoL gains paralleled significantly reduced drinking
behavior as determined by reductions in heavy drinking days and total alcohol consumption,
as well as fewer alcohol-related problems (as assessed by total DrInC-2R scores) [24-26].
While longer term experience is clearly needed, the move towards pharmacologically sup-
ported reductions in alcohol consumption, reduced health risk and improved HRQoL are high-
ly desirable. Reduction rather than abstinence may be a more palatable treatment goal for
patients with alcohol dependence, and an advance in this complex and difficult to manage
therapeutic setting.
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Développement d’une échelle de qualité de vie spécifique
du trouble d’usage d’alcool AQoLS (Luquiens et al. 2014)

Sur le constat precédemment décrit du besoin d'un instrument de type PRO mesurant la
qualité de vue du point de vue du patient et spécifique du trouble d'usage d'alcool, nous
avons entrepris de développer I'échelle Alcohol Quality of Life Scale (AQoLS) Notre but était
de développer un instrument répondant a ces critéres, en adoptant une méthodologie
centrée sur le patient, c'est a dire en impliquant les patients dans la génération méme des
items, comme recommandé pour le développement d'instrument de type PRO. L'article qui

suit décrit le développement de cette échelle.
Méthodes

Dans un but duutilisation ultérieure transculturelle et pour éviter la génération d'items
spécifiqgue a un seul pays, I'échelle AQoLS a été développée d'emblée de maniére bilingue,

simultanément en France et en Angleterre.
Etape 1: développement d'une trame conceptuelle initiale hypothétique

La premiére étape de développement de I'échelle correspond a la constitution d'une trame
conceptuelle initiale hypothétique a partir de la revue de la littérature précédemment décrite
(Luquiens, Reynaud et al. 2012). Cette trame a permis d'élaborer un guide de discussion

pour la conduite des groupes focus.

Etape 2: Groupes focus de patients avec un trouble d'usage d'alcool pour I'extraction du

contenu du concept de qualité de vie

Le but de ces groupes était d'explorer du point de vue du patient I'impact du trouble d'usage
d'alcool et de son traitement sur la qualité de vie du point de vue des patients. Les patients
ont été sélectionnés pour leur hétérogénéité aussi bien en ce qui concerne les

caractéristiques sociodémographique que sur l'histoire de leur trouble d'usage d'alcool
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(trouble actuel ou en rémission, début tardif ou précoce). Les 38 patients inclus étaient
invités a partager leur expérience personnelle de I'impact de I'alcool sur leur qualité de vie, et
la discussion pouvait s'appuyer sur le guide élaboré lors de la premiere étape. Les

discussion ont été enregistrées et retranscrites.

Etape 3: génération des items

Une analyse thématique a été réalisée sur les transcrits des groupes focus. Le codage des
transcrits a été facilité par le logiciel de codage ATLAS.ti 6.2, permettant d'identifier les
concepts pertinents pour les patients. Les concepts ont ensuite été organisés pour réviser la
trame conceptuelle initiale, en s'appuyant sur les propos des patients. Cette trame a permis
de générer un premier lot d'items en reprenant de fagon extensive les formules utilisées par

les patients pour rester au plus proche de leurs préoccupations.

Etape 4: revue d'experts

Le premier lot d'items a été soumis a la relecture d'experts pour une revue clinique pour
s'assurer de leur pertinence. Une préoccupation particuliere a été donnée pour éviter les

by

formulations propres & un mode de consommation d'alcool, pour convenir notamment a

rrrrr

Etape 5: entretiens cognitifs de débriefing chez des patients avec un trouble d'usage d'alcool

Deux tours itératifs d'entretiens cognitifs ont été conduits en France et en Angleterre avec un
nouvel échantillon de 31 patients, pour évaluer la validité de face et de contenu de la
premiére version de I'échelle. Le premier tour avait pour but d'évaluer la bonne
compréhension et I'acceptabilité des consignes, items, options de réponse et de la période
de rappel. Des modifications pouvaient alors étre apportées pour améliorer la version initiale
de AQoLS. Le deuxiéme tour avait pour but de tester les changements réalisés apres le

premier tour.

Résultats
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Etape 1: trame conceptuelle initiale

Cing domaines principaux avaient été extraits de la revue de la littérature présentée
précédemment: les relations interpersonnelles (conjoint, famille, amis), les activités (loisirs,
sociales, taches ménageres et travail), prendre soin de soi (apparence, appétit, santé), et
impact psychologique (humeur, stress, joie, énergie, motivation, et concentration), et

conditions de vie (finances et logement).

Etape 2: Groupes focus de patients avec un trouble d'usage d'alcool pour I'extraction du

contenu du concept de qualité de vie

Echantillon de patients

Six groupes focus ont été conduits en Angleterre auprés d'un total de 17 patients sur le site
du Royal Liverpool and Broadgreen University Hospital Trust). Quatre groupes focus ont été
conduits en France aupres de 9 patients a I'hépital Paul Brousse a Villejuif, et 12 patients au
Centre Hospitalier Universitaire in Clermont-Ferrand. Les patients inclus étaient tous
alcoolodépendants, car les patients ayant un abus d'alcool ne s'étaient finalement pas
présentés au groupe focus. Les patients avaient entre 23 et 69 ans, un tiers était des
femmes. 57% des patients francgais et 47% des patient anglais avaient un trouble actuel. Le

nombre de verres pour un jour typique de prise d'alcool allait de 3 a plus de 10.

Analyse thématique des transcrits des groupes focus

L'analyse de contenu a permis d'identifier 7 domaines clés impactés par le trouble d'usage
d'alcool, servant de base pour le développement de la trame conceptuelle révisée et de
structure hypothétique pour AQoLS : relations interpersonnelles, prendre soin de soi, impact
émotionnel, control, conditions de vie, sommeil. La saturation a été atteinte dans chaque
pays. Ces domaines faisaient partie de la trame initiale a I'exception du contréle. Le
domaine du contr6le concernait aussi bien la restriction de liberté que constituait I'alcool,

dictant les actions que la perte du contréle de son comportement dans les autres domaines,
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notamment lors des alcoolisations. La figure 1 représente la trame conceptuelle révisée
apres les focus groupes, représentée graphiquement. Les sept domaines clés correspondent

a la structure hypothétique de I'échelle AQoLS.

Etape 3: génération des items

Un pool initial de 90 items a dabord été réduit a 68 items en tenant compte des
redondances, les items flous se référant a plusieurs concepts, et les items ne concernant

potentiellement qu'une catégorie restreinte de patients.

Une échelle de Likert a 4 points a été choisie pour graduer l'intensité des réponses, et une

période de rappel de 2 semaines choisie dans un premier temps.

Etape 4:

Le pool réduit de 68 items a été réduit a 50 items apres la revue des experts: 20 items retirés
car peu pertinents cliniquement ou difficilement traductibles, 23 ont été révisés dans leur

formulation, et 2 ont été ajoutés.

Etape 5: Entretiens cognitifs de débriefing

31 patients ont participés a des entretiens individuels. Les patients présentaient une
alcoolodépendance actuelle ou en rémission, sauf un patient qui présentait un abus d'alcool.
Apres le premier tour d'entretiens auprés de 16 patients, 14 items ont été retirés, car
considérées comme flous, ambigus, difficle a comprendre ou trop extréme. 2 ont été
combinés et 7 ont été révisés dans leur formulation. 4 items supplémentaires ont été ajoutés
portant sur l'agressivité, les capacités physiques, les loisirs, le malaise physique, sur la
suggestion des patients. Le pool révisé de 39 items a été retesté dans un deuxieme tour
d'entretiens, permettant de redéfinir la période de rappel a 4 semaines pour faciliter

I'évaluation des patients, reformuler 3 items et retirer 5 items qui restaient ambigus.

Discussion
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Le développement d'’AQoOLS a permis par sa méthode centrée sur le patient d'obtenir une
échelle de 34 items pertinents et acceptables du point de vue du patient. Son
développement bilingue permet de limiter le risque d'avoir généré des items difficilement
traductibles et culturo-dépendant. Des patients avec différents profils de consommation ont
contribué au développement de I'échelle AQoLS, cependant un seul patient abuseur a pu
étre inclus. AQoLS présente une structure hypothétique constituée de 7 domaines. Le
domaine du contr6le n'avait jamais été inclus dans un instrument de qualité de vie. Il parait
particulierement intéressant d'avoir identifié ce domaine du point de vue du patient qu'il est
habituellement considéré comme le symptdme principal de I'addiction et la fonction cognitive
la plus perturbée dans I'addiction du point de vue des experts (Gan, Guevara et al. 2014).
L'évaluation subjective par les patients de l'intensité de I'impact de I'alcool sur ce domaine

comme partie de la qualité de vie semble donc particulierement pertinent cliniquement.

Le développement de I'échelle AQoLS a permis de montrer son excellente validité de face et
de contenu. Il reste a ce stade nécessaire d'explorer la structure de l'instrument pour valider
I'nypothése des 7 dimensions proposées, ainsi que de renseigner de ses propriétés
psychométriques et sa validité de construit dans les populations cibles, et en particulier chez

les patients présentant un abus d'alcool.

Versions francaise et anglaise de AQoLS: voir Annexes 1 et 2
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Abstract

Purpose  The development of patient-centred approaches
and of reduction in consumption strategies in alcohol use
disorder requires giving a larger place to qualitative
assessments that are closer to patients’ concerns and more
clinically relevant than drinking outcomes and generic
health-related quality of life instrument. OQur purpose was
to develop from patients input the Alcohol Quality of Life
Scale (AQoLS), a disease-specific measure for alcohol use
disorder (AUD).

Methods Concept elicitation focus groups were con-
ducted with AUD patients in the UK and France. Thematic
analysis was used to identify key areas of impact of AUD,
and draft items were developed to capture these issues. The
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draft items underwent expert review to ensure clinical and
cross-cultural applicability. Two iterative rounds of cog-
nitive debriefing interviews were conducted with AUD
patients in both countries, to assess face and content
validity.

Results  From focus groups conducted with 38 AUD
patients, seven areas of impact emerged. forming the basis
for the AQoLS: relationships, activities, looking after self,
emotional impact, control, living conditions, and sleep. An
initial pool of 90 items was reduced to 50 following the
review process. In cognitive interviews, the measure took
less than 10 min to complete, and patients reported that
items were relevant to their experience. Following Round 1
interviews (n = 16), 14 items were removed because
patients felt they were unclear or uneasy to respond to, 2
were combined, 7 were revised, and 4 new items were
added. The recall period of 2 weeks was changed to
4 weeks, based on patient comments. Following Round 2
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interviews (n = 15), 5 items were removed and 3 were
modified to produce the 34-item AQoLS.

Conclusion ~As the only de novo measure of health-rela-
ted quality of life developed specifically for AUD, the
AQoLS offers the potential of increased sensitivity to show
the effectiveness of therapeutic interventions from the
patient’s perspective.

Keywords Quality of life - Alcohol use disorder -
Patient-reported outcome - Focus groups - Health-related
quality of life

Introduction

Alcohol use disorders (AUDs) affect an estimated 76.3
million people worldwide and is associated with 2.5 mil-
lion deaths annually [1, 2]. AUDs care is evolving in a
complex context: the integration of successful harm
reduction strategies imported from the illegal substance use
disorders field and the increasing use of patient-centred
approaches, challenging this still stigmatizing area of
health care. While the use of alcohol reduction strategies is
liable to reduce the huge treatment gap and to avoid con-
tradictory strategies among patients with codependence, a
number of specialists nevertheless only offer abstinence-
oriented programs. Some may experience difficult cross-
discipline pressures in serving patients with AUDs and
other comorbid conditions. Abstinence has long been a key
therapeutic goal in the treatment of alcohol dependence [3].
However, clinical practice now also focuses on the benefits
of reducing patient alcohol intake without necessarily
achieving abstinence. This is reflected in the recent Euro-
pean approval of nalmefene, an opioid-receptor antagonist
that is taken on an as-needed basis to reduce alcohol con-
sumption in alcohol-dependent patients.

This evolution of AUDs treatment leads to the develop-
ment of additional outcomes to traditional drinking measures,
which are clinically more relevant and closer to patients
concems. Clinical trials commonly focus on assessments of
quantity of alcohol consumed or the number of days of
abstinence (or number of days of excessive drinking) as a
primary endpoint [4]. However, such assessments are not
considered relevant in clinical practice; alcohol specialists
deem them to be poor predictors of treatment success [5].
These assessments also poorly reflect changes observed in
patients who follow a nonlinear and complex disease course,
changing their drinking patterns over time [6]. The change in
paradigm integrating the reduction in consumption in alcohol
use disorder requires one to give a higher place to qualitative
assessments that are closer to patients’ concerns and more
relevant clinically.

@ Springer

AUDs are complex conditions affecting medical, psy-
chological, and social domains. Alcohol dependence is a
leading cause of impairments in overall health-related
quality of life (HRQOL), general health, mental and
physical health, and social functioning [7]. Quality of life is
recognized as an important area to consider in assessing
individuals with alcohol use disorders and in assessing
alcoholism treatment outcome [8-10] and, in a recent
survey of alcohol specialists in France, was considered to
be the most important criterion for treatment success [5].
The literature demonstrates the utility of using QoL mea-
sures throughout assessment and treatment as a motiva-
tional tool and as a marker for treatment efficacy [11].

HRQOL instruments explore patients’ perceptions of the
impact of a particular disease on their lives [12]. General
QoL instruments explore overall quality of life indepen-
dently of any health condition. This type of QoL instru-
ment is thought to be less robust and less sensitive to
change than health-related QoL instruments. Responsive-
ness, also called sensitivity to change, is required from a
HRQOL instrument, particularly to be used in clinical tri-
als. Definitions of responsiveness differ in the kind of
change that a responsive instrument should be able to
detect, namely clinically important changes over time,
changes due to treatment effects, or changes in the true
value of the underlying construct. It is accepted that a good
evaluative HRQL instrument should be able to measure
minimal important clinical changes in specific HRQL
domains over time. This minimal change should not be a
property of the instrument, but should be defined before
each study, and should be determined from the patient
perspective for a PRO [13]. Health-related quality of life
(HRQOL) is often included as a secondary endpoint in
clinical trials, reflecting patients’ feelings and functioning
and the impact of their health condition beyond simple
symptom assessment [14].

Currently, there is only one disease-specific HRQOL
instrument for alcohol dependence, the AlIQoL 9 [15].
However, this measure was developed from the generic
Short-Form Health Survey-36 (SF-36), without patient
input [16]. A systematic review published in 2012 revealed
that eight HRQOL instruments, all of which were generic,
had been used in 18 randomized, controlled trials of
alcohol dependence [10]. However, despite six of the trials
showing positive treatment effects, only one trial demon-
strated a significant HRQOL difference between interven-
tion and control groups [10].

These findings highlight the need for a disease-specific
instrument to assess HRQOL in AUDs, developed from
patients input. The aim of the current study was to develop
the Alcohol Quality of Life Scale (AQoLS), a new
instrument to measure HRQOL in AUDs.
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Methods
Stages in the development of the AQoLS

To avoid any country-specific characteristic of the new
measure, all developmental stages of the AQoLS were
conducted simultaneously in the UK and France.

Stage 1: Development of the initial conceptual framework

The study adopted the European Medicines Agency defini-
tion of HRQOL: “the patient’s subjective perception of the
impact of his disease and its treatment(s) on his daily life,
physical, psychological and social functioning and well-
being” [16]. Using this definition, the initial, hypothesized,
conceptual framework for the AQoLS was developed from a
previous systematic review of HRQOL instruments con-
ducted by the first author [10]. A discussion guide for the
running of the focus groups relied on this framework to help
exploration of potential HRQOL concepts in the concept
elicitation stage.

Stage 2: Concept elicitation focus groups with AUDs
patients

The purpose of the focus groups was to explore the impact
of AUDs and its treatment from a patient perspective. The
group discussions were facilitated by trained interviewers
in each country (authors DW, LD, and SC in the UK and
NH and JP in France) and were audio-recorded and tran-
scribed. Focus groups are semi-structured discussions that
aim to explore a specific set of issues. Interviewers com-
menced the focus group by asking broad questions about
their history of alcohol use disorder, before asking focal
questions on the impact of their alcohol consumption on
their quality of life [17]. The hypothesized, conceptual
framework formed the basis of a discussion guide used to
conduct the concept elicitation focus group sessions with
AUDs patients in the UK and France sites. Each group was
structured around this discussion guide constructed to
explore the concepts of interest in the initial conceptual
framework and to identify any further areas of impact not
currently captured. Although participants individually
answered the facilitator’s questions, they were encouraged
to talk and interact with each other. This technique is built
on the notion that the group interaction encourages
respondents to explore and clarify individual and shared
perspectives [17].

Stage 3: Generation of items for the AQoLS

Transcripts from the focus groups in the UK and France
were subjected to thematic analysis, facilitated by the

coding software ATLAS.ti 6.2 (Scientific
Development; Berlin), to identify the HRQOL concepts
relevant to patients. Analysis of the data was conducted
independently in each country (authors DW, LD, and SC in
the UK and NH and JP in France). Coding for qualitative
data, which means selecting significant sections from par-
ticipant statements, was performed on each transcript by
two researchers. The findings from the analyses were
integrated into a revised conceptual framework. Draft
AQOLS items were formulated initially in UK English and
traduced in French, to reflect each concept in the revised
framework, using patients’ own words first from the UK
focus groups and then from the French group, as much as
possible.

Software

Stage 4: Expert review

The draft items underwent expert review, including a
clinical review (by authors AL, HJA, and LO), to ensure
the clinical relevance of the items. The clinicians evaluated
whether the draft items would be sensitive to the likely
impact of reduced alcohol consumption, and the impact of
alcohol abuse as well as dependence.

A translatability assessment of the draft items was
conducted simultaneously with the clinical review. The
assessment, undertaken by professional translators, focused
on identifying items that would pose difficulties for future
cultural adaptation. After this review, items were modified
or removed, and an initial version of the AQoLS in UK
English was produced. This version was used to generate
the initial French version, again using patients’ own words
from the French focus groups wherever possible.

Stage 5: Cognitive debriefing interviews with AUDs
patients

Two iterative rounds of face-to-face, cognitive debriefing
interviews were conducted with a new sample of 31 other
AUDs patients (n = 17 in UK and n = 14 in France), to
revise the draft AQoLS and to evaluate face and content
validity. The Round 1 interviews were designed to evaluate
the interpretation and acceptability of the instructions,
items, response options, and recall period and to make any
necessary revisions (n = 16). The Round 2 interviews were
designed to test the changes made after Round 1 and to
confirm that the revised measure was acceptable to patients
and assessed the intended concepts appropriately and
comprehensively (n = 15). For each round, patients com-
pleted the draft AQoLS in the presence of an interviewer
and then were asked a series of questions to assess their
understanding and perceptions of each instruction, item,
and response option. The interviews were conducted by

@ Springer
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trained interviewers in each country (authors DW, LD, and
SC in the UK and NH and JP in France).

Patients and setting

Patients in the UK were recruited through the Royal
Liverpool and Broadgreen University Hospital Trust
Alcohol Services. Patients in France were recruited
through the Centre d’Addictologie of the Hépital Paul-
Brousse in Villejuif, and the Centre Médico-Psychologi-
que B of the Centre Hospitalier Universitaire in Clermont-
Ferrand. In- and out-patients with alcohol use disorder
from these three sites were proposed purposively to enter
the study by telephone or face-to-face contact. Reasons for
refusing to enter the study were justified by a lack of
available time for most patients by clinician impression,
even if no flow chart has been conducted on the non-
included patients.

Patients meeting diagnostic criteria of current or remit-
ted alcohol abuse or dependence, as defined by the Diag-
nostic and Statistical Manual of Mental Disorders, Fourth
Edition (DSM-1V) and assessed with the Mini-International
Neuropsychiatric Interview (MINI 6.0) [18], were recruited
into the study. Additional inclusion and exclusion criteria
ensured that patients would be able to engage with the
research process and excluded significant comorbidities or
treatments that might confound the exploration of the
HRQOL impact of AUDs (see Box S1).

The focus groups were configured to ensure variation in
the sample characteristics, while maintaining some homo-
geneity within groups to facilitate discussion and disclo-
sure. Care was taken to recruit patients with a variety of
demographic and disease characteristics, including patients
with abuse and dependence in terms of DSM-IV criteria,
current and remitted patients, and patients with late and
early age of onset per Babor’s typology [19]. Thus, the
groups were stratified by age of onset of alcohol abuse or
dependence, aged 25 years or younger versus above
25 years, in reference to Babor classification, to insure to
represent all possible patients profiles in terms of temper-
ament and personal history. Our methodology relies on the
concern of maximizing the responsiveness potential of the
instrument: (1) the focus groups were stratified by alcohol
abuse or dependence course status, namely current versus
remitted; this stratification should help to cover all possible
fields impacted by alcohol consumption, and particularly
those changing over time and with a change of alcohol
consumption pattern. (2) Patients included in focus groups
were asked during discussion to mention fields that have
change with their previous changes of alcohol consumption
pattern.
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Results

Development of the initial conceptual framework
(Stage 1)

Five principal HRQOL concepts were identified from the
systematic literature review: relationships (partner, family,
and friends), activities (hobbies, social, household jobs, and
work), looking after self (appearance, appetite, and health),
psychological impact (mood, stress, happiness, energy,
motivation, and concentration), and living conditions (finan-
ces and housing). These concepts formed the basis of the
discussion guide for the concept elicitation focus groups, with
additional open-ended prompts to identify new concepts
raised by patients.

Concept elicitation focus groups with AUD patients
(Stage 2)

Patient sample

Six focus groups were conducted in the UK, with a total of 17
patients. Four focus groups were conducted in France (9 in
Villejuif and 12 in Clermont-Ferrand), with a total of 21
patients. The demographic and disease characteristics of the
focus group sample are presented in Table 1. The combined
concept elicitation sample represented a range in terms of
sociodemograhic characteristics, alcohol-dependence sever-
ity, and AUD status, namely current versus remitted. How-
ever, the clinical sites were unable to recruit any patients with
abuse (in the absence of dependence). Patient’s age ranged
from 23 to 69 years old. One-third of the sample was female.
The patients with alcohol dependence represented a range in
dependence severity from mild to severe. The number of
dependence criteria varied in a range of 3-7. The number of
drinks in a typical drinking day in patients included in the
focus groups varied from 3 to “more than 10 drinks”. Time
since first contact with health services varies from 1 day to
20 years in the UK groups and from 1 monthto 17 yearsin the
French groups.

Findings from the focus groups

AUD was described as an all-consuming and overwhelm-
ingly destructive experience, permeating almost every
aspect of life. For many patients, the once pleasurable and
sociable activity of drinking alcohol had taken over their
lives, destroyed relationships, and undermined feelings of
self-worth. Some differences in the experiences of patients
in the UK and France were identified. Patients in the UK
placed greater emphasis on the behavioural consequences of
their drinking and were more likely to engage in solitary
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Table 1 Characteristics of the focus groups patient sample

Characteristic UK France
n=17) m=21)

Age (years)

Median (IQR) 42(38-52) 48(42-50)

Range 23-65 31-69
Sex [n (%))

Male 12 (70.6) 14 (66.7)

Female 5(29.4) 7 (33.3)
Relationship status [n (%)]

Married or living as 3 (17.6) 10 (47.6)

Not married or living as 14 (82.4) 11 (52.4)
Employment status [n (%)]

Working 5(29.4) 11 (52.4)

Not working 12 (70.6) 10 (47.6)
DSM-IV diagnosis [n (%)]*

Dependence 17 (100) 21 (100)

Abuse 0 (0) 0 (0)
MINI dependence score®

Median (IQR) 6 (5-7) 5 (4-6)

Range 47717 3/7-717
AUD status [n (%)]

Current 8 (47.1) 12 (57.1)

Remitted 9 (52.9) 9 (42.9)
Number of drinks on a typical occasion [r (%)]

34 0 (0) 2 (10)

5-6 3(18) 6 (29)

>0 12 (70) 13 (62)

Frequency of having 6 or more drinks on one occasion over last year
[n (%)]

Weekly 1 (6) 7 (33)
Daily or almost daily 13 (76) 14 (67)
Time since first contact with health services 4.5 (5.9) 2.4058)

(years) (mean, sd)

AUD alcohol use disorder, DSM-IV Diagnostic and Statistical Manual
of Mental Disorders, Fourth Edition, MINT Mini-International Neu-
ropsychiatric Interview, IQR interquartile range

? DSM-IV dependence and abuse criteria assessed by the Mini-
International Neuropsychiatric Interview 6.0 (14). Patients received a
diagnosis of alcohol dependence if they met a minimum of three out
of seven dependence criteria. If the criteria for dependence were not
met, the patient was assessed according to four abuse criteria; a
minimum score of 2 was required for a diagnosis of abuse

P MINI dependence score is the number of dependence criteria met;
scores can range from 0 to 7, with a minimum of 3 required for a
diagnosis of alcohol dependence

drinking than patients in France. Patients in France descri-
bed greater negative social consequences of abstinence.
Thematic content analysis of the focus group tran-
scripts identified seven key areas of impact of AUD,
which formed the basis of the revised conceptual

framework for the AQoLS (Fig. 1): relationships, activi-
ties, looking after self, emotional impact, control, living
conditions, and sleep. The areas identified were captured
in the initial conceptual framework developed from the
literature, with the exception of control. Saturation was
reached across the focus groups within each of the two
countries, confirming that the sample size of the focus
groups is acceptable. The identified areas of impact are
described briefly as follows.

Relationships

n

. and there are others that I've truly hurt, things
that I’ve done to them, things I'm not even aware that
I've said to them because I can’t even remember
anymore.” [France-Group 3_Remitted AUD]

Patients described the impact of alcohol on how they
behaved towards the people around them and the conse-
quences that had on their relationships. Common experi-
ences were breakdowns in trust and communication and
damaged social, family, and intimate relationships.

Activities

“Because of your timetabling your life around it, it’s
difficult to make plans and follow it through.” [UK-
Group 2_Current AUD]

Patients in the focus groups described the restrictions they
encountered (whether self-imposed or otherwise) on their
engagement in family, social, household, and work activi-
ties. Common experiences were missed special events, being
unable or unwilling to participate in activities with family
and friends, not being able to do things at short notice,
neglecting household tasks, and being unable to work or
performing poorly at work.

Looking after self

“I’ve run myself that much into the ground.” [UK-
Group 2_Current AUD]

For some patients, the all-consuming nature of their
drinking had consequences for their interest in and ability
to take care of themselves. Risk-taking or harmful behav-
iour was commonly described: driving while under the
influence of alcohol, fighting, and disregarding personal
safety. As alcohol took a stronger hold, patients described
neglecting their appearance and failing to attend to health
matters. Patients also described erratic eating; for some,
this took the form of overeating or eating “the wrong
thing”, whereas others neglected or became physically
unable to eat.

@ Springer

79



Qual Life Res
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+ Freedom of choice
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Fig. 1 Conceptual framework for the assessment of health-related quality of life (HRQOL) in alcohol use disorder (AUD)

Emotional impact

“When we look into a mirror, I mean, it becomes hard,
hard, almost impossible!” [France-Group 2_Current
AUD]

Patients expressed a range of emotions in relation to
their drinking, many of which contributed to a vicious
cycle of drinking; alcohol-generated emotions that led the
individual to drink more to forget. Common feelings were
guilt, shame, embarrassment, self-hate, apathy, and the
absence of enjoyment.

Control

“In those moments you realize that you are the slave
of [alcohol].” [France-Group 3_Remitted AUD]

Patients considered alcohol to be a physical entity that
had the power to dictate their actions and behaviours. They
described an existence dominated by alcohol, either
through its consumption in periods of drinking or through
its avoidance during abstinence. Alcohol restricted freedom
of choice and brought a loss of self-control.

Living conditions

“I was given some money when I was dismissed
[from paid employment], and 1 drank my way
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through that. And then I had to put the house on the
market.” [UK-Group 2_Current AUD]

Patients described the financial cost of AUD, particu-
larly individuals who were unable to find or sustain
employment. Some patients, particularly those in the UK,
had experienced financial difficulties or lost their home due
to non-payment of bills and loans. Many described using
any spare money to buy alcohol, leaving nothing to spend
on themselves or their family. Patients also described
neglecting the organizational aspects of their lives, such as
opening and dealing with mail or paying bills on time.

Sleep

“It didn’t matter how much I drank, I could drink
bucket loads and I still couldn’t sleep.” [UK-Group
4_Remitted AUD]

Disturbed sleep was a major concern for a number of
patients. Patients described difficulties getting to sleep and
staying asleep, disrupted sleeping patterns, and the inability
to sleep.

Generation of items for the AQoLS (Stage 3)

Draft items for the new HRQOL instrument were generated
to reflect each of the issues represented in the revised
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conceptual framework. The initial pool of 90 items was
reduced to 68 by removing duplicate items, items
expressing multiple concepts, and items potentially not
relevant to all potential respondents.

A 4-point Likert-type response scale (“not at all”, “a
little”, “quite a lot”, and “very much”) was selected to
balance responder burden and the potential measurement
sensitivity of the items. We chose the use of four points as
opposed to five, thus eliminating neutral mid-points and
forcing the respondents to make a choice. However,
4-point response scales could show more ceiling and floor
effects. Ceiling and floor effects will then have to be
carefully explored in a future validation. A recall period of
between 2 and 4 weeks was considered to be most appro-
priate to reflect the nature of the disorder and the relative
stability of the HRQOL concepts captured within the
AQoLS, while allowing scope to detect changes in
HRQOL over time. A 2-week recall was selected for initial
testing.

Expert review (Stage 4)

The reduced pool of 68 items was subjected to expert
review for clinical relevance by the clinical teams in the
UK and France and for translatability by the professional
translators. As a result of these reviews, 20 items were
removed and 23 items were revised. Two new items were
added, relating to social belonging and worry about the
impact of alcohol on the individual’s life. These changes
resulted in a revised set of 50 items, which were then tested
in the cognitive debriefing interviews.

Cognitive debriefing interviews with AUD patients
(Stage 5)

Patient sample

Seventeen patients with AUD took part in the cognitive
debriefing interviews in the UK (9 in Round 1 and 8 in
Round 2) and 14 took part in France (7 in each round).
Table 2 presents the characteristics of the patient sample.
Overall, there was a range of different demographic and
disease characteristics. The exception was in relation to
DSM-1V diagnosis, with only 1 patient meeting the MINI
6.0 criteria for alcohol abuse. The subjects who gave
themselves over to the cognitive interviews were balanced
in terms of age of onset of the alcohol use disorder. Age of
onset varied from 13 to 60 years old in the UK cognitive
interviews and from 10 to 39 years old in the French
cognitive interviews. Time since first contact with health
services varied from 1 month to 18 years in the UK
interviews and from 3 months to 23 years in the French
interviews.

Patients in the first round of interviews in both countries
found the questionnaire items easy to understand and
complete. Patients reported that the majority of items were
relevant to their experiences with alcohol. Items were
considered for removal if patients described the items as
unclear, ambiguous, or overlapping in content with other
items. After the Round 1 interviews, the following changes
were made: 14 items that were considered redundant,
ambiguous, difficult to understand, irrelevant, overly
extreme, or otherwise problematic were removed; 2 items
considered similar were combined into 1 item; and 7 items
were revised to improve acceptability, phrasing, or clarity
of meaning. Patients also identified four issues not included
in the measure: poor behaviour, ability to do physical
activities, pursuit of hobbies, and physical discomfort. New
items were added to address these issues. Changes also
were made to the layout and verb tense of the UK items, to
address a tendency for patients to disregard the 2-week
recall period.

The revised 39-item AQoLS was tested in Round 2.
After five Round 2 interviews in the UK, it was clear that
the difficulties associated with the recall period had not
been resolved. Some patients commented that they could
not relate some items to “the last 2 weeks™ and suggested
that a longer time period would be more suitable. To
address these comments, a longer recall period, of 4 weeks,
was tested in the remaining three UK interviews and in the
French interviews and was found to work well.

Patients in both countries found the revised question-
naire easy to understand and complete, and they considered
the items to be relevant to their experiences with alcohol.
Patients took less than 10 min to complete the question-
naire (range UK, 3-9 min and France, 4-10 min). As a
result of patients’ comments in Round 2, minor revisions
were made to three items to further clarify meaning, and
five items that were considered ambiguous or irrelevant
were removed. These changes resulted in the final 34 items
of the AQoLS, which are listed in Table 3, together with
the corresponding hypothesized domains.

Discussion
Development of the AQoLS

The AQoLS is the first de novo measure of HRQOL
developed specifically for use in AUDs. The content was
developed and refined with extensive patient input, through
focus group discussions and cognitive debriefing inter-
views. The measure includes patients’ own words wherever
possible. Such patient-centred methods ensure that the final
34 items of the AQoLS are relevant and acceptable to all
potential respondents.
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Table 2 Characteristics of the

s USRI ; Characteristic Round 1 Round 2
cognitive debriefing interview
sample UK France UK (n =8) France
n=29) m =7) (= )
Age (years)
Median (IQR) 46 40 49.5 55
(40-47)  (36.5-52.5)  (40-51.75)  (46.5-55)
Range 29-51 32-57 30-72 41-57
Sex [n (%)]
Male 7(77.8) 5(7L4) 5(62.5) 5(71.4)
Female 2(22.2) 2(286) B(87.5) 2 (28.6)
X Relationship status [n (%)]
AUD alcohol use disorder, . - .
DSM-IV Diagnostic and Married or living as 3(333) 3429 3:(37.5) 3429
Statistical Manual of Mental Not married or living as 6 (66.7) 4 (57.1) 5(62.5) 4 (57.1)
Disorders, Fourth Edition, MINT Employment status [n (%)]
Mioi Infermtiveal =~ Working 2222 6(857) 2.(25.0) 4(57.1)
Neuropsychiatric Interview, .
IOR interquartile range Not working 7(77.8) 1(14.3) 6 (75.0) 3(42.9)
* DSM-IV dependence and DSM-IV diagnosis [n (%)]*
abuse criteria assessed by the Dependence 9 (100) 6 (85.7) 8 (100) 7 (100)
;mnl-lntert?tloflall w60 Abuse 0 (0) 1 (14.3) 0 (0) 0 (0
europsychiatric Interview 0. N b
(14). Patients received a MINI dependence score
diagnosis of alcohol dependence Median (IQR) 5(3-6) 6(4.5-6) 6(575-7) 5 (4-6.5)
if they met a minimum of three Range By A5 4-7 gl
OL{t O,r seven depgn({eng‘e Current AUD status [n (%)]
criteria. If the criteria for
dependence were not met, the Current 6 (66.7) 3 (429) 6 (75.0) 5(71.4)
patient was assessed according Remitted 3(333) 4(57.D 225.0) 2 (28.0)
to four abuse criteria; a Number of drinks on a typical occasion [n (%)]
minimum score of 2 was -2 i |
required for a diagnosis of abuse B
® MINI dependence score is the * !
number of dependence criteria 5-6 6 I 7 2
met: scores can range from ( to >6 2 3 1 3
7, with a minimum of 3 required 0 Gince first contact with health services 39(6.0) 3.1(2.6) 7.7 (6.5) 5.2 (8.0)

for a diagnosis of alcohol

(years) (mean, sd)
dependence

The parallel development in the UK and France of the
instrument and the incorporation of a translatability
assessment into the development process allowed avoiding
any country-specific aspect of the items of the new
instrument. The inclusion of items of relevance to different
cultures and the removal of concepts that could pose dif-
ficulties for translation will help to facilitate future lan-
guage adaptations of the AQoLS.

The instrument development process represented a col-
laborative partnership between clinical academics, patient-
reported outcomes (PRO) experts, and industry represen-
tatives. The study used best practice methods in PRO
measurement to produce an instrument that would be
suitable for assessing HRQOL in alcohol research and in
clinical trials of new products to treat AUDs. As the first
truly disease-specific HRQOL measure for AUDs, the
AQoLS offers the potential of increased sensitivity to
assess treatment efficacy in clinical trials, compared to that

@ Springer

provided by generic instruments (9). The development
methodology followed industry-recognized standards for
PRO instruments used in clinical trials [20], including an
iterative process for deriving the underlying conceptual
framework and extensive patient input throughout the
development process to ensure content validity. Particu-
larly, in focus groups, qualitative cognitive interviewing
ensures understanding and completeness of the concepts
contained in the items [20].

Patients with different patterns of AUDs contributed to
the development of the AQoLS. including both current and
remitted patients and patients with different levels of
severity. This approach is concordant with the new DSM-5
criteria, which considers AUDs as a single diagnosis
comprising mild, moderate, and severe disorder [21]. The
AQoLS therefore is applicable to the spectrum of AUD and
to patients in different stages of the disorder, helping to
ensure sensitivity to change. However, only one patient

82



Qual Life Res

Table 3 Items and hypothesized domains of the 34-item AQoLS

Hypothesized Item

domain

Activities T have felt T miss out on everyday activities with
family and friends

It has been difficult for me to follow through on
plans

1 have been restricted in the places I can go
because of alcohol

T have struggled doing physical activities due to
alcohol (e.g. DIY, walking, cycling)
It has been too much effort to do jobs around the

house due to alcohol (e.g. cleaning, gardening,
maintaining the house)
Alcohol has interfered with my ability to work
Relationships I have cut myself off from other people
1 have neglected the people close to me
Alcohol has damaged my close relationships
1 have behaved badly towards other people

I have felt I miss out on family life because of
alcohol

I have felt that people have no trust in me
Alcohol has interfered with my sex life
Alcohol has interfered with my relationships with
friends
Living
conditions

1 have struggled to keep on top of my everyday
household affairs (e.g. dealing with mail,
organizing appointments)

Alcohol has had a negative effect on my housing
situation

All my money has gone on alcohol
Alcohol has caused me financial difficulties

Emotional
impact

I have felt ashamed of myself

1 have felt that people look down on me

I have felt that I am wasting my life

I have worried about the effect alcohol has been
having on my health

I have worried about alcohol causing problems in
my life

Looking after
self

T have had no appetite

1 have neglected my appearance

I have neglected my general health

I have put myself in risky situations

Control I have felt that nothing matters more than alcohol

Alcohol has controlled me

My life has revolved around alcohol

I have planned my days around alcohol

I have felt as though I have not been in control of
myself

Sleep T have not had a good night’s sleep

T have not been getting enough sleep

AQoLS Alcohol Quality of Life Scale

met the diagnostic criteria for alcohol abuse according to
DSM-IV criteria, and thus, the applicability of the AQoLS
for patients with the mildest AUDs severity has not been
proven. Nonetheless, consideration was given to the
inclusion of a range of items in terms of severity, and
specific attention was given to this issue during the clinical
review of the draft items.

Content of the AQoLS

The AQOLS assesses the impact of AUDs over seven
hypothesized HRQOL domains: relationships, activities,
looking after self, emotional impact, control, living con-
ditions, and sleep. Previous HRQOL instruments used in
AUDs do not assess control [10], yet control was a con-
sistent and significant issue for patients in this study. Loss
of control is often a key reason for seeking treatment, and
regaining control over alcohol consumption could be a
preferred therapeutic goal for many patients [5, 22, 23].
Control also has been described as the core cognitive
dysfunction in addictive behaviours [24]. Moreover, the
switch from controlled to compulsive drug-seeking
behaviour represents a significant shift in the underlying
neurological processes related to drug-seeking and drug-
taking behaviours [25]. It is not clear whether control
dysfunction is a precursor or a consequence of addiction,
but there is evidence to support its reversibility following
remission [26]. The assessment of control through the
AQoLS could provide valuable patient-reported informa-
tion in future studies.

Further validation of the AQoLS

The AQoLS has been shown to have excellent face and
content validity through cognitive debriefing interviews
with patients. It remains necessary to verify the dimen-
sional structure of the instrument and establish its psy-
chometric properties in terms of reliability (test-retest and
internal consistency), construct validity (known groups and
convergent/divergent), and responsiveness.

Study limitations

This article reports the development of the AQOLS, and a
validation study is under way and needed to explore the
generalizability and the psychometric properties of the
scale.

Difficulties with recruitment and non-attendance of
patients at prearranged focus group sessions meant that a
number of groups, particularly those in the UK, contained
fewer participants than anticipated. However, we observed
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no detrimental effects on the dynamics of group discus-
sions nor on the quality of the data obtained.

The clinical sites experienced problems in recruiting
patients meeting the MINI 6.0 DSM-1V criteria for alcohol
abuse. The reason for this is unclear, but is likely related to
the nature of the patient population, who are potentially
hard to identify through health services and may be
reluctant to engage in research. Only one patient with
alcohol abuse, who took part in the Round 1 cognitive
debriefing interview in France, was recruited for this study.
While this individual’s assessment of the instrument did
not differ from that of other patients, the validity of the
AQoLS for alcohol abuse patients must be further
explored.

Since our scale has been developed to fulfil a lack of
specific instrument to be used in clinical trials among
patients with alcohol use disorders, its properties should be
explored in the future in populations with comorbidities.
AQoLS could show some limits in its use in ecological
studies with broad inclusion criteria.

Conclusion

The AQoLS is the first de novo measure of HRQOL
developed specifically for use in AUDs. The instrument has
34 items, is quick and easy for patients to complete, and
has been shown to have excellent face and content validity.
By focusing on the HRQOL domains of relevance to AUDs
patients, the AQoLS offers the potential of increased sen-
sitivity to show the effectiveness of therapeutic interven-
tions from the patient’s perspective. Further validation is
needed to confirm the hypothesized dimensional structure
of the measure and to establish its psychometric properties.
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La qualité de vie du point de vue des patients
alcoolodépendants : un impact similaire entre la France et
I’Angleterre malgré des habitudes de consommations
différentes. (Luquiens et al. en préparation)

L'article «Luquiens, A., L. Owens, et al. ([DRAFT]). "Quality of life in alcohol dependence:
similar cross-cultural impact beyond specific drinking habits."» préparé pour soumission en

anglais est ici synthétisé en francais, puis inséré dans sa version compléte en anglais.
Introduction

Comme précisé précédemment, notre initiative centrée sur le patient pour explorer la qualité
de vie dans le trouble d'usage d'alcool est la premiére de ce type a notre connaissance. Or il
apparait important de mieux définir le poids de I'alcool d'un point de vue de santé publique,
non seulement en matiere de colt directs (morbidité, mortalité, hospitalisation, perte de
productivité par les arréts de travail, criminalité principalement) (Rehm, Patra et al. 2010;
Laramee, Kusel et al. 2013), mais aussi en matiére de colts indirects. En effet, certains
auteurs considerent qu'il pourrait y avoir une sous-estimation de ces codts liée a la difficulté
de mesurer les colts humains. Les colts humains sont définis par I'impact d'une maladie sur
la qualité de vie d'une personne et de sa famille. Certains auteurs ont tenté d'estimer ces
couts en étudiant l'altération de la qualité de vie liée a des pathologies compliquant
I'alcoolodépendance (Jeanrenaud, Priez et al. 2003). |l n'existe pas a notre connaissance de
documentation des colts humains relatifs a la qualité de vie liée au trouble d'usage d'alcool
en dehors de I'évaluation d'un gain en valeurs utiles aprés une intervention thérapeutique
(Laramee, Brodtkorb et al. 2014). De plus, la compréhension qu'un patient a de sa maladie
est influencée par sa culture (Kleinman, Eisenberg et al. 1978). Les groupes focus

présentés précédemment et ayant permis de développer I'échelle AQoLS ont eu lieu en
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France et en Angleterre. L'article ici présenté est une seconde analyse qualitative de ces
groupes dont le but est de confirmer le contenu du concept de QVLS dans
I'acloolodépendance du point de vue des patients, identifié lors du développement de
AQoLS, et d'explorer toute différence socioculturelle de ce contenu entre les patients anglais

et francais.

Méthodes

L'échantillon de patients a été décrit précédemment. Il est important de préciser que les
patients anglais étaient hospitalisés pour un autre motif que I'alcool, et sont donc considéré
pour le sujet comme non chercheurs de soins vis a vis de leur trouble d'usage d'alcool,
contrairement aux patients frangais qui étaient pris en charge pour un trouble d'usage

d'alcool actuel ou en rémission.

Deux corpus ont été construits en assemblant d'une part les groupes focus francais, et
d'autre part les groupes focus anglais. Les corpus ont été mis au format compatible avec le
logiciel d'analyse qualitative ALCESTE 2015. Ce logiciel a été utilisé pour assister a I'analyse
et a l'interprétation de chaque corpus séparément. ALCESTE conduit une analyse lexicale
hiérarchique descendante. Cette analyse est basée sur la co-ocurrence de mots dans des
segments de texte dans le but de synthétiser et d'organiser les informations essentielles
suivant 5 étapes (Mazzonetto and Fiates 2014): (1) la segmentation du texte et le codage du
texte: le corpus est segmenté en Unités de contexte élémentaires (UCE), supposés contenir
une idée caractéristique. (2) Lemmatisation: les mots sont réduits a leur radicaux et classés
comme ‘"analysables" (noms, verbes, adjectifs, adverbes...) ou "supplémentaires”
(prépositions, pronoms...). (3) définition d'une table de contingence des formes réduites
analysées et des unités des UCE (4) classification hiérarchique descendante permettant
d'obtenir des classes stables et leurs mots significatifs (test du Khi-2) (5) Description des

classes pour aider l'interprétation, notamment a I'aide d'analyse en cluster de chaque classe.
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L'association entre les classes et le statut (actuel, en rémission, groupe mixte) du trouble

d'usage d'alcool a été testée par le test du khi-2 dans chaque corpus.

Résultats

38 patients alcoolodépendants ont été inclus en France et en Angleterre.

Le nombre de classes stables était de trois en France et de cinqg en Angleterre

Description des classes issues de la classification descendante hiérarchique dans chaque

corpus

Les deux corpus étaient organisés autour de trois themes principaux, correspondants aux
trois classes francgaises, et quatre des cinq classes anglaises: cceur de I'impact sur la qualité
de vie (classes 1), se procurer et consommer de l'alcool (classes 2), sources d'aides et
dispense des soins (classe 3 dans le corpus francais, et classes 4 et 5 dans le corpus
anglais). Dans le corpus anglais, une classe supplémentaire indépendante décrivait I'impact

sur les conditions physiques (classe 3).

Coeeur de l'impact sur la qualité de vie (classe 1)

La classe 1 dans les deux corpus détaille I'impact des consommations d'alcool sur la qualité
de vie. Les patients des deux corpus rapporte la sensation douloureuse de devenir une autre
personne lorsqu'ils boivent. Huit domaines principaux communs y sont détaillés par les
patients des deux pays: (1) les relations avec les proches, (2) les émotions négatives , en
particulier la culpabilité, I'anxiété et la dépression, (3) l'estime de soi effondrée, (4) le
désinvestissement des activités et le manque de perspectives, (5) l'impression que la vie
entiére tourne autour de l'alcool (6) la perte du contréle comportemental, (7) les troubles
cognitifs, (8) la dégradation des conditions de vie. Les patients en rémission ont plus
contribué a la classe 1 que ceux ayant un trouble d'usage d'alcool actuel, alors qu'en France
ce sont ceux avec un trouble actuel qui ont le plus contribuer a renseigner le coeur de

I'i'mpact de I'alcool sur la qualité de vie.
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Se procurer et consommer de l'alcool (classe 2)

La classe 2 dans les deux corpus décrit les alcoolisations. On a retrouvé des différences
dans les habitudes de consommations, notamment avec une plus grande variété d'alcools, la

mention de pratique du binge drinking et I'achat dans des magasins dédiés en Angleterre.

Aide (classes 3 francaise et 4 et 5 anglaises)

Le corpus frangais rapporté par des patients en soins alcoologiques fait plus référence a une
aide médicalisée et le corpus anglais rapporté par des patients non chercheurs de soins pour

I'alcool, plus a des groupes d'entraide.

Impact physique (classe 3 anglaise)

Les patients anglais non en soins alcoologiques ont évoqué aussi bien des symptomes

d'intoxication que des symptémes de sevrage.

Discussion

Le corpus a mis en évidence des différences importantes dans la fagon de se procurer et de
consommer de l'alcool. Les trois thémes communs malgré ces confirment I'hypothése d'un

contenu transculturel de la qualité de vie.

Certains de ces domaines évoqués sont des domaines explorés par des échelles génériques
de QVLS: les relations avec les proches, les émotions négatives. D'autres n'étaient pas
explorés comme partie de la qualité de vie: I'estime de soi effondrée, le manque de
perspective et le désinvestissement des activités, vivre l'alcool comme une contrainte, la
perte du contréle comportemental et les trouble cognitifs. Certains de ces domaines étaient
explorés par d'autres échelles explorant d'autres concepts que la qualité de vie. Certains de
ces domaines étaient considérés du point de vue de I'expert comme des facteurs de risque
ou des marqueurs de la toxicité de l'alcool. L'approche centrée sur le patient permet la
réconciliation de la perspective de I'expert et de celle du patient. Tous ces domaines ont été

intégrés dans I'échelle AQoLS sauf les troubles cognitifs.
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Certaines des différences observées comme la description des sources d'aide et la
contribution différente des patients en rémission ou non entre les deux pays, pourraient
s'expliquer plutdt par le statut de chercheur de soins ou non, vis-a-vis de l'alcool. Savoir
identifier spontanément l'impact de l'alcool sur la qualité de vie pourrait faire partie du
processus de soins. Ce dernier point pourrait étre confirmé par un recrutement de
populations plus proches entre les deux pays. En effet, les conditions différentes de

recrutement entre la France et I'Angleterre constituent une limite a I'étude.
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ABSTRACT

Context

This study is the first patient-centered initiative to describe how quality of life is affected by an
alcohol use disorder. The aim of this study is to identify the content of quality of life related to
alcohol use disorder and to explore any socio-cultural differences between France and UK in

quality of life impact of alcohol use disorder, from the patient perspective.

Methods

We included 38 patients with current or remitted alcohol dependence in France and in UK to
take part to focus groups on the impact of alcohol consumption on quality of life. The focus
groups were transcribed into 2 corpuses. The French and the English corpuses were
qualitatively analyzed using ALCESTE software to identify and describe classes of content.
Association between classes and AUD status (current/remitted/mixed group) were performed

(chi-2 test) in both corpuses.

Results

The number of stable classes was 3 in the French corpus and 5 the English one. Three main
shared themes composed the corpuses: impact on quality of life, alcohol obtaining and
consumption, and sources of help. Content of impacted quality of life by alcohol was similar
between the two countries. Patients gave particular salience on degraded self-esteem, loss
of behavioral control and cognitive difficulties. Main differences between the two corpuses
were (1) the division of the third theme in two areas in the English corpus, namely
institutional sources of help and help from relatives, (2) an additional theme in the English
corpus reporting physical impairment, mostly withdrawal symptoms (3) cultural differences in
alcohol obtaining and consumption.
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Conclusion

Despite differences in drinking habits, the domains of life impacted by alcohol identified by
the patients were similar across the two countries and are then confirmed to be non-country-
specific. Moreover, the help-seeking status could impact the ability in spontaneously

identifying impacted-by-alcohol domains of life.
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INTRODUCTION

The high burden of alcohol has been well described from a public health perspective, in
terms of morbidity/mortality (Rehm, Mathers et al. 2009; Rehm and Roerecke 2013). Costs
and avoidable costs of excessive alcohol consumption have also been estimated, mainly
through productivity loss, followed by health care (i.e. hospitalization and medication)
(Laramee, Kusel et al. 2013), and criminality (Rehm, Patra et al. 2010). Some authors
suggested an under-estimation of these social costs due to the difficulty in assessing human
costs (Jeanrenaud, Priez et al. 2003), including harm to others (Nutt, King et al. 2010).
Human costs are usually defined as the impact on the patient’'s and his family’s quality of life.
Health-related Quality of life (HRQOL) is defined as "the patient's subjective perception of the
impact of his disease and its treatment(s) on his daily life, physical, psychological and social
functioning and well-being" (EMEA 2005). An attempt to estimate human cost used impact
on health related quality of life of four physical illnesses attributable to alcohol consumption
(Jeanrenaud, Priez et al. 2003). No documentation of human cost relative to health-related
quality of life of alcohol use disorder is available, except in terms of change after a
therapeutic intervention (Laramee, Kusel et al. 2013; Laramee, Brodtkorb et al. 2014).
Moreover, until recently, health related quality of life was assessed in patients with alcohol
use disorder using generic scales, with a potential loss of information due to low specificity
and irrelevance of some of the content of these scales (Luquiens, Reynaud et al. 2012).
Particularly, the physical component of generic scales seems insufficiently specific and
poorly sensitive to change. In fact, these scales, although mostly self-questionnaires, have
been developed from the expert’s perspective, and did not involve patients during the items
generation process (Luquiens and Aubin 2014). However, patient input is required in the
development process of a patient reported outcome (FDA 2009). Patient’s input in health
care providing and decision making in terms of therapeutic strategies are the basis of patient-
centered approaches and is recommended by most health administrations including the
Food and Drug Administration (Patel 2012). To our knowledge, this is the first patient-
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centered initiative to describe quality of life in alcohol use disorders. This initiative lead to the
development of a patient reported outcome specifically designed to assess quality of life in
alcohol use disorders, the Alcohol Quality of Life Scale (AQoLS) (Luquiens, Whalley et al.
2014). Kleinman demonstrated in the 70’s how a patient's culture influences the
understanding of illness and the identifying of the impact of illness (Kleinman, Eisenberg et
al. 1978). It is therefore interesting to explore quality of life in different cultural contexts. The
aim of this study is to identify the content of quality of life related to alcohol use disorder and
to explore any socio-cultural differences in QoL content and impact of alcohol use disorder,

from the patient perspective.

METHODS

Sample

Patients in the UK were non-treatment-seekers regarding alcohol, recruited through the
Royal Liverpool and Broadgreen University Hospital, where they were hospitalized for
another reason but alcohol use disorder. Patients in France were treatment-seekers recruited
through the Centre d’Addictologie of the Hbépital Paul-Brousse in Villejuif, and the Centre
Médico-Psychologique B of the Centre Hospitalier Universitaire in Clermont-Ferrand. In- and
out-patients with an alcohol use disorder from these three sites were proposed purposively to
enter the study by telephone or face-to-face contact. Reasons for refusing to enter the study
were justified by a lack of available time for most patients by clinician impression, even if no
flow chart has been conducted on the non-included patients. Patients meeting diagnostic
criteria of current or remitted alcohol abuse or dependence, as defined by the Diagnostic and
Statistical Manual of Mental Disorders, Fourth Edition (DSM-1V) and assessed with the Mini-
International Neuropsychiatric Interview (MINI 6.0), were recruited into the study. Additional
inclusion and exclusion criteria ensured that patients would be able to engage with the
research process and excluded significant comorbidities or treatments that might confound
the exploration of the HRQOL impact of AUDs: Inclusion criteria were :(1) Patient meets the
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clinical diagnostic criteria of current or remitted (remitted for between 1 and 12 months)
alcohol abuse (minimum of 1 criteria met) or dependence (minimum of 3 criteria met) , as
defined by DSM-IV and assessed with the Mini-International Neuropsychiatric Interview
(MINI 6.0) (2) Patient is aged 18 years or older (3) Patient has the cognitive ability to
participate in a focus group or cognitive debriefing interview (as judged by the clinical team)
(4) Patient is able to provide written informed consent. Exclusion criteria were: (1) Patient
has learning difficulties that prevent him/her reading and responding to questionnaires (2)
Patient has a major physical comorbidity judged by the clinical team to be a significant
influence on the patient’s day-to-day life (e.g., liver failure) (3) Patient has another axis 1
diagnosis (with the exception of nicotine dependence) (4) Patient is judged by the clinical
team to be incapable of participating in the study (e.g., if the patient is unable to give fully
informed consent) (5) Patient is currently taking baclofen for alcohol dependence (in the lack
of documentation of a possible high rate of imputable side effects and level of incapacity
(ANSM 2014)) (6) Patient is currently undergoing acute withdrawal treatment (7) Patient has
significant cognitive impairment, as judged by the clinical team and, for participants in the

cognitive debriefing interviews, evaluated with the Mini-Mental State Examination (MMSE).

Focus groups

The purpose of the focus groups was to explore the impact on quality of life of AUDs and its
treatment, from a patient perspective. The group discussions were facilitated by trained
interviewers in each country (authors DW, LD, and SC in the UK and NH and JP in France)
and were audio-recorded and transcribed. Focus groups are semi-structured discussions that
aim to explore a specific set of issues. Interviewers commenced the focus group by asking
broad questions about participants history of alcohol use disorder, before asking focal
questions on the impact of their alcohol consumption on their quality of life (Tong, Sainsbury
et al. 2007). A discussion guide was constructed to explore the concepts of interest identified
in the literature, namely in a systematic review of quality of life (Luquiens, Reynaud et al.
2012) and to identify any further areas of impact not currently considered as part of quality of
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life related to alcohol use disorder. This guide was used to conduct the concept elicitation

during the focus group sessions with AUDs patients in the UK and France sites.

Data analysis

After verbatim transcription of the recordings from the focus groups, the moderator reviewed
the transcripts, assembled them in two corpuses, French and English. The corpuses were
organized according to Alceste software (ALCESTE, V. 2015, Image, Toulouse, France)
requirements. Alceste was used to assist in data analysis and interpretation of each corpus
separately. Alceste conducts lexical analysis using the descending hierarchical classification
method. It is based on calculations made about the co-ocurrence of words in segments of
text with the aim of synthesizing and organizing essential information in a textual database. It
operates in the following five stages: (1) Text segmentation and word coding: the corpus is
segmented into elementary units of context (EUCs), which are text segments that contain a
characteristic idea. The words are classified using an internal dictionary (French dictionary
for the French corpus, and English dictionary for the English corpus); (2) Lemmatization: the
words are reduced to their radicals and classified as “analyzable” (nouns, verbs, adjectives,
adverbs, etc.) or “supplementary” (prepositions, pronouns, etc.); (3) Definition of a
contingency table of “analyzable” reduced forms and elementary units of context (EUCs); (4)
Top-down hierarchical classification analysis: performed to obtain stable classes and their
significant words (tested by chi-square); (5) Class description to aid interpretation. The
significant vocabulary of each class, that is, the words which give sense to the classes, was
selected based on the concomitant occurrence of the following criteria: (1) Higher than
average frequency of occurrences in the corpus; (2) Class association, determined by a chi-
square value (x2) above 3.84 (gl = 1, indicating that the reliability of association between the
word and the class is greater than 95%). Elementary Units of Contexts (EUCs) significantly
associated to the classes were also identified based on a chi-square value above 3.84.
EUCs are segments of text that contain a characteristic idea or a meaning. One of the
researchers attending the French focus groups in one of the centers interpreted the results
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based both on the significant words and on the significant EUCs of each class. The chi-
square value associating words and EUCs to the classes enabled the interpretation of the
classes’ meanings, allowing the researcher to grasp the ideas that define each of them. To
understand the content of the classes, the researcher must locate the significant words of
each class on the significant EUCs (Mazzonetto and Fiates 2014). Cluster analyses of each
class were performed. Association between classes and AUD status (current/remitted/mixed

group) were performed (chi-2 test) in both corpuses.

RESULTS

Characteristics of the samples are presented in table 1. We included 38 patients with current

or remitted alcohol dependence in France and in UK.

Characteristics of the corpuses
The total number of forms was 33522 and 85132, the number of distinct forms was 2968 and
3943, the number of stable classes was 3 and 5, and the percentage of EUCs classified was

60 and 67%, respectively in the French and the English corpuses.

Description of classes for the top-down hierarchical classification analysis in French and in
English corpuses

The two corpuses were organized around three main topics, corresponding to the three
French classes, and four of the English classes: core impact on quality of life (class 1),
alcohol obtaining and consumption (class 2), sources of help and health care providing (class
3 in the French corpus, classes 4 and 5 in the English corpus). In the English corpus, there is
an additional independent class referring to physical impairment (class 3). The figures 1 and
2 present the dendrograms from top-down hierarchical classification analysis of the classes

and major associated words.
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Core impact on quality of life (class 1)

The class1 in the 2 corpuses details the core of impact on quality of life of alcohol
consumption. Patients reported loss and degradation in many domains of their life, and
suffered from the feeling of turning into a different person while drinking. The table 2 gives
examples of EUCs from the English corpus. All impacted domains are common between the
French and the English corpuses: (1) relationships with family and friends, (2) negative
emotions, namely guilt, anxiety, depression, (3) the low self-esteem, (4) the disinvested
activities included sexuality and the lack of perspective and projects, (5) the feeling that life is
scheduled by alcohol consumption and living alcohol as a constraint, (6) the loss of
behavioral control leading for instance to violent talks or fights, (7) memory and cognitive
impairment, (8) the degradation of living conditions (namely through loss of work, of a flat,
financial difficulties). Cognitive impairment and deficits in memory have been identified as
close to loss of behavioral control in French patients in the cluster analysis of the class 1, but
this association was not observed in the English class 1 (associated to the same node n°2,
supplementary online only figure 1 and 2). However, quotations from the English corpus
show that patients have identified the same link: EUC n° 1875 : " well initially | feel great and
then | drink that much that | can’t remember really, honestly. yeah, | have memory issues but
the thing is | say things to people and | can be absolutely horrible and | mean really horrible
but | can’t remember what | say."

In UK, patients with Remitted AUD contributed significantly more to class 1 than patients with

current AUD. Opposite results were observed in France.

Alcohol obtaining and consumption (Class 2)

Class 2 in the English and French corpuses describes the drinking occasions, from the
alcohol obtaining to the consumption itself, and all the organization required enabling the
drinking occasions. Drinking is presented in both corpuses as a very strict routine. It refers to
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the kind of alcohol, the time and place of obtaining and the horary restrictions, and the time
and place of drinking if different from the obtaining one. The description is very rich and
precise in the 2 Corpuses, with the highest percentage of EUCs classed (respectively 54%
and 29% in the French and in the English corpuses). Socio-cultural similarities are the
importance of the evening and night time as preferred moments to drink alcohol. In the
French corpus, the way from work to home is a risky situation to drink. In both corpuses, the
house can be either a consumption place or a shelter place to avoid drinking. Concomitant
use of tobacco is also reported in both corpuses in this class. Differences are a wider variety
of alcohol drinked in the English corpus, and the places of obtaining, linked to local alcohol
selling legislation. In UK, patients frequently buy alcohol in dedicated shops, (i.e.off-licence,
“offy”), which is not reported by the French patients. Last, Binge drinking is reported by

English patients but not by French patients.

Sources of Help (French class3 and English class 4 and 5)

The French class 3 is composed of verbatim borrowed from health care providers, namely
technical words (e.g. “anxiolytic”, “factor”, “psychologist” “self-confidence”, “medication”),
used concomitantly to motivational components, routinely used among the French
investigator centers (e.g. “so much better”, “to realize”). In the English corpus among non-
treatment seeking regarding alcohol patients, two close classes refer to help. The class 4
refers to mutual support groups, more than to health care obtaining; the verbatim is
composed of negative emotions (e.g. “shame”, guilt”) and a redemption-like process (e.g.
“admit”, “sorry”). The class 5 refers to help from relatives, but also to the burden of a difficult

personal history, especially poor emotional support.

Physical impairment (English class 3)
Interestingly, we observed in the English corpus an additional class relative to physical
impairment, separated from the class 1 relative to the impact of alcohol on quality of life. This
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class reports mostly withdrawal symptoms, like shaking, sleep disorder, digestive troubles,

anxiety, but also intoxication symptoms, like fatigue and loss of energy.

DISCUSSION

Three main themes were shared by The French and English corpuses :core impact on
quality of life, alcohol obtaining and consumption, and sources of help. Content of impacted
quality of life by alcohol was similar between the two countries. Main differences between the
two corpuses are (1) the division of the third theme in two areas in the English corpus,
namely institutional sources of help and help from relatives, (2) an additional theme in the
English corpus reporting physical impairment, mostly withdrawal symptoms (3) cultural
differences in alcohol obtaining and consumption.

Different drinking habits between UK and France appear in our study: different place and
horary for obtaining alcohol and binge drinking evocation in UK. The first one is highly
influenced by different alcohol selling legislation (Assemblée_nationale and Sénat 2009;
Home_Office 2015), with more constraining horary restriction in the UK. Different drinking
patterns and particularly high amount of alcohol per drinking occasion and binge drinking
have previously been described as more frequent in UK than in France (Kuntsche, Rehm et
al. 2004; Dunbar and Crombie 2011). These differences in drinking habits support the
relevance of our corpuses.

Despite differences in the drinking habits, the domains of life impacted by alcohol identified
by the patients were similar across the two countries. Some of those domains are explored
by generic HRQOL scales: relationships with family and friends, and negative emotions.
However others could have been incompletely explored: guilt is not usually explored, or even
not explored at all in HRQOL scales. These usually unexplored domains, like low self-
esteem, disinvested activities included sexuality the lack of perspective and projects, feeling
that life is scheduled by alcohol consumption and living alcohol as a constraint, loss of
behavioral control leading (for instance to violent talks or fights), memory and cognitive
impairment, living conditions impairment (namely through loss of work, of a flat, financial
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difficulties) are relatively specific to alcohol mental and alcohol use disorders. Some of these
domains have been previously explored in scales exploring the consequences related to
alcohol consumption (Miller and Longabaugh 1995). If the domains can overlap, the way of
assessment totally differs because these consequences scales are expert-centered and are
usually not self-questionnaires. One should take into account the possible stigma influencing
the expert-reported outcomes, whereas alcohol use disorder is one of the conditions the
most impacted by stigma among health care providers (Ronzani, Higgins-Biddle et al. 2009;
Stuart 2012). Memory deficits, cognitive impairment and loss of behavioral control are till
today perceived by health care providers like traits, risks factor of addiction or markers of
alcohol toxicity, more than a patient complaint (Blume, Schmaling et al. 2005; Gan, Guevara
et al. 2014). This patient-centered approach allows a conciliation between the observed by
the expert symptoms and patients’ asking for change. These domains are identical to those
included in the AQoLS developed from theses focus groups with another qualitative
approach (Luquiens, Whalley et al. 2014), except for memory loss and cognitive impairment,
which has been interestingly identified by the French patients as very close to loss of
behavioral control. This understanding is supported by fundamental data linking impulsivity,
deficits in cognitive control and aggressive reactions (Gan, Guevara et al. 2014; Dambacher,
Sack et al. 2015).This study supports the first analysis of these focus groups (Luquiens,
Whalley et al. 2014) that proposed the inclusion of control domain as part of the core impact

on quality of life of alcohol consumption.

The different recruitment settings between the French and the English patients could explain
the different sources of help reported by the two groups of patients. French patients have
been included in addiction specialized centers, and were therefore, no matter their AUD
status, invested and motivated to change their alcohol consumption. They spontaneously
referred to professional sources of help and to medical care. On the contrary, English
patients were recruited in other departments but addiction department, and were not asking
for help regarding their alcohol consumption. Some of them recovered thanks to mutual
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support groups such as the Alcoholic Anonymous, or the Intuitive Recovery, which are
available in the environment of the Liverpool hospital. This could explain that some referred
to mutual support groups, and others referred preferably to close relatives, and especially
family members, that are the more easily available potential supporting people among non-
help-seeking people. More than a cultural difference, the discrepancies in the description of
sources of help could be due to the help- or non-help-seeking status of the patients.
However, mutual support groups are much more available in UK than in France, even if
French guidelines highlights the potential benefits of attending these groups (SFA, ANPAA et
al. 2015). The separate notification of alcohol withdrawal symptoms and physical impairment
could also be due to this difference of characteristics in help-seeking status. French patients
refer less to withdrawal symptoms maybe because there are handled with some medications,
whereas English patients have to deal with them on their own. However it is interesting to
note that physical impairment is not the core of the impact on quality of life, described in
another class. It is a therefore critical issue to use scales giving a large place to physical
impairment in assessing HRQOL among patients with alcohol use disorder, as it has been
hypothesized in previous research (Luquiens, Reynaud et al. 2012). Moreover, the remitted
non-help seeking English patients and the non-remitted help-seeking French patients are
those who reported the largest part of the impact of alcohol consumption on quality of life (vs
respectively the non-remitted English and the remitted French patients). One explanation of
this difference could be that treatment process includes, by its motivational component, the
identification of domains of life impacted by alcohol consumption. The motivational aspect of
assessing quality of life had previously been noted (Ugochukwu, Bagot et al. 2013), and our
data support this hypothesis. The completion of AQoLS, the only HRQOL scale specific to
alcohol use disorder and derived from the focus groups reported in this study, could then
serve as a motivational tool helping the detailed identification of domains of life impacted by
alcohol consumption, and explored by items that are identified as matching patients'
concerns. It could allow drawing a detailed picture of the personal situation of patients and
thus guide the care in a patient-centered approach.
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Limits

Participants had probably a good therapeutic alliance, since they were asked to attend a 2
hours group with no monetary compensation. This could have constituted a recruitment bias.
Moreover, no patient with alcohol abuse was included. Therefore these findings document
quality of life impact of the more severe end of the alcohol use disorder spectrum, which was
the initial population of interest. These data could be interestingly complemented by data
among alcohol abusers or frequent binge drinkers not fulfiling the criteria for alcohol
dependence.

The number of EUCs classified was correct in both corpuses and enough to enable the
analyses, but remained limited. The French corpus was less rich than the English corpus, but
the latter is composed of more "noise", which is content not strictly related to quality of life,
classified in class 5. Some of the so-called "noise" was the report of a difficult personal
history from one patient. It probably comes from a less directive way to lead the groups in
UK, to the personality of the included patients or because the included patients were more
used to mutual support groups, and could then be more used to share their personal history,
regardless the initial purpose of the session.

The cross-cultural dimension of the content is limited to two European countries and cannot
be generalized without caution to other countries. As some of the findings seem to be
related to the different characteristics of the investigator settings, these data should be
reproduced cross-culturally within similar settings to determine to role of help-seeking status
in the ability in spontaneously identifying the impacted-by-alcohol domains of life among

patients with alcohol dependence.

CONCLUSION

Despite differences in the drinking habits, the domains of life impacted by alcohol identified
by the patients were similar across the two countries. Patients with current or remitted
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alcohol dependence gave particular salience on constraint of alcohol consumption, the self-
esteem impairment, loss of behavioral control and cognitive difficulties. These domains newly
understood as part of HRQOL among alcohol dependent patients are confirmed to be non-
country-specific and non-impacted by specific drinking habits. Moreover, the help-seeking
status could impact the ability in spontaneously identifying domains of life impacted by-
alcohol. Patients could benefit from an active help to identify these domains as part as the

treatment motivational process.
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TABLES AND FIGURES

Table 1: Characteristics of the Focus Groups Patient Sample

Characteristic UK (n = 17) France (n = 21)

Age (years)

Median (IQR) 42 (38-52) 48 (42-50)
Range 23-65 31-69

Sex [n (%)]

Male 12 (70.6) 14 (66.7)
Female 5 (29.4) 7 (33.3)

Relationship status [n (%)]

Married or living as 3(17.6) 10 (47.6)
Not married or living as 14 (82.4) 11 (52.4)

Employment status [n (%)]

Working 5 (29.4) 11 (52.4)
Not working 12 (70.6) 10 (47.6)

DSM-1V diagnosis [n (%)]?

Dependence 17 (100) 21 (100)
Abuse 0 (0) 0 (0)

MINI dependence score®
Median (IQR) 6 (5-7) 5 (4-6)
Range 4/7-7/7 3/7-717

AUD status [n (%)]

Current 8 (47.1) 12 (57.1)
Remitted 9 (52.9) 9 (42.9)

Number of drinks on a typical occasion
[n (%)]

3-4 0 (0) 2 (10)
5-6 3 (18) 6 (29)
>6 12 (70) 13 (62)

Frequency of having 6 or more drinks on

one occasion over last year [n (%)]

Weekly 1 (6) 7 (33)
Daily or almost daily 13 (76) 14 (67)
Time since first contact with health 4.5 (5.9) 5.7 (5.8)

services (years) (mean, sd)

AUD = alcohol use disorder; DSM-IV = Diagnostic and Statistical Manual of Mental
Disorders,  Fourth  Edition;  MINI = Mini-International ~ Neuropsychiatric  Interview;
IQR = interquartile range.

& DSM-IV dependence and abuse criteria assessed by the Mini-International
Neuropsychiatric Interview 6.0 (14). Patients received a diagnosis of alcohol dependence if
they met a minimum of three out of seven dependence criteria. If the criteria for dependence
were not met, the patient was assessed according to four abuse criteria; a minimum score of
2 was required for a diagnosis of abuse.

® MINI dependence score is the number of dependence criteria met; scores can range from 0
to 7, with a minimum of 3 required for a diagnosis of alcohol dependence.
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Table 2: Examples of Elementary Units of Context (EUCs) associated to class 1 (x 2 > 3.84) in the

English corpus

EUCn°® Quotation

1258 “It makes us selfish. It turns us from being nice, affable people and to me personally into
a violent nasty verbally abusive, robbing, do anything, anything, hurt anyone who gets in
my way, tries to take the drink off me.”

1668 “I lost my flat yeah. Lost everything. | was living in an abstinence house where you are not
allowed to drink. It was a supported house. Not allowed to drink, not allowed to do any
kind of illegal substances. And this is where me and my partner were staying and ended
up drinking.”

0796 “So I've started to notice that myself, picked up on it. But the final straw was when |
actually self-harmed under alcohol and police were called and | was arrested and
everything else, because there was a knife involved.”

1262 “My mum says you’re not my son when you drink. You re a totally different person, your
eyes change, your face changes, your mannerisms change. Everything about you gets
tense."

1582 “But that, it ruined my life because | used to love going out but while you re drinking, it
totally bollocks up my sex life.”

0032 “And | know that they are elevated again and it just looks to remain that way. So literally,
health was never an issue. Although | was a mess, | was very emotional, couldn’t function
properly, complete and utter apathy with friends, with family, with work colleagues, with
my job, | just wasn’t bothered.”

0667 “Well, because of your timetabling your life around it, it’s difficult to make plans and

follow it through today so far, we’re on a cycle, do you know what | mean?”
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Figure 1: The dendrogram (from top-down hierarchical classification analysis) and the major

associated words ( x 2 2 4) on the French corpus. (Form (Khi-2, frequency))
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Figure 2: The dendrogram (from top-down hierarchical classification analysis) and the major

associated words ( x 2 2 15) on the English corpus). (Form (Khi-2, frequency))
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Supplementary online only figure 1: cluster analysis of class 1 (French corpus) (cosines similarity)
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Supplementary online only figure 2: Cluster analysis of class 1 (English corpus) (cosines similarity)
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Validation transversale de I’échelle AQoLS (Luquiens et al.
en révision)

Larticle «Luquiens, A., D. Whalley, et al. (in Rev). "Validation of a new patient reported
outcome instrument of health-related quality of life specific to patients with alcohol use
disorder: the Alcohol Quality Of Life Scale (AQoLS)." Quality of life research» soumis en

anglais est ici synthétisé en francais, puis inséré dans sa version compléte en anglais.

Aprés avoir deéveloppé I'échelle AQoLS, il s'agit de déterminer ses propriétés
psychométriques et sa validité de structure et de construit. L'analyse présentée ici constitue
le premier rapport de validation transversale dans une population de patients présentant un

trouble d'usage d'alcool en France.
Méthodes
Population

Cette étude est une partie d'une étude plus large prospective dans 8 pays européens dont la
France (Rehm, Allamani et al. 2015). Les patients étaient recrutés en milieu spécialisé
addictologique. En France, un échantillon de 285 patients présentant un trouble d'usage

d'alcool et traités dans un des 6 centres investigateurs ont été inclus dans I'étude.
Mesures

Des caractéristiqgues sociodémographiques et I'Alcohol Use Disorders Identification Test-

Consumption (AUDIT-C) ont été recueillis.

L'échelle AQoLS a été complétée par tous les patients, ainsi que deux autres échelles de

QVLS génériques présentées précédemment, 'EQ-5D et la SF-36 (les deux échelles les plus
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utilisées jusqu'a présent) pour les patients de trois des centres, ces deux échelles ayant été

ajoutées au protocole apres le début des inclusions.

Analyses statistiques

Nous avons reporté selon les recommandations du groupe COSMIN les éléments suivants:
validité de structure, consistance interne, validité de construit et test des hypothéses de

construit.

Le score total de I'échelle était obtenu en sommant les items. Chaque item était coté de 0

(pas d'impact) a 3 (extrémement impacté).

Validité de structure:

AQoLS est basée sur un modéle réflectif. La validité de structure a été analysée avec le
score total et donc avec les données des patients pour lesquels il n'y avait pas d'item
manquant. Une analyse factorielle exploratoire a été réalisée pour explorer la structure
dimensionnelle de AQoLS. Le nombre de facteur optimaux a été identifié a partir d'une
analyse en composante principale par I'observation graphique du point d'inflexion du scree
plot selon la méthode de Catell. La présence sur le scree plot d'une premiére dimension
substantielle était recherchée pour soutenir la pertinence du calcul d'un score total en

sommant les items.

Validité de construit et test d'hypothéses

Pour évaluer la validité de construit, les corrélations par le test de Spearman entre le score
total de AQoLS et les dimensions de I'EQ-5D, de la SF-36 et de ses scores résumés ont été
calculées. Nous avions posé I'hypothése d'une congruence dans la direction des corrélations
entre les échelles, et de corrélations modérées avec les scores sauf avec les scores relatifs

a des dimensions purement physiques ou nous avions I'hypothése de corrélations faibles.
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Consistance interne

Nous avons évalué le coefficient alpha de Cronbach pour le score total et les scores des
dimensions. En effet, méme si nous nous appuyons sur un modeéle réflectif, nous pensons
que les scores des dimensions peuvent servir a étudier I'efficacité d'interventions ciblées sur

certaines composantes de la qualité de vie.

Résultats

Population

Un total de 285 patients traités pour un trouble d'usage d'alcool en milieu spécialisé a été
inclus. Il s'agissait pour 65% d'hommes, I'age moyen était 48 ans, le score AUDIT-C moyen
de 6 et tous les patients étaient considérés comme alcoolodépendants. 1/3 des patients était

sans activité professionnelle.

Distribution du score AQoLS

Le score total a pu étre calculé pour 236 des 285 patients. Le taux de données manquantes

variait de 2 a 4% selon les items, et il n'a été observe ni d'effet plancher ni d'effet plafond.

Validité structurelle

Le scree plot a montré une dimension majoritaire autorisant le calcul d'un score total. Sept

dimensions ont été identifiées graphiqguement avant le point d'inflexion du scree plot.

Une analyse factorielle & 7 facteurs a été réalisée avec la rotation Varimax. 21 des 34 items
ont obtenu la charge la plus lourde sur leur dimension hypothétique pensée a priori.
Plusieurs items ont présenté des charges proches (différence maximales 0.11) sur plusieurs
dimensions, nous avons choisi de les attribuer a leur dimension hypothétique. Cing items
présentaient des charges faibles < 0.5 pour toutes les dimensions. Nous avons choisi de les
conserver tout de méme car aucun de ces facteurs ne présentant de probléme de qualité,

notamment le taux de données manquantes était bas et similaire a celui des autres items

117



(=4%), on ne retrouvait pas d'effet plafond ni plancher pour ces cinq items et ils ne

semblaient pas redondants;

Au final, deux dimensions hypothétiques ont été pleinement confirmées avec tous les items
rattachés hypothétiquement a ces dimensions attribués ayant la charge la plus élevée pour
celle-ci lors de l'analyse factorielle: le contréle et le sommeil. Certains items de cinq
dimensions ("émotions négatives", "activités", "relations interpersonnelles”, "prendre soin de
soi") ont été redistribués sur des dimensions différentes "(activités", "relations
interpersonnelles”, "conditions de vie"). En effet, la dimension "prendre soin de soi" n'a pas
été observée, mais une septiéeme dimension a émergé de l'analyse, "l'estime de soi",
regroupant les items 12 "confiance", 14 "amis", 19 "honte", item 20 "mépris" et 21 "gacher sa

vie'.

Validité de construit:

Comme expliqué précédemment, les échelles EQ-5D et SF-36 n'ont été complétées que par
les 60 patients restant a inclure au moment ou ces échelles ont été amendées au protocole.
Le taux de données manquantes pour ces échelles était <7% pour tous les items sauf cing
des items de la SF-36 (taux de 8 a 11%). La corrélation des dimensions de la SF-36 avec
AQoLS était moyenne, conformément a nos hypothéses, sauf pour le score de
fonctionnement social et d'état de santé général. Comme attendu également, le score de
composante mentale était corrélé fortement a AQoLS (r=0.7, n=35) et le score de
composante physique était faiblement corrélé a AQoLS (r=0.1, n=35). En ce qui concerne
I'EQ-5D, les scores d'activité, et anxiété étaient modérément corrélés a AQoLS, mais le
score de mobilité était aussi modérément corrélé a AQoLS, alors qu'on I'attendait plus faible.
Comme attendu, les scores de douleur et d'autonomie étaient faiblement corrélés a AQoLS
(r<2). La direction des corrélations montrait une congruence entre AQoLS et les autres

échelles, sauf pour les scores de santé générale de la SF-36 et de 'EQ-5D, ce qui pourrait
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évoquer une inversion du score chez les malades les plus sévéres avec la SF-36 et 'EQ-5D,

connues pour étre sensibles a ce phénomene.

Consistance interne

Le coefficient de Cronbach du score total était de 0.96, et celui des dimensions issues de

I'analyse factorielle de 0.8 a 0.9.

Discussion

La validation transversale de AQoLS dans une population de patients alcoolodépendants a
montré la pertinence du calcul d'un score total et une structure a 7 dimensions différant
légérement des dimensions pensées hypothétiguement. Les dimensions observées étaient
"activités, "relations interpersonnelles”, "émotions négatives", sommeil", "contréle" et "estime

de soi". Les 34 items ont été conservés car de bonne qualité et pertinents cliniquement sans

redondance évidente.

Deux dimensions n'étaient pas jusqu'a présent considérés comme faisant partie de la qualité
de vie liée a la santé dans le trouble d'usage d'alcool: le contréle et I'estime de soi. Le
contréle était une des dimensions pensées hypothétiguement lors du développement de
I'échelle. Le contréle semble particulierement pertinent cliniquement puisqu'il constitue le
symptdme coeur de I'addiction sous la forme de la perte de contréle aussi bien cliniquement
que d'un point de vue neuropsychologique (contréle inhibiteur) et neural (réle des régions
préfrontales en particulier) (Muraven and Shmueli 2006; Piazza and Deroche-Gamonet
2013; Volkow and Baler 2014; Wilcox, Dekonenko et al. 2014) . L'échelle AQoLS permet
ainsi une réconciliation entre le point de vue d'expert et le point de vue centré sur le patient,
en explorant en tant que plainte du patient ce qui était jusque-la souvent considéré comme
un facteur pronostic ou de risque, ou bien comme un symptédme évaluable par un tiers.
L'estime de soi n'était pas explorée dans les instruments mesurant la QVLS chez I'adulte.
Pourtant, la qualité de vie est connue pour étre faible chez les alcoolodépendants (Tikka,
Ram et al. 2014), et a été décrite comme associée a la qualité de vie globale (Hibbert and
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Best 2011) et proposée comme faisant partie de la qualité de vie globale dans une échelle,
la Life situation survey (Chubon 1999 revised), validée secondairement chez

I'alcoolodépendant (Foster, Marshall et al. 2000).

La corrélation modérée avec les autres échelles de qualité de vie montre que AQoOLS ne se
comporte pas comme une échelle redondante aux existantes. Le libellé des consignes
interrogeant directement les patients sur le réle de I'alcool pourrait expliquer cette corrélation
modérée alors méme que certaines dimensions comme les activités et les relations
interpersonnelles sont communes entre AQoLS et les échelles SF-36 et EQ-5D. Cela
pourrait aider les patients a faire le lien sur le réle de I'alcool sur leur qualité de vie, alors qu'il
pourraient répondre négativement a des consignes concernant leur "santé", notamment par
un processus d'auto-stigmatisation situant leur probléme d'alcool en marge de leur état de
santé. Les corrélations faibles avec les scores physiques viennent confirmer notre hypothése

de manque de pertinence de ces items des échelles génériques en ce qui concerne le

trouble d'usage d'alcool.

La limite majeure de cette analyse est son caractére transversal. Il reste nécessaire de

documenter le comportement de I'échelle dans le temps et sa sensibilité au changement.
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ABSTRACT

Purpose

The Alcohol Quality of Life Scale (AQoLS) is a new patient reported outcome 34-items
questionnaire measuring health-related quality of life (HRQOL), specific to patients with an
alcohol use disorder, developed from the patients’ perspective. This is the first report

establishing evidence in support of measurement reliability and validity of the AQoLS.

Methods

285 randomly selected patients receiving interventions for alcohol use disorder in addiction
specialised care settings in France were included in the study (response rate 80.1%).
Exploratory factor analysis was conducted to evaluate the hypothesized-during-development-
stage dimensional structure of the AQoLS. Internal consistency of the total score and the
dimensions subscores were assessed through Cronbach’s alpha coefficients. Construct
validity was tested through correlations with the Short-Form 36 Health Survey (SF-36) and

EuroQol 5 dimensions (EQ-5D).

Results

Exploratory analysis indicated 7 observed dimensions which differed slightly from the 7
dimensions defined a priori in the framework hypothesised during the scale development:
activities, relationships, living conditions, negative emotions, self-esteem, control, and sleep.
A major common factor allows the summing of the 34 items to obtain a total score. All the 34
items were acceptable. Cronbach’s alpha for the AQoLS total score was 0.96 and ranged
from 0.8 to 0.9 for the dimensions subscores. AQoLS was congruently and significantly

correlated with most subscores of the SF-36, including the mental subscore, and the EQ-5D.

Conclusion
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This study provides evidence of the measure’s psychometric properties in terms of construct
validity and internal consistency. The “control” and “self-esteem” dimensions are of particular
interest as these concepts are not captured in existing HRQOL. Further longitudinal

validation of the scale is necessary to assess sensitivity to change.
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INTRODUCTION

Alcohol use disorders (AUD) have the widest treatment gap (78.1%) amongst psychiatric
disorders worldwide (Kohn, Saxena et al. 2004). This could be partially explained by the fear
to be proposed an abstinence-oriented treatment (SAMHSA 2012). These findings
contributed to revisit the acceptability of strategies relying on reduction of alcohol
consumption, supported by the recent modelling of harm reduction linked to reduction of
alcohol consumption (EMA 2010; Rehm and Roerecke 2013). This context, along with the
recent first European approval of a pharmaceutical drug to reduce alcohol consumption in
alcohol dependent patients (EMA 2010; EMA-CHMP 2012; EuropeanMedicinesAgency
2013), highlights the need for nondrinking outcomes that could assess the efficacy of both

abstinent and non-abstinent targeted interventions, and allow comparison between them.

Moreover, these evolutions can be considered as part of the more global development of
patient-centred approaches, considering the drinking goal as only a surrogate endpoint of the
patient global state improvement, that could be preferably measured by nondrinking
outcomes (Luquiens and Aubin 2014). Even if alcohol consumption measures are adopted,
its assessment can be difficult, with variations in reporting of alcohol consumed leading to
different interpretations, especially when categorical variables are used, and when the goal
of treatment is not abstinence (Sobell, Sobell et al. 2003). Categorical use could report with
difficulty the non-linear change in drinking patterns. The non-linear change in drinking pattern
has been recently taken into account by the Food and drug administration recommending a
grace period when using categorical variables (FDA 2015). The use of continuous rather
than categorical measures of alcohol consumption could increase the precision of the
measurement, and thus the likelihood of finding true and relevant changes, even if they are
not consensual (Robinson, Sobell et al. 2014). A recent review of alcohol outcome studies
noted these difficulties, reporting that almost a quarter of reviewed studies failed to

quantitatively assess alcohol use, the primary dependent variable, making it difficult or
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impossible to evaluate substance use changes pre- and post-intervention (Robinson, Sobell

et al. 2014).

Recently, several nondrinking qualitative concepts have emerged to measure patients’
clinical states and outcomes: negatively related consequences, craving, and health-related
quality of life (HRQOL). The concept of negative alcohol-related consequences has the
disadvantage of coming mostly from the expert’s point of view (Miller and Longabaugh 1995).
Craving has shown complexity in its assessment because of its moving nature, and
conceptual and practical issues regarding its measurement are still debated (Tiffany, Carter

et al. 2000).

Health-related quality of life (HRQOL) is a nondrinking outcome consensually recognised in
the AUD field as well as in evidence-based medicine as a whole (Donovan, Mattson et al.
2005; Drummond, Sculpher et al. 2005; Zubaran and Foresti 2009). HRQOL could be
particularly valuable to assess the benefit of treatment, especially in non-abstinent targeted
interventions (Raistrick, Heather et al. 2006). HRQOL reflects patients’ feelings and
functioning and the impact of their health condition beyond simple symptom assessment
(Leplege 2011). Classically, HRQOL involves four domains: (1) physical state, including
autonomy and physical abilities; (2) physical well-being, including pain and physical
symptoms; (3) psychological state, including anxiety and depression; and (4) social
relationships including the domains of family, friends and work (Leplege 2011). However,
most generic scales, such as the SF-36 and the EQ-5D, have not been developed from the
patients’ but from the experts’ perspective; most of them have been developed primarily for
use among patients with somatic diseases such as cardiovascular disorders or cancer, who
experience different symptoms from those experienced in AUD (EuroQolGroup 1990;
McHorney, Ware et al. 1993). Moreover, as generic instruments are intended for use across
a range of diseases, they are less able to capture the specific manifestations of a given
disease, particularly complex disorders such as AUD. For example, they largely explore

physical areas, such as self-reliance and pain, which do not seem the most relevant ones in
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AUD (Luquiens, Reynaud et al. 2012). Although HRQOL is increasingly assessed in clinical
trials in AUD, some generic scales could fail in exploring some specific relevant information
in these patients (Luquiens, Reynaud et al. 2012). For example, a systematic review of
quality of life instrument used in clinical trials in alcohol dependence has shown that generic
instruments often fail to show a difference between treatment groups, even where the
efficacy of the experimental intervention on a drinking outcome or other outcomes has been
demonstrated (Luquiens, Reynaud et al. 2012). Similarly, social costs of AUD could be
underestimated (Jeanrenaud, Priez et al. 2003), in part due to the lack of relevant specific
scales assessing important aspects of quality of life in this disorder. Until recently, no quality
of life instrument had been developed specifically for patients with AUD, leaving some

potentially relevant areas unexplored.

In order to respond to these methodological, clinical and epidemiological issues, we
developed the first patient reported outcome (PRO) measure of HRQOL, specific to patients
with AUDs, the Alcohol Quality of Life Scale (AQoLS) (Luquiens, Falissard et al. 2012). The
AQoLS has been developed from the patients’ perspective, using focus groups and individual
interviews with subjects with current or remitted AUD in France and the United Kingdom. The
development followed industry-recognised standards for patient reported outcome
instruments used in clinical trials (FDA 2009), including an iterative process for deriving the
underlying conceptual framework and extensive patient input throughout the development
process to ensure content validity. This methodology ensures that the AQoLS reflects
patients’ concerns and can be used to explore the global impact of AUD on patients’
HRQOL. The methodology employed for the development of the scale development is
described in detail elsewhere(Luquiens, Whalley et al. 2014). Briefly, an initial, conceptual
framework for the AQoLS was developed from a previous systematic review of HRQOL
instruments conducted by Luquiens et al. [10]. A discussion guide for the running of the focus
groups relied on this framework to help exploration of potential HRQOL concepts in the

concept elicitation stage. To reduce country-specific characteristic bias of the new measure,
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all developmental stages of the AQoLS were conducted simultaneously in the United
Kingdom (UK) and France.The content was developed from the qualitative analysis of focus
groups in the UK and France involving 38 English and French patients with current or
remitted AUD of varying levels of severity. Patients were asked to share the impact that
alcohol had had or was having on their life. The sessions were transcribed and a thematic
analysis was used to identify key areas of impact of AUD, and draft items were developed to
capture these issues. The draft items of the AQoLS underwent expert review to ensure
clinical and cross-cultural applicability. AQoLS has previously shown good face and content
validity through two iterative rounds of cognitive debriefing interviews conducted with 31

patients with current or remitted AUD in both countries (Luquiens, Whalley et al. 2014).

This is the first report establishing evidence in support of measurement reliability and validity

of the AQoLS.

METHODS

Setting and patient sample

This validation study is part of a larger survey taking place in 8 European countries,
including France (Rehm, Allamani et al. 2015; Rehm, Allamani et al. 2015).The study is a
personal interview-based investigation among patients with AUD aged 18-64 years to gain
an understanding of the medical needs in this population. The study presented in this article

is a nested-study aiming to validate the French version of the AQoLS.

Patients were recruited in French addiction specialised care settings. 6 centres were
randomly selected from a register of 161 addiction specialised care sites across the country.
The random sampling method was chosen to enhance the representativeness of our sample
in order to reflect the treatment system for AUD in France. 285 out-patients currently treated
for an AUD were included in the study. All adult subjects aged 18-64 years in the specialised
care settings who had AUD (either current or remitted) and who were undergoing treatment
for their disorder were eligible to be part of the study. The study was proposed systematically
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to each patient attending a medical appointment in the investigation site on a preselected
day and treated for AUD. The included patients were then proposed an additional
appointment to complete the study assessments. Patients signed a written and informed
consent forms after having being explained the purpose of the study. The study met the
French requirements for observational studies and was approved by the Comité Consultatif
sur le traitement de linformation en matiére de recherche dans le domaine de la santé

(CCTIRS) on 04/24/15, Number 13.222.

Assessments

Patient demographics and disease state

Sociodemographic characteristics were collected from patients, including age, gender and
employment. Patients also completed the AUDs Identification Test Consumption (AUDIT-C),
a brief screening questionnaire which reliably identifies patients who have current AUD
(Bush, Kivlahan et al. 1998) (range 0 to 12). A score = 4 (men) or 3 (women) is considered

as a proxy for AUD (Bradley, Bush et al. 2003).

AQoLS

Patients included in the validation study self-completed the AQoLS on a single occasion in
the health care setting, during a dedicated interview. The AQOLS is a self-completed
questionnaire composed of 34 items and 7 a priori dimensions hypothesised during the
development stage: activities (items 1 to 6), relationships (items 7 to 14), living conditions
(tems 15 to 18), negative emotions (items 19 to 23), looking after self (items 24 to 27),
control (items 28 to 32), and sleep (items 33 to 34). A 4-point Likert-type response scale (“not
at all” (0), “a little” (1), “quite a lot” (2) and “very much” (3)) was selected to balance
responder burden and the potential measurement sensitivity of the items. The recall period is

4 weeks.
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Additional HRQOL scales

Additional HRQOL scales were amended to the clinical research form after the beginning of
the inclusion period. Inclusions were ended up in 3 of the 6 investigation centres at the
amendment time. All 60 remaining patients to be included in the 3 other centres
systematically self-completed the additional HRQOL scales (SF-36 and EQ-5D) in addition to
AQoLS, during the same dedicated interview as mentioned above. Characteristics of this

sub-sample of patients were described.

The Short-Form 36 Health Survey (SF-36) was derived from the Medical Outcome Study
(Ware and Sherbourne 1992), an observational study that began in 1986 among subjects
with cardiac impairment. It is a 36-item questionnaire that includes eight dimensions: physical
functioning, physical role limitation, emotional role limitation, bodily pain, mental health,
social functioning, vitality and general health perception. It also includes two component
summaries: mental (MCS) and physical (PCS). It was validated in a French version among
147 alcohol dependent patients. In this population, test-retest intraclass coefficients for a 0—
10 days interval were in the range 0.65-0.79, whereas the Cronbach alpha coefficient

indicated good internal consistency (range 0.70-0.89) (Daeppen, Krieg et al. 1998).

The EuroQol 5 dimensions (EQ-5D) is a generic, preference-based instrument for describing
and assessing HRQOL in terms of five dimensions: mobility, self-care, usual activities,
pain/discomfort and anxiety/depression. Each dimension comprises three levels, resulting in
a total of 243 unique health states. Among 52 alcohol dependent patients, it showed only
trivial to medium responsiveness at 18 months (Gunther, Roick et al. 2007), and probably
requires large patient samples in order to detect meaningful clinical differences. The EQ-5D
has not been explicitly tested for measurement properties in individuals with AUD in any
language. The standardized extended version of EQ-5D was designed for the collection of

health state values using a VAS rating scale - a vertical 20 cm visual analogue scale with the

129



end points labelled best imaginable health state at the top and worst imaginable health state

at the bottom having numeric values of 100 and O respectively.

Statistical analysis

Descriptive analysis of the population demographics and disease severity was performed.
As content and face validities were documented in a previous publication, we report here,
according to the COSMIN checklist with a 4-point scale (Mokkink, Terwee et al. 2012):

internal consistency, structural validity and construct validity and hypothesis testing.

The total score was obtained by summing all items, the theoretical range was therefore 0-
102; method to assess the appropriateness of calculating a total score is described below.
The AQoLS total score and domain scores were described in the study population.
Distribution of responses per item was studied to assess acceptability and upper and lower

limit effects of the scale.

Validity

Structural validity

Only patients who had completed all items of AQoLS were included in the structural validity
analysis. There was no data imputation. AQoLS is based on a reflective model. Exploratory
factor analysis was conducted to explore the dimensional structure of the AQoOLS. The
optimal number of factors was identified from a preliminary principal component analysis,
using Cattell's scree plot inspection for the point of inflexion (Cattell 1966). A scree plot is the
plotting of the eigenvalues of the correlation matrix in decreasing order, with the components
as the X axis and the corresponding eigenvalues as the Y-axis. A first substantial dimension
on the plot would support graphically the appropriateness of calculating a total score
summing all the items. A factor analysis with Varimax rotation was performed with the
number of factors identified from the principal component analysis. ltems were attributed to

the dimension for which they had the highest loads; exceptions were: (1) when 2 loads were
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close, the a priori dimension could be kept, or (2) when several loads were close, the item

could be attributed to the more relevant dimension.

Item-dimension correlations were calculating, omitting the item from its dimension, in order to

avoid artificially inflated correlation (Spearman test)(Streiner, Norman et al. 2014).

Construct validity and hypothesis testing

For assessment of construct validity, Spearman correlations between the AQoLS scores and
EQ-5D dimension scores, EQ-5D health state score, and SF-36 dimension and summary
scores were calculated. We hypothesized congruency in the direction of the association
regarding the AQoLS total score and SF-36 ad EQ-5D scores (namely a negative association
with SF-36 and a positive association with EQ-5D), a moderate correlation with the overall
scores and low correlation with dimensions reporting exclusively physical areas, namely:
physical functioning, physical role limitation, bodily pain, mental health subscores of SF-36
and physical component summary (PCS) of SF-36, and , i.e. mobility, self-care,

pain/discomfort of EQ-5D.).

Internal consistency

We believe that a total score could be useful to assess interventions efficacy in alcohol use
disorder, and that subscores could also inform more precisely on efficacy of targeted
interventions on a particular domain, and could be particularly interesting in assessing
targeted interventions. Therefore, internal consistency was assessed for each dimension of

the AQoLS and for the total score using Cronbach’s coefficient alpha.

All the analyses were performed using R 3.0.3 software.
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RESULTS

Patient sample

A total of 285 French patients treated for an AUD in a specialised care setting were included
in this analysis. This sample size fits with the current guidelines regarding validation of scales
(Rouquette and Falissard 2011). Sixty percent of all specialized care facilities contacted via
phone refused to be part in the study because they refrain from studies in general. Near 20%
of patients refused to participate because lack of time and reluctance to attend an additional
appointment for the study completion (figure 1). The sample was composed of 65% male
patients. Mean age was 48 years. This demographic profile is close to the one usually
observed in the selected settings. Mean AUDIT-C score was 6. All women and all men had
an AUDIT-C score above 3 or 4 respectfully, considered positive for the current year.
Unemployment due to medical or other reasons was observed in 33% of the included
patients. The subsample of patients who completed the other HRQOL scale had very similar
characteristics: 65% male patients, mean age 50, mean AUDIT-C score was 6, all patients

had an AUDIT-C score above 3 (female) or 4 (male), and unemployment rate was 30%.

AQoOLS score distribution

An AQoLS total score could only be calculated in 236 of the 285 patients (82%) due to
missing data. The missing data rate for each item varied from 2% to 4%. All items were,
therefore, well accepted by patients. The total range of responses from 0 to 3 was used for
each item of the AQoLS, indicating no lower or upper limit effect. The AQoLS total mean
score was 45.3 (sd=22.1), with a range 0 to 90 (0 to 102 is the maximum possible score
range) Score 0 was obtained for 4% of the completers (n=9), and score 102 was obtained for

0% of the completers (n=0) (figure 2).
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Validity

Structural validity

The question of dimensionality of the construct is addressed in two different ways. These two
steps are based on exploratory analysis. First, a scree plot is shown (figure 3). The
preliminary principal component analysis indicated a substantive principal dimension
accounting for 42% of the variance, thus indicating the appropriateness of a total AQoLS
score summing the items. Seven dimensions were graphically identified before the point of

inflexion, accounting for a total of 60% of the variance.

Table 1 presents the 7-factor solution from the factor analysis with Varimax rotation. 21 of the
34 items had the highest loading on their a priori dimension. . Several items presented
loadings close in two dimensions; we chose to include them in the dimension which seemed
more meaningful, even if the loading was lower in the corresponding dimension (differences
in loading between the highest and the chosen dimension < 0.11). A minimum loading of 0.5
is usually taken to explore to dimensions of the construct (De Vet, Terwee et al. 2011). Five
items presented low loadings < 0.5 on all dimensions including on their a posteriori
dimension (range 0.26 to 0.47: 3- restricted in places; 7- cut myself off;;13- sex 25-
appearance; 19- shame). However, considering the original content of these items, that they
do not overlap with the other items, their high clinical relevance, and that they are referring to
areas that were particularly highlighted in the focus groups of patients that lead to the item
generation, we chose to keep these 5 items in the AQoLS. Moreover, missing data rates for

these items are similar to the other items (n=11, 9, 12, 9, 8, <4% for all five items).

-Two a priori dimensions have been fully confirmed: “control”, and sleep with all items having

the highest loading on these factors.
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-The loadings of some items differed from the a priori structure.

Specifically, four dimensions were partially confirmed. The “negative emotions” dimension
grouped the 2 items related to worry. Three other items were a posteriori related to the
“activities” dimension: item 15 - household-affairs, item 25 - appearance and item 26 -
general-health. One was removed from “activities” to “relationships”; item1-everyday
activities. Two items were a posteriori related to the “relationship” dimension: item 1 -
everyday-activities and item 27 - risky-situations. Item 24 - appetite was a posteriori related
to the “living conditions” dimension.

-Finally, the a priori dimension “looking after self” was not observed. Respective items were
related to “living condition” (item 24-appetite), “activities” (items 25-appearance and item 26-
general health), and “relationships” (item 27-risky situations).

A posteriori, a seventh dimension could be described and titled “self-esteem”, grouping the
following items: item 12 - trust, item 14 - friends, item 19 - shame, item 20 - contempt and

item 21 - wasting-my-life.

Construct validity

Table 2 shows the mean scores on the SF-36 and EQ-5D. As explained in the methods
section, in both cases, the sample size is smaller due to the inclusion of the scales in the
clinical research form after the beginning of the inclusions (n=60).

Missing data per item was < 7% for all SF-36 and EQ-5D items except for 5 of the 36 SF-36
items: 4.1, 5.1, 5.2, 9b and 11d (range of missing data 8 to 11%). Acceptability of these two
scales was then lower than AQoLS acceptability. Correlations magnitude with dimensions of
the SF-36 were moderated and ranged from 0.4 (emotional well-being, n=54) to 0.6
(energy/fatigue subscore, n=57), except for social-functioning and general health subscores
which were very lowly correlated to AQoLS (respectively r magnitude=0.2 and 0.1, n=56

and 53). As expected, MCS was highly correlated with AQoLS total score (r=0.7, n=35), and
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PCS correlation magnitude with AQoLS was very low (r=0.1, n=35). Regarding EQ-5D,
mobility, activity and anxiety were moderately correlated to AQoLS total score (range 0.4 to
0.5, n respectively= 57, 57 and 59). As expected, correlations of AQoLS with pain and self-
care (EQ-5D) were very low (magnitude <0.2) for, of As anticipated, all correlations'
direction showed that an improvement in quality of life assessed with SF-36 or EQ-5D was
correlated with an improvement of quality of life assessed by AQoLS, namely a decrease of
the AQoLS score, except for SF-36 general health subscore and EQ-5D general health
visual analogue scale, that were inversely correlated to AQoLS ; namely, an improvement of
general health was correlated to a worsening of quality of life assessed with the AQoLS
(respectively r= 0.3 p< 0.05, n=53 and r=-0.4, p= 0.008, n=56). Post hoc exploration for the
possibility of a response shift in more severe patients by adjusting on audit C reduced the

correlation to non-significance (linear regression, p=0.51).

Internal consistency

Cronbach’s coefficient alpha for the AQoLS total score was 0.96, which shows excellent
internal consistency. Cronbach’s coefficients for the seven a posteriori dimensions ranged

from 0.8 10 0.9.

ltem-dimension correlations

Item —dimension correlations ranged 0.15 (item 8 —"negative emotions") to 0.83 (items 33
and 34 —"sleep"). Spearman correlation coefficients between items and dimensions of the
AQoLS showed the largest correlation coefficient for each item with its a posteriori
corresponding dimension, except for items 14 (relationships) and 24 (sleep).

DISCUSSION

This validation study of the AQoLS shows that a 7-dimension structure of the AQoLS was

confirmed, with 34 acceptable items, in a population of French patients with current or
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remitted AUD. Our data indicated 7 observed dimensions which differed slightly from the 7
dimensions defined a priori, of: “activities”, “relationships”, “living conditions”, “negative
emotions”, “self-esteem”, “control” and “sleep”. Nearly two third of the items loaded on their
a priori dimension, and the others were redistributed on the others a posteriori dimensions,
leading in particular to the emergence of the ‘self-esteem’ dimension. Future use of this
scale will clarify its behaviour and on the clinical relevance of dimensions’ subscores. The
structure analysis with a major dimension allows the summing of the 34 items to obtain a
total score. The AQoLS showed excellent internal consistency.

Methodological quality of reporting of internal consistency, structural validity and hypothesis

testing including convergent validity was excellent according to the COSMIN checklist

(Terwee, Mokkink et al. 2011).

Two unexplored dimensions

Two dimensions, control and self-esteem, are of particular interest because these aspects of
patient HRQOL have been unexplored to date by the HRQOL instruments previously used in

patients with AUD.

Control was an a priori dimension emerging from the content analysis of the focus groups
during the AQoLS development. Control has high clinical relevance in addiction field: "loss of
control "is a hallmark of addictions (Volkow, Fowler et al. 2010; Volkow and Baler 2014).
Addiction has been described as a loss of control of drug intake, resulting from impaired
prefrontal cortex function and long-term drug exposure (Piazza and Deroche-Gamonet
2013). Control has also been described as the core cognitive dysfunction in addictive
behaviours (Muraven and Shmueli 2006; Noel, Brevers et al. 2013; Wilcox, Dekonenko et al.
2014). Although instruments assessing drinking-related control exist (Donovan and O'Leary
1978), control is not currently included in HRQOL instruments as a separate dimension. The

advantage of the AQoLS is that it was developed using patients’ input, which allows the
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inclusion of concepts identified by patients themselves as dimensions of HRQOL, and which
have previously only been explored from the expert point of view. Control is no longer only a
symptom described from the expert perspective, or a prognostic factor, but a difficulty
reported by patients as having a significant impact on their quality of life, which they were

willing to improve.

Similarly, instruments that assess self-esteem are available; the most commonly used being
the Rosenberg Self Esteem Scale (Rosenberg 1965). Self-esteem has recently been shown
to be lower in alcohol dependent patients than in healthy controls (Tikka, Ram et al. 2014).
Moreover, self-esteem has been shown to be significantly associated with non-HR QOL,
using the World Health Organisation Quality of Life-BREF measure, among remitted alcohol
dependent patients (Hibbert and Best 2011). Self-esteem has previously been described as
a dimension of a non-HRQOL instrument in the Life Situation Survey (Chubon 1999 revised),
which was later validated in a population of alcohol dependent patients (Foster, Marshall et
al. 2000). However, general non-HRQOL instruments, such as the Life Situation Survey, are
reputed to be less robust than HRQOL ones, and their use as outcomes in clinical trials are
not recommended. Self-esteem has also been previously included as a dimension in a
HRQOL instrument designed for use among children, the German generic quality of life
instrument for children (the KINDL) (Ravens-Sieberer and Bullinger 1998), but, to our
knowledge, not in any HRQOL used among patients with AUD. Quotations from patients’
from one of the focus groups consulted in the development of the AQOLS included: “/ got a
quarter bottle of vodka and just necked it. Afterwards | felt guilty that I'd actually done it
because I'd been actually trying to prove to myself and be strong for myself that | can do this.
And when | had that relapse | felt really dirty on myself that I'd done it. " [United Kingdom-
Focus Group 3_Remitted AUD]. This quotation illustrates how harsh patients were about
themselves and how low their self-esteem was. Patients included these feelings as part of
their impacted HRQOL, and noticed self-esteem to be sensitive to change over the course of
the disease. Assessing self-esteem in HRQOL could be an informative outcome in patients

137



with AUD, reflecting patients’ concerns. It thus seems relevant to include self-esteem as a

distinct dimension of HRQOL in the AQoLS, even though not defined a priori.

These newly identified domains in measuring and monitoring HRQOL during assessment
and treatment can add important value to patient recovery (Ugochukwu, Bagot et al. 2013).
The patient-centred approach adopted throughout the development process of AQoLS could
contribute to the recognition of the importance of the patient perspective in the treatment and
outcome assessment in AUD, and help avoid a paternalistic style of health care, thereby
reducing the residual stigma still impacting the health care system in this field (Wallhed Finn,

Bakshi et al. 2014).

Construct validity

Support for the construct validity of the AQoLS was gained through congruent directions of
AQoLS correlations with the majority of the dimensions of the SF-36 and EQ-5D. As
expected, the correlations were mostly moderate in magnitude, low with scores referring to
physical areas, and the highest with the MSC of the SF-36. This suggests that the AQoLS
and traditional other HRQOL instruments are not superimposed on each other. This could be
explained by the totally different methods in item generation between AQOLS, patient-
centred, and the other scales, which have not benefitted from patients’ input in their
development process. Particularly, we observed a low correlation between AQoLS and the
social functioning subscore of SF-36 despite a relationship dimension in AQoLS. The
difference in instructions, namely "your physical health or emotional problems "in the SF-36
and "your relationship with alcohol" in the AQoLS could explain this discrepancy: some
patient could not consider that their relation to alcohol is not part of their physical or mental
health, or that the explicit instruction regarding alcohol help patients identifying the impacted
domains. As hypothesised, the highest correlation was found between the AQoLS and the

mental summary score of the SF-36, which is the score that most often demonstrates
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improvement in AUD clinical trials (Luquiens, Reynaud et al. 2012). This is an encouraging
argument to support a possible sensitivity to change of the AQoLS in this population.

Even if patients with alcohol use disorders usually consider their condition as more
psychological than physical (Daeppen, Krieg et al. 1998), the congruent correlation with
several physical sub-scores could be explained by the fact that mental distress can impact
physical well-being, for instance in major depressive disorders (Hsu, Sanford et al. 2015).
However, no question explored precisely these physical areas.

More surprisingly, general health was inversely correlated to AQoLS. This could be due to a
response shift of some severe patients on their general health assessment (Schwartz,
Ahmed et al. 2013), which seems not to happen using the AQoLS. Construct validity was
explored in a smaller sample (n=60), and even if significance is not the issue of interest in

construct validity, results are to be taken with caution due to possible lack of power.

Limitations

Representativeness of the sample is limited due to the refusal to participate of same
randomly selected centers. The major limitation of this validation study is that it is cross-
sectional, and does not allow testing of the instrument’s responsiveness. Therefore, further
dynamic validation of the scale is planned. The construct validity of the scale was evaluated
in a restricted sample size due to the inclusion in the clinical research form of the other
HRQoL scales in a second step, and the comparison of the AQoLS with other related
concepts like alcohol-related consequences should be undertaken. The AQoOLS was
validated using the French version of the scale. A validation of the English version should be
performed in the future; however, the simultaneous development of the scale in French and
English means that the properties of the two versions are likely to be similar. The AQoLS has
also been adapted for use in South Korea, Japan and China (Whalley, Crawford et al. 2014),
as well as Germany, and validations of these language versions are planned. Finally, the

length of the scale could limit its practicality; moreover, Cronbach’s alpha> 0.9, could

139



translate redundancy in some items. The development of a short version should improve

these issues and is planned.

CONCLUSION

The AQoOLS is a new instrument to assess HRQOL among patients with AUD from the
patients’ perspective and presents good psychometric properties. The scale is the only
HRQOL instrument specific to patients with AUDs, and was developed based on patients’
personal input. This characteristic should allow a more precise and relevant assessment of
HRQOL in patients with AUD. The “control” and “self-esteem” dimensions are of particular
interest as these concepts are not captured in existing HRQOL instruments used for patients
with AUDs. The AQoLS can be used in the context of clinical research. It can provide
information about the efficacy of therapeutic interventions regardless of the drinking goal,
and demonstrate the interventions’ relevance from the patients’ perspective. The
development of a short version is planned .The AQOLS also could be used in pharmaco-
economic analysis to refine current estimates of the societal burden of AUD. The utility of the
AQoLS in routine clinical practice remains to be investigated. Future use of the AQoLS

should enable further validation with respect to sensitivity to change.
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Table 1: Rotated factorial analysis: factor pattern

Factor 1: Factor 2: Factor 3: Factor 4: Factor 5: Factor 6: Factor 7:
ltem number — key word control self - relationships  activities living negative sleep
esteem conditions emotions
1-everyday activities” 0.32 0.51 0.28 0.31
2- plans® 0.28 0.32 0.53
3- restricted in places” 0.31 0.30 0.26
4- physical activities” 0.30 0.64 0.21
5- jobs around the house® 0.27 0.63
6- ability to work® 0.23 0.24 0.31 0.48
7- cut myself off ® 0.24 0.46 0.22 0.41
8- neglected people® 0.21 0.26 0.62 0.40
9- relationships® 0.45 0.63 0.30
10- behaved badly® 0.36 0.59
11- family® 0.30 0.30 0.58 0.20 0.24
12- trust® 0.63 0.28 0.21 0.29
13- sex® 0.23 0.40 0.29
14- friends " 0.21 0.65 0.34
15- household affairs' 0.48 0.39
16- housing situation' 0.34 0.50
17- money spent on alcohol* 0.36 0.27 0.61
18- financial difficulties™ 0.87
19- shame" 0.22 0.47 0.20 0.42 0.23
20- contempt" 0.56 0.25 0.23 0.25 0.26
21- wasting my life" 0.40 0.38 0.25 0.36
22- worried about my health" 0.69
23- worried about my life" 0.22 0.23 0.21 0.21 0.71
24- appetite® 0.30 0.21 0.23 0.26 0.24 0.25
25- appearance™ 0.28 0.20 0.33 0.32 0.22 0.23
26- general health"*® 0.24 0.25 0.26 0.31 0.31 0.28 0.21
27- risky situations**® 0.33 0.20 0.50 0.29 0.24
28- nothing matters® 0.74 0.20
29- alcohol controlled me® 0.67 0.22
30- life around alcohol® 0.78 0.22
31- plan around alcohol® 0.76 0.23 0.28 0.20
32- control of myself© 0.62 0.33 0.27 0.20
33- good night's sleep® 0.23 0.21 0.79
34- sleep enough® 0.86
Cumulative variance 0.13 0.22 0.31 0.40 0.48 0.54 0.60

Loadings in bold represent the item distribution in the a posteriori structure.

Loadings <0.2 are not shown.

Exponent represent a priori structure: *: Activities, ®: Relationships, ‘: Living Conditions, ": Negative emotions, ***: Looking

After Self, Control, . Sleep.
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Table 2 : Construct validity of the AQOLS with SF-36 and EQ-5D (n=60)

Mean r
SF-36"
Physical functioning (n=51)  26.51 -0.5
Role functioning/ physical (h=55)  6.11 -0.5
Role functioning/ emotional (n=54)  4.52 -0.5
Energy/fatigue (n=57) 13.74 -0.6
Emotional well-being (n=49) 17.59 -0.4
Social functioning (n=56)  6.02 -0.2
Pain (n=55) 8.77 -0.5
General health (n=53) 14.50 0.3
MCS (n=35) 28.82 -0.7
PCS (n=35) 21.47 -0.1
EQ-5D
Mobility (n=57)  1.12 0.4
Self-care (n=57) 1.02 0.2
Activity (n=57) 1.31 0.5
Pain (n=58) 1.72 0.2
Anxiety (n=59)  2.05 0.5
Health state visual analogue scale  69.23 -0.4

(n=56)

r: spearman correlation coefficient with AQOLS total score
“the lower the SF-36 score the better the quality of life, with

the inverse true for the AQOLS
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Figures
Figure 1: Flow chart
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Figure 3 : Scree plot of eigenvalues of AQOLS total score
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Adaptations transculturelles: Cultural Adaptation of the
Alcohol Quality of Life Scale for Use in Japan, China, and

South Korea (Whalley et al, en préparation)

Larticle «Whalley, D., S. Crawford, et al. ( [DRAFT]). "Cultural Adaptation of the Alcohol
Quality of Life Scale for Use in Japan, China, and South Korea."» rédigé pour soumission en

anglais est ici synthétisé en francais, puis inséré dans sa version compléte en anglais.

Si I'échelle AQoLS a d'emblée été développée de maniere bilingue frangais /anglais, une
vigilance particuliere a été apportée pour éviter tout item spécifique a un pays et a la
traductibilité des items, son développement a eu lieu dans un contexte occidental, et il est
apparu nécessaire de procéder a une adaptation transculturelle pour son utilisation en Asie.
L'article présenté ci-aprés est donc une adaptation culturelle de I'échelle AQoLS pour le
Japon, la Chine et la Corée du Sud.

Méthodes

L'adaptation culturelle de AQoLS a suivi les recommandations pour I'adaptation culturelle de
PRO (Wild, Grove et al. 2005). La version anglaise a été utilisée comme version source pour
ces trois adaptations. AQoLS a été traduite dans les trois langues par un processus de cinqg
étapes de traduction -rétrotraduction. Une évaluation par des groupes d'individus
représentatifs de la population générale de chacun des trois pays a permis de s'assurer de
l'adéquation du contenu et du registre de langage des consignes, items et options de
réponse avec chacune des 3 cultures, conduisant a des révisions de la traduction initiale.
Puis des entretiens cognitifs de debriefing ont été conduits dans chaque pays auprées de
patients avec un trouble d'usage d'alcool actuel ou en rémission, pour s'assurer de la
validité de face et de contenu des versions révisées. A chaque étape, une revue était

réalisée pour s'assurer de la fidélité de concept avec I'échelle initiale.
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Résultats

La traduction a été réalisée sans difficulté, 2 items au Japon, six en Chine et 2 en Corée ont
demandée des discussions supplémentaires pour s'assurer du respect de leur signification

initiale.

L'évaluation en population générale a été réalisée auprées d'un groupe de cing en Chine et en
Corée et de deux groupes au Japon (cinq et trois patients). Les individus représentatifs de la
population générale et sans pathologie majeur ont trouvé la traduction claire et
compréhensible et adaptée a leur culture. Onze items ont été révisés dans leur formulation,
soit pour ajouter des exemples spécifique a chaque pays pour aider a expliquer le concept,
soit pour adopter une formulation plus fluide. Les deux items ayant posé le plus de difficultés
étaient ceux évoquant les tdches ménageres au Japon et les difficultés de logement en
Chine. De plus, la consigne a été adaptée en Corée et le mot "alcool" a été remplacé par un

mot plus proche désignant une boisson alcoolisée.

Les patients évaluant la version révisée I'ont trouvée claire et proche de leur expérience avec
l'alcool. Des modifications ont été apportées a 12 items en tout, concernant la aussi les
exemples ou la fluidité de langage, tout en restant fidéle au sens initial. Si les patients
japonais étaient tous alcoolodépendants, la moitié des patients chinois et un quart des

patients Sud-Coréens souffraient d'un abus d'alcool.

Au total 16 items sur les 34 ont nécessité une modification aprés I'étape de traduction. Les
items les plus problématiques ont été les items 2, 12, 15, et 16ainsi que les items 3 et 32 en

Chine uniquement.

Discussion

L'adaptation transculturelle de AQoLS pour le Chine, le Japon et la Corée du Sud a suivi un
processus rigoureux incluant une étape de traduction, d'évaluation en population générale

puis par des patients souffrant d'un trouble d'usage d'alcool. L'adaptation simultanée dans
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les trois langues a permis de faciliter une harmonisation des trois versions. Une des limites
principales est I'absence de patient avec un abus d'alcool inclus pour évaluer la version
japonaise. La difficulté a inclure ce type de patient avait déja été rencontrée lors du
développement de I'échelle, qui avait également eu lieu dans un contexte hospitalier pour
partie résidentiel. Les trois versions adaptées ont montré une bonne validité de face et de
contenu mais il reste a renseigner leurs propriétés psychométriques et a confirmer que la

structure validée dans les versions méres est conservée.

Versions japonaise, chinoise et coréenne: voir Annexes 3, 4 et 5
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ABSTRACT

Purpose

To culturally adapt the Alcohol Quality of Life Scale (AQoLS), a measure of health-related

quality of life in alcohol use disorder (AUD), for use in Japan, China, and South Korea.

Methods

The United Kingdom (UK)-English version of the AQoLS was translated into Japanese,
Simplified Chinese, and Korean, using forward-back translation. The preliminary translations
were assessed by 5 to 8 lay individuals in the three countries, to ensure the cultural
appropriateness of language and content. The revised versions underwent cognitive
debriefing with 8 to 12 patients with AUD in each country, to ensure the new versions were

relevant to the target population.

Results

Preliminary translations were produced with little difficulty. Following the lay assessments, 11
items were modified in one or more of the new versions to improve clarity of the intended
concepts and to ensure the translations used natural, everyday expressions. Overall,
patients in the cognitive debriefing interviews (Japan: n = 8, median age = 56 years, 38%
male; China: n = 10, median age = 40 years, 80% male; South Korea: n = 12, median age =
53 years, 75% male) considered the AQoOLS easy to understand and relevant to their
experiences with alcohol. Further changes were made to 12 items in one or more versions,

to ensure the content was interpreted as intended.

Conclusions

The AQoLS is an appropriate instrument for AUD patients in Japan, China, and South Korea.
The new versions were conceptually equivalent to the source UK-English version and had

good face and content validity.
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INTRODUCTION

Alcohol use disorder (AUD) is defined as a problematic pattern of alcohol use leading to
clinically significant impairment or distress occurring within a 12-month period. AUD is
characterised by a cluster of behavioural and physical symptoms that can include withdrawal,
tolerance, and craving [1]. Although alcohol abuse and dependence were previously
considered as two distinct disorders, the latest edition of the Diagnostic and Statistical
Manual of Mental Disorders (Fifth Edition) (DSM-5) defines a single diagnosis of AUD, with
mild, moderate, and severe disorder subclassifications [2]. The diagnostic criteria for AUD in
DSM-5 represent an amalgamation of the previous criteria for alcohol abuse and
dependence defined by the Diagnostic and Statistical Manual of Mental Disorders (Fourth

Edition) (DSM-1V), with the addition of craving symptoms [2].

It is estimated that 3.6% of the world’s population has a current AUD [3, 4]. Worldwide,
alcohol is the third leading cause of disability and is associated with considerable morbidity
and mortality [5]. In East Asian countries, alcohol has been an important part of religious and
cultural rituals for centuries, and alcohol continues to be an integral part of everyday social
interactions, such as social celebrations and business negotiations [6, 7]. In countries such
as Japan, China, and South Korea, the increase in alcohol consumption and the
diversification of the traditional alcohol-consuming population to include non-drinkers (e.g.,
women, young people, and the elderly) has resulted in the increased prevalence of AUD,

with associated implications for health and social well-being [7, 8].

In their 2014 global report on alcohol and health, the World Health Organization presented
12-month prevalence estimates for AUD (which included alcohol dependence and harmful
use of alcohol): 11.1% for the United Kingdom (UK), 7.5% for Europe, and 7.4% for the
United States [5]. Equivalent estimates for East Asia were 2.8% in Japan, 4.9% in China

(4.9%), and 6.2% in South Korea, although studies have further highlighted considerable

155



within-country regional variations, particularly across different provinces in China

[8, 9,10, 11].

The rising levels of alcohol consumption and increased AUD prevalence rates in Japan,
China, and South Korea are a major public health concern and have considerable socio-
economic implications [8, 12, 13]. Only an estimated 5% of patients with AUD in Japan
receive some form of medical care, either psychosocial therapy or pharmacological treatment
[14]. While pharmacological treatment in Japan is limited, it is expected to become more
accessible; there is considerable interest in medications that reduce alcohol consumption
[14]. The percentage of patients receiving treatment for AUD has been reported as being

similarly relatively low in China and South Korea [11, 12].

Regardless of the disparate societal norms concerning the consumption of alcohol, the
breach or abuse of culture-specific boundaries involving the use of alcohol has considerable
social ramifications, including the potential for the breakdown of family relationships, reduced
work productivity, and social marginalisation [5, 15]. Excessive alcohol consumption also is
strongly related to a wide range of mental health problems, including depression and anxiety
[15]. Furthermore, AUD (either alcohol abuse or dependence) has been shown to be
associated with poorer health-related quality of life (HRQOL) compared with a normal
population [16]. The impact of AUD on the individual goes beyond the immediate symptoms
and the quantity of alcohol consumed, which are assessments commonly used as primary

endpoints in clinical trials [17].

In alcohol research, HRQOL is considered to be an important outcome to evaluate treatment
success, as it can provide a more holistic assessment of the impact of AUD beyond that
which is measured by clinical factors alone [18]. The Alcohol Quality of Life Scale (AQoLS) is
a new, patient-reported outcome (PRO) measure for use in AUD, developed to address the
paucity of instruments specifically designed to assess HRQOL in this patient group [19]. The

AQoLS was developed in parallel in the UK and France, using a comprehensive
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development methodology. A previous systematic review of HRQOL instruments used in
alcohol-dependence clinical trials [20] was used to inform the initial conceptual framework for
the instrument. The items were generated from concept elicitation focus groups with patients
with AUD and underwent expert review by clinicians in the UK and France to ensure their
clinical relevance. The draft questionnaire was subsequently refined and evaluated for face
and content validity through two rounds of cognitive debriefing interviews with patients with
AUD. The development process also included a translatability assessment to ensure that the

items of the AQoLS were potentially amenable to future cultural adaptation.

The aim of the current study was to produce three new language versions of the AQoLS for

use in Japan, China, and South Korea.

METHODS

The cultural adaptation (including translation and linguistic validation) of the AQoLS for
Japan, China, and South Korea followed recommended industry standards [21], with
additional elements to ensure that the target concepts were adequately expressed in all
language versions while maintaining conceptual equivalence with the source version. The
AQoLS was developed simultaneously in the UK and France; the UK-English version was

used as the source version for all new language adaptations, to ensure consistency.

The AQoLS

The AQoLS is composed of 34 items across seven domains: Relationships, Activities,
Looking After Self, Emotional Impact, Control, Living Conditions, and Sleep. Each item has
four response categories (“not at all”, “a little”, “quite a lot”, and “very much”), with a 4-week

recall period.

An Instrument Codebook was developed as a reference document to facilitate the production

of the new language versions of the AQoLS. The document described the conceptual
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meaning of each item and instruction, together with specific guidance for translating

elements of the measure.

Stages in the Cultural Adaptation of the AQoLS

The cultural adaptation process involved three key stages in each of the target countries:
translation, lay assessment, and patient review. These stages are described in the following

subsections.

Stage 1: Translation

The initial translation of the UK-English version of the AQoLS into the three languages
(Japanese, Simplified Chinese, and Korean) was conducted using a five-stage, forward-back
translation methodology: forward translation, reconciliation, backward translation, backward

translation review, and conceptual equivalence review.

Stage 2: Lay Panel Assessment

Lay panel assessments were held with groups of individuals drawn from the general
population in each of the three countries. The purpose of these assessments was to ensure
the cultural appropriateness of the instrument (including the instructions, items, and response
options) in terms of the language register and content. Each panel was led by an
experienced in-country facilitator and took the form of a group discussion. Participants were
asked to comment on the following: whether the wording was clear and used natural,
everyday language; whether anything in questionnaire was confusing, inappropriate or
difficult to understand; whether the content of the items was suitable; and whether any
changes would improve the wording. Revisions were made to the initial translations based on

feedback from the lay assessment group in each country.

Stage 3: Patient Review

Individual cognitive debriefing interviews were conducted with AUD patients in each country

to assess the face and content validity of the revised translated versions of the AQoLS.
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Interviews were conducted face to face and led by an experienced interviewer in each
country. After each stage, a detailed conceptual review of the back translations and source
materials was undertaken to ensure that the target concepts from the original measure were

maintained.

Patients and Setting

Lay Assessment General Population Samples

Participants in the lay panel assessments were recruited to be representative of the general
lay population in each of the three cultures in terms of age, sex, and socio-economic status.

Each panel was conducted as a face-to-face group meeting in each of the three countries.

Cognitive Debriefing Interview Patient Samples

Three clinical sites, one in each country, were used to recruit patients for the cognitive
debriefing interviews: National Hospital Organization Kurihama Medical and Addiction Center
in Japan, Changsha Xiang Ya No. 2 Hospital in China, and Yangsan Hospital in South

Korea.

The inclusion and exclusion criteria for patient recruitment mirrored that used in the original
development of the AQoLS (see Box 1). The primary diagnostic criteria was alcohol abuse or
dependence (either current or remitted) as defined by criteria from DSM-1V and assessed by
the Mini-International Neuropsychiatric Interview version 6.0 [22]. Two supplemental
questions were added to further categorise patients’ AUD as current (i.e., the presence of
diagnostic symptoms in the last month) or in remission and to assess the presence of
cravings for alcohol within the previous 12 months. The addition of the question on craving

was in line with the updated DSM-5 diagnostic criteria for AUD.

Patients were recruited to represent a range of sociodemographic and AUD characteristics.

Interviews were conducted at the respective clinical site in each country.

Ethics and Research Approvals
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Prior to initiation of the study, ethical approval was obtained from the relevant authorities in
Japan, China, and South Korea. The study also was reviewed and granted approval by one

of RTI International‘s institutional review boards.

RESULTS

Translation (Stage 1)

The preliminary translations of the AQoLS into Japanese, Simplified Chinese, and Korean
were produced with little difficulty. Individual items (two items in Japan, six items in China,
and two items in South Korea) required additional review and discussion, either during initial
translation and reconciliation or in the subsequent back-translation review. The key
discussions around the preliminary translations in each of the countries focused on the
selection of culturally appropriate words and phrases that would clearly express the original
meaning of the source items and ensure they would be interpreted as intended in each
country. Where a consensus item translation could not be agreed upon, alternative
formulations were taken forward for evaluation in the lay assessment (two items each in

China and South Korea).

Lay Panel Assessment (Stage 2)

Panel Samples

One lay panel was conducted for China and South Korea, and each was composed of
five individuals. Two lay panels were held in Japan; the first included five individuals, and the
second consisted of three individuals, to ensure adequate representation of the lay
population in terms of occupational and educational background. All lay panel participants
were native speakers of the respective language, and none reported a major morbidity. The

demographic characteristics of the participants are shown in Table 1.

[TABLE 1 HERE]

Key Findings From the Lay Panel Assessments
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Participants in the lay panels in each of the three countries generally found the respective
preliminary translations of the AQoLS to be clear, easy to understand, and appropriate to
their culture. Modifications were made to 11 items in one or more country: 3 items in Japan,
8 items in China, and 3 items in South Korea (Table 2). Reasons for the changes made to

items included the following:

The addition of country-specific examples to help explain a target concept, or the change of

existing examples to be more culturally appropriate

The addition or modification of individual words or phrases to use a more natural expression

or to ensure that the intended meaning was more accurately or clearly conveyed

The production of an alternative version of the item for further testing or the selection
between previously derived alternative formulations. The phrases that presented most
difficulty in the lay panels were ‘household affairs’ in Japan and ‘housing situation’ in China.
Modifications and alternative translations were suggested in order to find more natural
expressions of these items without distorting the original concept of the source items. In
addition, a key modification made to the Korean version was the replacement of the
preliminary translation for ‘alcohol’ with the Korean word for ‘liquor’; the former was
considered by the lay panel as relating more to industrial rather than consumable alcohol and

thus unsuitable.

[TABLE 2 HERE.]

Patient Review (Stage 3)

Between 8 and 12 patients with AUD were recruited to participate in the cognitive briefing
interviews in each country. Table 3 presents the demographic and AUD characteristics of the
patient samples in Japan, China, and South Korea. Patients represented a range in terms of
demographic and AUD status. For comparison, the table also presents the patient

characteristics of the concept elicitation focus groups and cognitive debriefing interviews
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from the original development of the AQoLS in the UK and France [19]. As in the original
development, the majority of patients in Japan, China, and South Korea met the criteria for

alcohol dependence, with few patients meeting the diagnosis of alcohol abuse only.

[TABLE 3 HERE.]

Key Findings From the Cognitive Debriefing Interviews

Overall, patients in each of the three countries found the AQoLS easy to understand and
considered the content relevant to their experiences with alcohol. Changes made as a result
of the lay assessment panels were generally well accepted. Further changes were made to a
total of 12 items across the three versions: 5 items in Japan, 6 items in China, and 5 items in
South Korea. As with the lay assessment, changes made related to modifications or
additions to item examples, modifications to individual words or phrases to clarify meaning or
improve immediacy of the language, and the selection between alternative translations of
individual items. For example, substantial revisions were required for item 3 in the Chinese
version (“I have been restricted in the places | can go because of alcohol”), which continued
to be misinterpreted by patients. In South Korea, the translation of ‘housing situation’ was not
interpreted as intended by patients, and further changes were made to this wording. These
changes were tested with small convenience samples of lay individuals in the respective

countries, and the items were interpreted as intended.

Overview of Changes Made to the AQoLS ltems During Cultural Adaptation

After the initial translation stage and following the results of the lay panel assessment and
the cognitive debriefing interviews, a total of 16 of the 34 items in the AQoLS required
modification in one or more of the three countries (Table 2). The most changes needed were
to the Simplified Chinese version: 10 items required modification, compared with 7 items
each to the Japanese and Korean versions. The most problematic items in the three

versions, i.e., those generating the greatest discussion to produce the most appropriate
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translation, were items 2, 12, 15, and 16, as well as items 3 and 32 in China alone. Changes

were made to these items following both lay assessment and patient review.

The case example of item 2 (“It has been difficult for me to follow through on plans”) from the
Chinese cultural adaptation is presented to illustrate the roles of the lay panel assessment
and the patient review in the cultural adaptation process. The overall meaning of this item
was specified in the Instrument Codebook as, “The respondent has found it hard to take
plans through to completion.” Additional explanations were given for the phrases ‘to follow
through’ (“to act and complete on something”) and ‘plans’ (“activities, events or commitments
that are pre-arranged”). Figure 1 illustrates the changes that were made to this item at each
adaptation stage. The translators were unable to agree on a consensus translation and thus
produced two alternative translations for further consideration. The lay assessment panel
gave their opinion on the most appropriate version from a language and cultural perspective,
and a single translation was selected. The patient review subsequently resulted in further
changes to the item, to account for the patient perspective on the underlying concept.
Specifically, the wording was changed to ensure that the notion of pre-arranged plans, as
specified in the Instrument Codebook, was conveyed rather than the aim of stopping

drinking.

[FIGURE 1 HERE.]

DISCUSSION

The impact of AUD and its treatment on an individual’s quality of life is an important outcome
in alcohol research [18]. Clinical assessments of alcohol consumption used in clinical trials
do not capture the humanistic burden of AUD from the patient perspective; moreover, such
assessments are considered to be poor predictors of treatment efficacy [18]. The AQOLS is
the first measure specifically developed to assess the HRQOL impact of AUD [19]. The
instrument was intended for use in international studies and thus was developed

simultaneously in the UK and France to avoid the inclusion of concepts that were
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idiosyncratic to a single culture. Furthermore, a formal translatability assessment was
included in the item selection process to maximise the potential cross-cultural applicability of

the instrument’s content, thus facilitating future cultural adaptations.

This study reports on the production of the first new language versions of the AQoLS
following its initial development. Preliminary translations of the UK-English AQoLS into
Japanese, Simplified Chinese, and Korean were produced with little difficulty. Further
refinements were made following the lay panel assessments and the patient cognitive
debriefing interviews to ensure that conceptual equivalence with the source version was
maintained and that participants interpreted the target concepts as intended. These
assessments further demonstrated that the new language versions were culturally
appropriate and that the AQoLS has face and content validity for patients with AUD in each

of the three countries.

Cultural Adaptation of PRO Instruments

The cultural adaptation of PRO instruments necessitates the application of rigorous methods
to achieve conceptual equivalence with the original source instrument and to express the
content in everyday language appropriate to the target culture [23]. Concepts such as
symptoms and some aspects of functional status are relatively straightforward to translate
because they are less likely to be bound by societal and cultural norms. In contrast, HRQOL
measures can contain complex and more abstract concepts that are potentially more difficult
to translate directly into different cultures and languages. A literal translation of the source
text for instruments is less likely to either express the conceptual meaning of the source text
accurately or take into account the linguistic and cultural nuances of the target country [24].
In recognition of this, the focus of cross-cultural adaptation of PRO instruments is on
attaining semantic and/or conceptual comparability, as well as ensuring cultural relevance,

rather than maintaining linguistic equivalence [25].
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The cultural adaptation of PRO instruments generally follows standard translation guidelines
that involve forward-back translation, followed by the testing of the new language version
with patients from the target culture [21]. Such methods are likely to be adequate for simple
PRO concepts or in instances where the target language and culture are similar to those of
the source instrument version, for example, across different European languages. However,
many different recommended processes for cross-cultural adaptation exist [25] and there
have been examples where standard methods have been lacking. For example, the cultural
adaptation of the SF-36 Health Survey (SF-36) from American English to Japanese [26]
followed the guidelines set by the International Quality of Life Assessment (IQOLA) network
[27]. A preliminary Japanese version was produced following forward-back translation and
then psychometrically evaluated. The results of the preliminary psychometric evaluation
yielded inconsistent results, leading the authors to suggest that there were problems with the
preliminary translation in relation to the meaning and level of severity conveyed by the
translated items and/or response options. These issues were subsequently explored through
focus groups, resulting in a revised translation that was shown to have acceptable
psychometric properties. Thus, although the first Japanese translation of the SF-36 was fully
compliant with the IQOLA guidance, it did not produce a culturally appropriate translation that
maintained the intended meaning of the source instrument. The authors attributed this to the
magnitude of linguistic and cultural differences between Japan and the United States [26].
The AQoLS cultural adaptations in Asia have been methodologically designed and

processed to palliate this issue.

Cultural Adaptation of the AQoLS

The methodology employed to adapt the AQoLS for use in Japan, China, and South Korea
was designed to build on generally accepted standards for the translation and linguistic
validation of PRO instruments [21] by incorporating a lay assessment as an additional stage.
This supplementary step involved the review of the preliminary translated measure by

healthy individuals who were representative of the lay populations of the three countries.
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Such a review facilitated the early identification of any issues specifically related to cultural
norms or the level of language used. The addition of such a lay assessment to the standard
language adaptation approach is vital for instruments that include multiple domains
assessing complex concepts, as is the case in many HRQOL measures, or for where

adaptation is across disparate languages and cultures.

Given the complexity of AUD and thus the complexity required of an instrument to measure
its impact, it was vital that care was taken during the development of the AQoLS to ensure
cross-cultural applicability. The simultaneous development of the measure in the UK and
France, together with the formal translatability assessment undertaken during the item
selection process, was designed to minimize ethnocentricity and facilitate the production of

subsequent language versions.

The additional component of the lay assessment in the cultural adaptation process allowed
attention in the cognitive debriefing interviews to concentrate on experiential issues relating
to the relevance and appropriateness of the items to patients’ experiences of AUD, rather
than on linguistic or cultural issues associated with wording. In this way, the content of the
cognitive debriefing interviews in Japan, China, and South Korea were more in line with that
of the interviews conducted during the original instrument development and facilitated a more

focused assessment of content validity.

Strengths and Limitations of the Study

The study used rigorous methodology in accordance with recommended industry standards
[21] and contained an additional element (the lay assessment) designed to facilitate the
appropriate adaptation of more complex concepts, which are often reflected in HRQOL
measures, across disparate languages and cultures. Furthermore, an in-depth conceptual
review of the back translation and source materials was conducted by the authors involved in
the original instrument development after each stage in the adaptation process, to ensure

that the intended meaning of the original concepts was maintained. The simultaneous
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production of the three language adaptations also facilitated harmonization across the three

versions.

A key limitation of the study was that the clinical site in Japan was unable to recruit patients
who met the criteria for alcohol abuse. This paralleled the difficulties encountered during the
original development of the AQoLS in the UK and in France, and is considered characteristic
of patients presenting for treatment in clinical practice in the countries concerned.
Nonetheless, patients who met the criteria for alcohol abuse were recruited for the cognitive
debriefing interviews in China and South Korea, and the measure was found to be relevant
and acceptable to those patients. This suggests that the AQoLS is acceptable for patients

with milder classifications of AUD.

Further Validation of the AQoLS

This study has shown that the new Japanese, Simplified Chinese, and Korean language
versions of the AQoLS to be appropriate and to have good face and content validity with
AUD patients in the three countries. It still remains necessary to establish the psychometric
properties in terms of test-retest and internal consistency reliability, construct validity, and
responsiveness of these new language versions. In addition, psychometric techniques, such
as item-response theory, could be applied to explore the measurement equivalence of these

new language versions, as well as the original UK-English and French versions.

Conclusion

The AQoLS is a new instrument designed specifically to assess HRQOL in AUD. The new
language versions for Japan, China, and South Korea have proven to be conceptually
equivalent to the original UK-English version and to have good face and content validity in
their respective countries. This study has shown that the AQoLS is an appropriate instrument

with which to assess HRQOL in AUD patients in Japan, China, and South Korea.
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Tables and Figures

Box 1 Inclusion and Exclusion Criteria for Patient Samples

Inclusion criteria:

(1) Patient meets the clinical diagnostic criteria of current or remitted alcohol abuse or
dependence, as defined by the Diagnostic and Statistical Manual of Mental Disorders,
Fourth Edition, and assessed with the Mini-International Neuropsychiatric Interview
(version 6.0)"

(2) Patient is aged 18 years or older (China and South Korea) or 20 years or older (J apan)b
(3) Patient has the cognitive ability to participate in a cognitive debriefing interview (as
judged by the clinical team)

(4) Patient is able to provide written informed consent

Exclusion criteria:

(1) Patient has learning difficulties that prevent him or her reading and responding to
questionnaires

(2) Patient has a major physical comorbidity judged by the clinical team to be a significant
influence on the patient’s day-to-day life (e.g., liver failure)

(3) Patient has another axis 1 diagnosis (with the exception of nicotine dependence), as
judged by the clinical team

(4) Patient is judged by the clinical team to be incapable of participating in the study (e.g.,
if the patient is unable to give fully informed consent)

(5) Patient is currently taking a drug used off-label for the treatment of alcohol abuse or
dependence

(6) Patient is currently undergoing acute withdrawal treatment or is experiencing acute

withdrawal symptoms judged by the clinical team to be a significant influence on the
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patient’s day-to-day life, and that is likely to continue to the time of study participation
(7) Patient has significant cognitive impairment, as judged by the clinical team and, for
participants in the cognitive debriefing interviews, evaluated with the Mini-Mental State

Examination

AUD = alcohol use disorder.

* Two supplemental questions were added to categorise patients’” AUD as current (i.e., the
presence of diagnostic symptoms in the last month) or in remission and to assess the presence

of cravings for alcohol within the previous 12 months.

® The criterion of 20 years of age was considered more appropriate in Japan to reflect the legal

drinking age.
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Table 1 Sample Characteristics of the Lay Panel Participants

Sample Characteristic Japan (n = 8) China (n =5) South Korea (n = 5)
Age, years

Median 34.0 42.0 45.0

Range 20-59 27-50 39-65

Sex, n

Male 4 3 3

Female 4 2 2

173



Table 2 Items of the AQoLS Modified During the Lay Assessment and the

Patient Review

AQOoLS Item Number and Text

Countries in Which Modifications

Were Made

Lay Assessment Patient Review

1. I'have felt I miss out on everyday activities with family

and friends
2. It has been difficult for me to follow through on plans

3. I have been restricted in the places I can go because of

alcohol

4. I have struggled doing physical activities due to

alcohol (e.g., DIY, walking, cycling)

5. It has been too much effort to do jobs around the house
due to alcohol (e.g., cleaning, gardening, maintaining the

house)
6. Alcohol has interfered with my ability to work
7. I have cut myself off from other people

8. I have neglected the people close to me

9. Alcohol has damaged my close relationships

10. I have behaved badly towards other people

11. I have felt I miss out on family life because of alcohol

China Japan, China
China China

China South Korea
China

South Korea

China, South

Korea

Japan, South

Korea
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Countries in Which Modifications

Were Made
AQoLS Item Number and Text Lay Assessment Patient Review
12. T have felt that people have no trust in me China, South China, South
Korea Korea
13. Alcohol has interfered with my sex life
14. Alcohol has interfered with my relationships with
friends
15. I have struggled to keep on top of my everyday Japan Japan, China
household affairs (e.g., dealing with mail, organising
appointments)
16. Alcohol has had a negative effect on my housing Japan, China South Korea
situation
17. All my money has gone on alcohol Japan
18. Alcohol has caused me financial difficulties South Korea

19. I have felt ashamed of myself
20. I have felt that people look down on me
21. I have felt that I am wasting my life

22. I have worried about the effect alcohol has been

having on my health
23. I have worried about alcohol causing problems in my
life

24. I have had no appetite
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Countries in Which Modifications

Were Made
AQoLS Item Number and Text Lay Assessment Patient Review
25. I have neglected my appearance
26. I have neglected my general health
27. I have put myself in risky situations Japan
28. I have felt that nothing matters more than alcohol
29. Alcohol has controlled me China
30. My life has revolved around alcohol
31. I have planned my days around alcohol
32. I have felt as though I have not been in control of China China

myself
33. I have not had a good night’s sleep

34. I have not been getting enough sleep Japan

AQOoLS = Alcohol Quality of Life Scale; DIY = do it yourself.
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Table 3 Sample Characteristics of Patients Participating in the Cognitive

Debriefing Interviews

AQoLS Cultural Adaptation

Character- Japan
istic (n=38)
Age, years

Median 56.0
Range 34-71
Sex, n

Male 3
Female 5

DSM-IV diagnosis,” n

Dependenc 8

e

Abuse 0

MINI dependence score
Median 5.5
Range 3-7
MINI abuse score*
Median N/A
Range N/A

Current AUD status, n

Current 3

Samples

China
(n=10)

40.0

25-45

5.0

4-7

2.0

1-2

South
Korea
n=12)

53.0

44-65

6.0

4-7

2.0

AQoLS Instrument Development

UK
Concept
Elicitation
(n=17)

42.0

23-65

12

17

417-717

N/A

N/A

Samples®
UK France
Cognitive Concept
Debriefing Elicitation
(n=17) (n=21)
46.0 48.0
29-72 31-69
12 14
5 7
17 21
0 0
6 5
3/7-717 3/7-7117
N/A N/A
N/A N/A
12 12

UK
Cognitive
Debriefing
(n=14)

47.5

32-57

10

13

377717

3/4
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AQoLS Cultural Adaptation AQoLS Instrument Development

Samples Samples”
UK UK France UK
South Concept Cognitive Concept Cognitive
Character- Japan China Korea Elicitation = Debriefing Elicitation  Debriefing
istic m=38) (n=10) m=12) m=17) m=17) n=21) (n=14)
Remitted 5 4 8 9 5 9 6

AQOoLS = Alcohol Quality of Life Scale; AUD = alcohol use disorder; DSM-IV = Diagnostic
and Statistical Manual of Mental Disorders (Fourth Edition); MINI = Mini-International

Neuropsychiatric Interview; N/A = not applicable, UK = United Kingdom.
* Source: [19].
® Assessed by the MINI 6.0 [22].

¢ MINI dependence score is the number of dependence criteria met; scores can range from 0

to 7, with a minimum of 3 representing a diagnosis of alcohol dependence.

4 MINT abuse score is the number of abuse criteria met; scores can range from 0 to 4, with a

minimum of 1 representing a diagnosis of alcohol abuse in the local countries.
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Fig. 1 Translation and Adaptation of ltem 2 of the AQoLS in Simplified Chinese

Item 2: It has been difficult for me to
follows through on plans

Y

Preliminary Translation:

Consensus translation not agreed—
two versions produced

A LA 5E Rt )

It was difficult for me o persist and com-
plete plan

B) FRAELARIRFUTHRIT
It has been difficult for me o proceed ac-
cording to original plan

Lay Assessment:

Option A was preferred and
judged to be more accurate reflec-
tion of intended meaning

Er IV s gl

It was diffficult for me fo persist and com-
plete plan

Patient Review:

Wording further changed to em-
phasise the idea of previously
made arrangements rather than
the aim to stop drinking

HRRE LA 5 TR E A 121

It was difficult for me to persist and com-
plete prearranged plans

—

AQOoLS = Alcohol Quality of Life Scale.
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Perspectives :

e Validation en population étudiante de I'échelle AQoOLS et étude de
I'impact du binge drinking sur la qualité de vie

Le travail de validation présenté dans cette these a été réalisé en population clinique adulte.
Il est important de connaitre le comportement et les caractéristiques de I'échelle dans
d’autres populations d’intérét, notamment la population estudiantine, particulierement
exposée aux consommations d’alcool, notamment en mode binge-drinking. Nous avons donc
réalisé une enquéte transversale non interventionnelle, en ligne, auprés de 17439 étudiants
frangais en études supérieures, inscrits en université ou en grande école. Cette enquéte
avait trois objectifs : (1) étudier le comportement de binge drinking et son impact sur la
qualité de vie, (2) valider et adapter a la population générale estudiantine et aux jeunes
binge drinkers I'échelle AQoLS, (3) étudier la relation entre l'identité de « buveur », le binge
drinking et I'impact sur la qualité de vie. Ces données sont en cours d’analyse. L’annexe 6
présente la liste des établissements ayant participé a 'enquéte et les taux de participation.

[Annexe 6: Enquéte BDmIE (Binge Drinking en milieu Etudiant) Comment va ma vie...avec

l'alcool ?: établissements participants et taux de réponse]
e Validation de la version allemande d’AQoLS

Afin d’étendre I'utilisation de I'’échelle, une traduction-rétrotraduction I'échelle AQoLS a été
réalisée par Jurgen Rehm et Jakob Manthey. La version allemande d’AQoLS, en annexe 7, a
été proposée a 803 patients allemands en soins primaires ou spécialisées, suivis depuis un
an, en rémission ou non ( Etude européenne APC). Ces données sont en cours d’analyse et
permettront de confimer la structure d’AQoLS dans sa version allemande et connaitre les
propriétés psychométriques et la validité de construit de cette version.

[Version allemande: annexe 7]
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e Transformation en score d’utilité

Dans le cadre de I'étude citée ci-dessus, nous disposons également d’'une mesure directe de
I'utilité par la méthode du pari standard, consistant a demander quel est le « sacrifice » que
des personnes seraient prétes a accepter pour recouvrer une parfaite santé. Nous pourrons
ainsi estimer des scores d’utilité indiquant I'intensité des préférences des personnes pour les
états de santé.correspondant aux différents niveaux de qualité de vie mesurés par AQoLS.
(Etude européenne APC, n=803).
e Documentation de la sensibilité au changement de AQoLS

Le travail de validation présenté dans cette thése a été réalisé de facon trasnversale, et nous
ne disposons pas jusqu’a présent de données sur la snesibilité au changement de I'échelle.
L’Etude PACT, planifiée par les laboratoires Lundbeck pour un recrutement en janvier 2016
en milieu de soins primaires, proposera une complétion de AQoLS a 6000 sujets présentant
un trouble d'usage d’alcool a linclusion, un mois, deux mois, trois mois et six mois. Cette

étude permettra de renseigner sur la sensibilité au changement de AQoLS. ,

e Validation de la version courte d’AQoLS, a 7 items (étude APC +

étude PACT)

Cette méme étude permettra de disposer d’un nouvel échantillon pour réduire I'échelle et valider

une version courte a 7 items, un item par dimension, afin de rendre son utilisation plus aisée.

e Etude des liens avec le craving (étude SELECT)

L’étude SELECT planifiée par les laboratoires Lundbeck en 2016, permettra d’explorer les liens entre

AQolS (dans une version courte) et le craving.
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e Validation en population agée

Comme précisé précédemment, il est important de connaitre les caractéristiques
psychométriques de AQoLS dans des populations spécifiques, comme la population agée.

Nous proposerons un projet pour la campagne de PHRC-N en 2016 en ce sens.

e Validation des versions asiatiques

Les validations des versions chinoises, japonaises et coréennes de AQoLS sont programmées au sein

d’études observationnelles planifiées par Lundbeck.

e Développement d'un instrument de mesure de la qualité de vie
spécifique a l'addiction aux jeux de hasard et d'argent suivant la
méme méthodologie

Une revue de la littérature (non publiée, N Bonfils), a permis de constater qu’il n’existait pas
d’échelle de qualité de vie liée a la santé spécifique aux joueurs problématiques et
pathologiques. Nous prévoyons dans le cadre du Master 2 pour I'année 2015-2016 de M.
Nicolas Bonfils, encadré par A Luquiens et HJ Aubin, d’appliquer la méthodologie centrée
sur le patient qui a permis de construire I'échelle AQoLS pour développer un instrument de
mesure de la qualité de vie spécifique a I'addiction aux jeux de hasard et d'argent. Ce projet

a obtenu un financement par la fondation des gueules cassées.
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Conclusion

Le travail présenté ici est fondé sur un triple constat clinique: le faible recours au soin, la
difficulté d'alliance thérapeutique, un certain manque de concordance entre les objectifs du
thérapeute et du patient, et d'un contexte particulier de changement de paradigme dans
'appréhension des objectifs thérapeutiques. Celle-ci a d’abord amené a a intégrer différents
objectifs de consommations comme possibilités de cible thérapeutique (abstinence versus
réduction de consommation), puis a une prise de distance vis-a-vis de cette notion pour
envisager les modifications de consommations d'alcool comme les moyens d'améliorer le
vécu du patient, et donc sa qualité de vie. Mais il s'agit surtout d'une initiative faisant partie
de l'intégration de la démarche des soins centrés sur le patient a I'alcoologie. Nous avons pu
mettre en évidence le caractére imparfait des instruments utilisés jusqu'a présent pour
mesurer la qualité de vie liée a la santé des patients souffrant d'un trouble d'usage d'alcool,
et établir la nécessité de développer un instrument rapporté par le patient, spécifique au
trouble d'usage d'alcool, mesurant l'impact de l'alcool sur la qualité de vie. Nous avons
développé I'échelle AQOLS répondant a ces caractéristiques, selon les recommandations
actuelles pour le développement des PRO, avec une contribution extensive des patients.
L'échelle AQoLS est donc issue directement du point de vue des patients, qui a été détaillé
dans un article complémentaire (Luquiens, Owens et al. [DRAFT]), explorant le concept de
qualité de vie dans le trouble d'usage d'alcool en présence de différences socio-culturelles.
Nous avons identifié un contenu non spécifique a un pays et facilement traductible, et ainsi
déja permis sa traduction en allemand et son adaptation dans trois pays asiatiques, la Chine,
le Japon et la Corée du Sud. Nous disposons d'une validation transversale de I'échelle
AQoLS, montrant une structure a sept dimensions: activités, relations interpersonnelles,
émotions négatives, estime de soi, contrdle, sommeil, conditions de vie. Les 34 items ont été
conserveés, et la possibilité de sommer les items pour obtenir un score total confirmée.
L'échelle AQoLS s'est montrée corrélée modérément et congrument aux deux échelles

génériques de QVLS les plus utilisées. Les prochaines étapes principales sont la
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documentation de la sensibilité au changement de I'échelle, et la validation d'une version
courte a 7 items, prévues toutes les deux en 2016. La validation de I'échelle dans des
populations plus spécifiques (jeunes et agées) est en cours d'analyse pour la premiére et

prévue pour la seconde.

L'échelle AQoLS donne la perspective, au sein d'études interventionnelles ou
observationnelles a venir, d'une documentation plus pertinente du point de vue des patients

de l'efficacité des interventions en alcoologie.
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ANNEXES

Annexe 1: AQoLS version francgaise
Echelle de Qualité de Vie (AQoLS)

Merci de bien vouloir lire les instructions attentivement

Le but de ce questionnaire est d'évaluer I'impact qu'a eu l'alcool sur votre vie au cours des 4

derniéres semaines. Merci de vous rappeler de ne pas répondre pour une période qui dépasse les 4

semaines.

Dans ce questionnaire le mot 'alcool' sera utilisé pour décrire votre relation avec |'alcool dans son
ensemble, indépendamment du fait qu'actuellement vous buvez ou non.

Veuillez choisir pour chaque affirmation la réponse qui correspond le mieux a votre situation.

S'est appliqué a moi au cours des 4
derniéres semaines ...

Pas du p i
Un peu Beaucoup Enormément
tout
1. Jaieul'impression de passer a coté
d'activités de tous les jours avec ma famille D D D D

et mes amis

2. |l m'a été difficile d'aller au bout des mes
projets D D D D

3. J'ai été limité(e) dans les endroits ou je D D D D

pouvais aller a cause de I'alcool

4. J'ai eu du mal a effectuer des activités

physiques a cause de I'alcool (ex : bricolage, D D D D
marche, vélo)

5. Acause de l'alcool, I'entretien de ma maison

m'a demandé trop d'effort (ex : faire la D D D D

vaisselle, la lessive, faire le ménage, changer
une ampoule, le jardinage).

6. L'alcool a nui a ma capacité de travail D D D D

Merci de tourner la page
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Veuillez vous rappeler de répondre seulement sur les 4 derniéres semaines.

S'est appliqué a moi au cours des 4
derniéres semaines ...

Pas du
tout

Un peu Beaucoup Enormément

7. Je me suis isolé(e) D D D D
8. J'ai négligé les personnes qui me sont
oroches d d Q Q
9. L'alcool a gaché ma relation avec mes
orochos d d Q Q
10. Je me suis mal comporté(e) a I'égard des
e d d d d
S'est appliqué a moi au cours des 4
derniéres semaines ...
Pas du p i
Un peu Beaucoup Enormément
tout
11. J'ai eu l'impression de passer a coté de ma D D D D
vie de famille a cause de I'alcool
12. J'ai eu l'impression que les gens n'avaient
pas confiance en moi D D D D
13. L'alcool a nui a ma vie sexuelle D D D D
14. L'alcool a nui a ma relation avec mes amis D D D D

Merci de tourner la page
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Veuillez vous rappeler de répondre seulement sur les 4 derniéres semaines.

S'est appliqué a moi au cours des 4

Pas du
tout

derniéres semaines ...

Un peu Beaucoup Enormément

15.

16.

17.

18.

J'ai eu du mal a étre a jour dans mes
papiers (comme mon courrier, organiser
mes rendez-vous)

L'alcool a nui aux conditions dans lesquels
j'ai pu me loger (ex : changement de
domicile, personne(s) avec qui je partage
mon logement)

Tout mon argent est passé dans |'alcool

J'ai eu des difficultés financiéres dues a
I'alcool

g

g

a a

S'est appliqué a moi au cours des 4

Pas du
tout

derniéres semaines ...

Un peu Beaucoup Enormément

19.

20.

21.

22.

23.

J'ai eu honte de moi-méme

J'ai eu l'impression que les gens me
méprisaient

J'ai eu I'impression de gacher ma vie

Je me suis fait du souci de I'impact qu'a
eu l'alcool sur ma santé

Je me suis fait du souci sur les problémes
que l'alcool a causé dans ma vie

a

4
4
a

U

o O O O

U

o O 0O O
o O 0O O

U
U

Merci de tourner la page
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Veuillez vous rappeler de répondre seulement sur les 4 derniéres semaines.

S'est appliqué a moi au cours des 4
derniéres semaines ...

Pas du P .
Un peu Beaucoup Enormément
tout
24. Je n'ai pas eu d'appétit D D D D
25. J'ai négligé mon apparence D D D D
26. J'ai négligé ma santé en général D D D D
27. Par ma faute je me suis trouvé(e) dans des D D D D

situations risquées

S'est appliqué a moi au cours des 4
derniéres semaines ...

Pas du

Un peu Beaucoup Enormément
tout

28. J'ai eu l'impression que rien n'a été plus D
important que I'alcool

29. L'alcool m'a contrélé(e)
30. Ma vie a tourné autour de I'alcool

31. J'ai planifié mes journées autour de I'alcool

o O 0O 0O O
o o 0O 0O O
o o 0O 0O O

o O O O

32. Jaieul'impression de ne pas avoir le
contrdle de moi-méme

Merci de tourner la page
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Veuillez vous rappeler de répondre seulement sur les 4 derniéres semaines.

S'est appliqué a moi au cours des 4
derniéres semaines ...

Pas du , 3
Un peu Beaucoup Enormément
tout
33. Je n'ai pas eu de bonne nuit de sommeil D D D D
34. Je n'ai pas suffisamment dormi D D D D

Merci d'avoir pris le temps de remplir ce questionnaire.

Veuillez s'il vous plait retourner au début de ce questionnaire et controler
qgue vous avez répondu a toutes les questions a chaque page.
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Annexe 2: AQoLS version anglaise

Alcohol Quality of Life Scale
(AQoLS)

Please read these instructions carefully

The purpose ot tais cuestionnaire is to tind out how much alcehal has aftected
wou ovar the last 4 weeks Plaaze do not anzswer for avy lenger than the last 4
weeks.

"Aleok ol is used here o mean vour general relationship with aleohol aver the
lact

4 weeks, regardless of whether or no: you have been drinking 'n this time
period.

For gach ssatemens, please cheoss the respense that best apalies to you.

Chverthe last 4 weeks this has

applied te me ..
Mot A Cuite Yory
at all little alot much
1. | have telt | miss out on everyday activities witzh
farrily andfrisnds D D D D
21 thachbesn difficult for e to follow threugh
on plans U H - U
3. | hawe hean restrictad in the places| can gc
hacausa of alcoha U 4 d U
4. | have struggled doing physical activitizs d ue 1o D D D D

alcohal [=.e. DIY, walking, cycling)

3. It hasbeen too nuck effort todo jobs arounc
tye hause dua ta alcahol (g2 cleaning,
gardeir g, mairtainingthe house)

O
U
O

d

6. Alcohol has interfered with my abilioy to work | [ | d |

Fease Turn Over

F-2
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Pleass remamber to answer for the last 4 weaks only.

COverthe last 4 weeks this has

applied to me ..
Mot A Quite Yery
at all little alot much
7. | hava cut ryself off from cther peogle [l | M | d [l |
8. 1 have reglecled Lhe people close loome | [ | d |
9 Aleohol has damzged my close relationshias | d d |
10. | have het aved badly towards ather peaple | [ | d |
Owarthe last 4 wasks this has
applied to ma ...
Mot A Cuite Yery
atall little a lot much
11. | have falt | mizs nut on family lifa hacause
of alcohol D D D D
12. | have felt that people hewve no trust in me d M | d d
13, Aleohol has intzrfersd wth my sex life | [ | O |
14. Alechol has intarfersd wth my relationships
a | O a

Wwith Friends

Peasze Turn Over

F-3
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Pleass remamber to answer for the last 4 weaks only.

Owar the lest 4 waeks this has

applied to ma ...
Mot A Quite Yery
at all little A lot much

15. | have strugeled to keep an top of my everyday
houszhald affairs {e.g2. dealing with mail,
arganising appointments)

16. Alechol has had a negative affact onmy
housing situatian

17. &l rey money has gane on aleohal

18. alcohal has caused e financ al difficulties

d Q Q d

Ower the last 4 waoks this has
applied to me ...

Mot A
il

TQuite
d ol

Wery

al all much

19, | hawve fielt ashamed of nyself

20. | have falt that people look down on ne

21. | have felt that | arn wasting rmy life

(=)
P

| have worried abaout the effect aleoshal has
been having an my 12alth

23. | have weorried about alcohal causing prohlems
in vy life

l:l O l:l l:l

d

O O O O
0o O o o
O O O O

Please Turn Ower

F-4
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Pleass remamber to answer for the last 4 weaks only.

COverthe last 4 weeks this has

applied to me ..
Mot A Quite Yery
at all little alot much
24, | hava bac no zppetite 4 [ J [
25, 1 have reglecled my appeaEr oo | [ | d |
26. | hava reglacted my generzl health | d d |
27, | have put myself in risky situatians | [ | d |

Overthe last 4 waaks this has

applied to ma ...
Mot A Cuite Yery
atall little a lot much
28. | have felt that nothing matta-z mare thar
alcokol D D D D
29 nleohol hae contralled me | d D |
30, Ky life has revolved arcund alcohol 4 [ | o 4
31. 1 have planned my cays around alcohel D D D D
32, | havafalt as though | vave not baan in cotrol O Q | O

ol rrysell

Please Turn Onver

F-5
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Pleaze remambet to answer for the last 4 weaks only,

Overthe last 4 weeks this has

applied to me...
Mot A Quite  Wery
at all little alot much
33 I havarot had a goed night's sleep d (H | d [l |
34. | have rot been getting encugh sleep | (| O [ |

Thank you for taking the time to fill in this questionnaire.

Pleaze go back to the beginning and chack that you have
answered all the questions on each page.
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Annexe 3: AQoLS version Japonaise
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BESAMIZIOVWTOLREBEIE LT EEN,

AQDLS IP
B Copyright 2013 Hi Aubin, A Luquiens & $ Higuchi

WEAARCY TRESEE. ..
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7. oA EOBRY FE R TV a O a [ |
8 HLVAEBEFERNILTIHE & d I:I [ |
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Annexe 4: AQoLS version Chinoise
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Annexe 5: AQoLS version Coréenne
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Annexe 6: enquéte BDmiE: établissements participants et taux de

réponse

Etablissment Participants (%)

Novancia

ICN

Mines Nantes
EBI

ENSAM

U Psud

UBretagne Sud
U Poitiers

U Maine

U Strasbourg

U Paris 6
UToulon
ESCOM

ENS rue d’UIm
Mines St Etienne
ESSEC

UCergy
ULorraine

Autres

310(25,8)
404 (20,2)
157 (28,5)
160(22,7)
6400 (30,3)
?(sur 29627)
?(sur 9000)
1265 (15,8)
717 (6,5)
247 (0,5)

1? (facebook)
393(4,3)
312 (49,6)
485 (20,2)
144 (30,5)
480 (11,7)
720 (4,5)
7100(12,9)
2603
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Annexe 7: AQoLS Version allemande

Alcohol Quality of Life Scale (AQolLS) - Deutsch

Bitte lesen Sie diese Anleitung sorgfaltig durch!

Dieser Fragebogen soll herausfinden, wie sehr Sie in den letzten vier Wochen durch Alkohol

beeintrachtigt wurden. Bitte denken Sie bei Ihren Antworten nur an die letzten vier Wochen.

Das Wort “Alkohol” meint hier Ihre generelle Einstellung zu Alkohol, unabhdngig davon, ob Sie in
den letzten 4 Wochen getrunken haben oder nicht.

Bitte markieren Sie bei jeder Aussage diejenige Antwort, die am besten auf Sie zutrifft.

In den letzten vier Wochen stimmte die
Aussage ...

liberhaupt . . L voll und
. ein wenig ziemlich
nicht ganz
. Aus meiner Sicht sind alltagliche Aktivitaten mit

meiner Familie und meinen Freunden zu kurz D D D D
gekommen.
Ich hatte Schwierigkeiten das zu Ende zu
bringen, was ich mir vorgenommen hatte. D D D D
Bestimmte Orte oder Platze standen mir wegen D D D D

des Alkohols nicht offen.

Ich hatte aufgrund von Alkohol Schwierigkeiten
mit korperlichen Tatigkeiten (z.B. Heimwerken, D D D D
Fahrradfahren, Spazierengehen).

. Arbeiten rund ums Haus waren mir aufgrund
von Alkohol zu anstrengend (z.B. Putzen, D D D D
Gartenarbeit, Hausmeisterarbeiten).

Meine Arbeitsfahigkeit war durch Alkohol
eingeschrankt. D D D D

Bitte umblattern
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Bitte antworten Sie nur in Bezug auf die letzten vier Wochen.

In den letzten vier Wochen stimmte die
Aussage ...

liberhaupt . . L voll und
. ein wenig ziemlich
nicht ganz
7. Ich habe mich von anderen Menschen
abgekapselt. D D D D
8. Ich habe mir nahestehende Menschen
vernachlassigt. D D D D
9. Alkohol hat Beziehungen zu mir nahestehenden
Personen zerstort. D D D D
10. Ich habe mich zu anderen Leuten mies
verhalten. D D D D
In den letzten vier Wochen stimmte die
Aussage ...
liberhaupt . . L voll und
. einwenig  ziemlich
nicht ganz
11. Wegen Alkohol habe ich in den letzten 4
Wochen kaum Familienleben gehabt. D D D D
12. Andere Leute setzen anscheinend wenig
Vertrauen auf mich. D D D D
13. Alkohol hat mein Sexualleben beeintrachtigt. D D D D
14. Alkohol hat meine Freundschaften beschadigt. D D D D

Bitte umblattern
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Bitte antworten Sie nur in Bezug auf die letzten vier Wochen

In den letzten vier Wochen stimmte die
Aussage ...

liberhaupt . . L voll und
. ein wenig ziemlich
nicht ganz

15. Es fiel mir schwer, meine Alltagsverpflichtungen

zu erfillen (z.B. Post erledigen, Termine D D D D

absprechen).
16. Meine Wohnsituation hat sich durch Alkohol

verschlechtert. D D D D
17.1ch habe mein gesamtes Geld in Alkohol gesteckt. D D D D
18. Ich hatte wegen Alkohol finanzielle D D D D

Schwierigkeiten.

In den letzten vier Wochen stimmte die
Aussage ...

liberhaupt . . L voll und
. ein wenig ziemlich
nicht ganz

19. Ich habe mich vor mir selber geschamt. D D D D
20. Ich hatte das Gefiihl, dass Menschen auf mich

herabsehen. D D D D
21. Ich hatte das Gefiihl, dass ich mein Leben

vergeude. D D D D
22.Ich habe mir Sorgen gemacht, dass Alkohol

meine Gesundheit verschlechtert. D D D D
23. Ich habe mir um all die Probleme wegen Alkohol D D D D

Sorgen gemacht.

Bitte umblattern
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Bitte antworten Sie nur in Bezug auf die letzten vier Wochen.

In den letzten vier Wochen stimmte die
Aussage ...

liberhaupt . . L voll und
. ein wenig ziemlich
nicht ganz

24.

25.

26.

27.

Ich hatte keinen Appetit.

Ich habe mein AuReres vernachlissigt.

Ich habe meine Gesundheit vernachlassigt.

Ich habe mich in riskante Situationen gebracht.

g

a

a

g

g

a

a

g

Q

Qg

Qg

Q

a

d

d

a

In den letzten vier Wochen stimmte die
Aussage ...

liberhaupt . . L voll und
. ein wenig ziemlich
nicht ganz

28.

29.

30.

31.

32.

Ich hatte das Gefiihl, dass nichts so wichtig ist
wie Alkohol.

Alkohol hatte die Kontrolle Giber mich.

Mein Leben hat sich nur um Alkohol gedreht.

Ich habe meine Tage um den Alkohol herum
geplant.

Es war, als kdnnte ich mich nicht selber
kontrollieren.

g

a

g

a

Q

Qg

Q

Q

a

d

Bitte umbladttern
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Bitte antworten Sie nur in Bezug auf die letzten vier Wochen.

In den letzten vier Wochen stimmte die

Aussage ...
tiberhaupt . . T voll und
. ein wenig ziemlich
nicht ganz
33. Ich hatte Schlafprobleme. D D D D
34. Ich konnte nicht ausreichend schlafen. D D D D

Danke, dass Sie sich fiir's Ausfiillen die Zeit genommen haben!

Bitte kontrollieren Sie noch einmal von ganz oben her, ob Sie auch alle Fragen
auf jeder Seite beantwortet haben.
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