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Abstract
Background
A major barrier to successful treatment in alcohol dependence is psychiatric comorbidity. During treatment, the time to relapse is shorter, the drop-out rate is increased, and long-term alcohol consumption is greater for those with comorbid major depression or anxiety disorder than those with an alcohol use disorder with no comorbid mental disorder. The treatment of alcohol dependence and psychological disorders is often the responsibility of different services, and this can hinder the treatment process. Accordingly, there is a need for an effective integrated treatment for alcohol dependence and comorbid anxiety and/or depression.

Methods/Design
We aim to assess the effectiveness of a specialized, integrated intervention for alcohol dependence with comorbid anxiety and/or mood disorder using a randomized design in an outpatient hospital setting. Following a three-week stabilization period (abstinence or significantly reduced consumption), participants will undergo complete formal assessment for anxiety and depression. Those patients with a diagnosis of an anxiety and/or depressive disorder will be randomized to either 1) integrated intervention (cognitive behavioral therapy) for alcohol, anxiety, and/or depression; or 2) usual counseling care for alcohol problems. Patients will then be followed up at weeks 12, 16, and 24. The primary outcome measure is alcohol consumption (total abstinence, time to lapse, and time to relapse). Secondary outcome measures include changes in alcohol dependence severity, depression, or anxiety symptoms and changes in clinician-rated severity of anxiety and depression.

Discussion
The study findings will have potential implications for clinical practice by evaluating the implementation of specialized integrated treatment for comorbid anxiety and/or depression in an alcohol outpatient service.

Trial registration
ClinicalTrials.gov Identifier: NCT01941693
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Background
There is a high rate of psychological comorbidity in people with alcohol dependence [1, 2]. This is of concern given that, during treatment, the time to relapse is shorter, the drop-out rate is increased, and long-term alcohol consumption is greater for those with comorbid major depression or anxiety disorder than for those with an alcohol use disorder (AUD) with no comorbid mental disorder [3–5]. In the Australian National Survey of Mental Health and Wellbeing, Teesson and colleagues [6] reported that 33% of more than 10,000 respondents with an AUD also suffered from an anxiety or mood disorder as defined by the Diagnostic and Statistical Manual of Mental Health Disorders, 4th ed. (DSM-IV). In addition, this subpopulation was significantly more disabled and used health services more frequently than those with AUD with no comorbid mental disorder [6]. Results from the large alcohol treatment trial Project MATCH (Matching Alcohol Treatment to Client Heterogeneity) highlight psychiatric comorbidity as a significant factor influencing treatment response for alcohol dependence [7]. Similarly, we have reported that, among alcohol-dependent patients, clinically significant levels of depression predicted poor response to alcohol treatment [8]. Unfortunately, however, the treatment of alcohol dependence and psychological disorders is often the responsibility of different services, and this may hinder the treatment process. Accordingly, there is a need for an effective integrated treatment for alcohol dependence and comorbid anxiety or depression in outpatient services.
To date, research has usually assessed different psychosocial methods or pharmacological treatments targeted at alcohol dependence and psychological disorders separately. The focus has rarely been on concurrent treatment for both conditions. Regarding alcohol dependence and comorbid depression, there have been only two psychosocial intervention trials. Brown et al. [9] observed in 35 inpatients that adding CBT for depression versus relaxation training to standard partial hospital alcohol treatment was more effective in reducing depressive symptoms and some drinking outcomes than treatment for the alcohol problem only. They also observed that decreases in somatic depressive symptoms mediated the relationship between treatment condition and drinking outcomes. However, in a follow-up larger clinical trial, Brown et al. [10] found no significant differences on alcohol use outcomes and inconsistent effects on symptoms of depression. In both these studies, the interventions for depression and alcohol were not integrated, and the alcohol psychoeducational intervention was group-delivered only during the initial hospital stay.
There have been some studies investigating concurrent, but not integrated, treatments for alcohol dependence and anxiety disorders. Two studies found little beneficial effect from concurrent treatment for alcohol dependence and anxiety disorders (panic disorder and social phobia) [11, 12]. However, in both studies, limited success may have been due, in part, to an inability to differentiate alcohol-related anxiety from non-alcohol–related symptoms at baseline assessment. Patients were either in withdrawal or not necessarily abstinent at the time of assessment, such that that anxiety symptoms resulting from alcohol withdrawal may have confounded the initial diagnoses. In many cases, symptoms of depression and anxiety resolve with abstinence so that further treatment is not required. However, in other cases where abstinence is achieved, these symptoms persist or worsen. To this degree, the stepped-care model entails assessing the outcome of primary treatment and systematically offering a secondary treatment where indicated and thus has the potential to provide a clearly structured, logical, and economical treatment [13–15].
More recently, Schadé et al. [16] trialed an intensive 32-week psychosocial and disulfiram treatment intervention for alcohol, either alone or in combination with CBT and optional pharmacotherapy for anxiety, among abstinent alcohol-dependent patients with comorbid social phobia or agoraphobia. They found that additional therapy for anxiety significantly reduced anxiety symptoms and avoidance behavior but did not affect alcohol relapse rates. With regard to post-traumatic stress disorder (PTSD), while reductions in alcohol consumption have reportedly mediated PTSD responsiveness [17], early improvement in PTSD symptoms appears to have a greater impact on improvement in alcohol dependence than the reciprocal relationship, which has prompted recommendations for integrated treatment [18]. To this degree, Mills et al. [19] examined integrated prolonged exposure treatment versus usual care for comorbid PTSD and substance dependence and observed a reduction in PTSD severity but no group differences in changes to substance use, depression, or anxiety. Sannibale et al. [20] recently investigated whether combining existing CBT interventions for AUD and PTSD would produce better outcomes than treating AUD alone. Although large overall reductions in PTSD and alcohol-related outcomes were found between groups, secondary analyses revealed a two-fold greater clinically significant change in PTSD severity for integrated therapy participants who attended one or more sessions of exposure therapy relative to participants treated for AUD alone.
Interestingly, Brown et al. [9, 10] observed changes in the benefit of CBT for depression across two trials depending on the treatment context: they observed that CBT was more effective relative to a relaxation control when given separately with CBT for alcohol dependence in an inpatient versus an outpatient setting. The authors concluded that a synergistic beneficial treatment effect occurred in the inpatient setting due to CBT for depression being concurrently provided with CBT for alcohol dependence, albeit delivered by separate clinicians. This suggests the need to test the effectiveness of integrated interventions in specific service-delivery contexts.
One difficulty in devising integrated treatment for comorbid disorders is the limited research identifying reciprocal relationships between the disorders and the processes that may underlie these relationships. A number of processes have been proposed to underlie comorbidity between anxiety, depression, and alcohol dependence including 1) “self-medicating” a mood or anxiety disorder with alcohol [21, 22], 2) the arousing and depressant properties of alcohol causing symptoms similar to anxiety and depression, and 3) trait-like factors such as anxiety sensitivity leading to poorly tolerated withdrawal [23, 24]. Targeting specific mechanisms that may underlie comorbidity during treatment is likely to be a productive strategy.
We developed an integrated treatment for alcohol dependence and comorbid anxiety and/or mood disorder to be implemented and evaluated in an outpatient service-delivery setting. The specific aims of this study are 1) to assess the effectiveness of an integrated intervention compared with usual care at reducing alcohol consumption and anxiety and depression symptoms among alcohol-dependent patients with comorbid anxiety and/or depression in an outpatient hospital setting; 2) to determine factors that mediate the relationship between treatment condition and drinking and/or mood outcomes, and 3) to describe important factors relating to the maintenance of alcohol-related psychiatric comorbidity. This study design will draw on the stepped-care approach to interventions for alcohol dependence [14, 15] and apply this approach to comorbid anxiety and depression by providing additional care for a second diagnosis when that diagnosis becomes clear. Hence, alcohol-dependent outpatients will undergo a stabilization period from alcohol followed by a formal assessment for diagnosis of anxiety and/or depression before being randomly allocated to receive either usual or integrated care.

Methods
Procedure
The flow of participants is outlined in Figure 1. The first phase of the study is to establish a stabilization period from alcohol for three weeks before entering the randomization step of the study. During the stabilization period, participants will have the option of pharmacotherapy using naltrexone (50 mg, 1 tablet daily), acamprosate (333 mg, 2 tablets 3 times daily, reduced to 4 per day for women weighing < 65 kg), or a combination of the two as medically prescribed based on physician judgment and participant preference. After a three- to four-week stabilization period, patients will undergo complete formal assessment for anxiety and depression. Those with a diagnosis of anxiety or depressive disorder, regardless of drinking outcome, will be offered the next step of care. The remaining participants will be monitored for a further nine weeks while receiving alcohol pharmacotherapy and/or usual counseling care. Patients to undergo the next phase will also continue to receive further alcohol pharmacotherapy as medically prescribed but will be randomized to one of two treatment groups: 1) integrated intervention for comorbid alcohol, anxiety, and/or depression, or 2) usual counseling care. Follow-up appointments will then be scheduled at weeks 12, 16, and 24 as described below.[image: A13722_2013_Article_231_Fig1_HTML.jpg]
Figure 1
                          Flowchart of participants through the trial.
                        





Participants
A total of 100 patients will be recruited from inpatients and outpatients of participating hospitals via flyers and community advertisements at local general practice offices, in newspapers, and on the Sydney Alcohol Treatment Group website. Conservatively assuming that 40% of respondents will not be eligible for randomization at step 2 following diagnosis for depression or anxiety disorder, we anticipate that 60 patients will be randomized to one of the two groups. Participant time and travel expenses will be reimbursed at follow-up assessments. The trial will be conducted at the Drug Health Services outpatient clinic of the Royal Prince Alfred Hospital, NSW, Australia. Ethics approval for the study has been granted by The Sydney Local Health District Ethics Review Committee (X05-0275).

Randomization and allocation concealment
Randomization will be stratified according to concomitant selective serotonin reuptake inhibitor (SSRI) use and will by referring to the consecutively assigned subject identification number to a matched numbered envelope containing a random assignment card. Assessors will be blind to treatment allocation for the follow-up diagnostic interviews, and the same assessor will not assess the participant they assessed at baseline. Participants were asked not to mention their therapist or details of their therapy during their follow-up assessment. In order to evaluate the blinding process, assessors will be asked to which treatment group they believe each participant was allocated. A paper wall will be implemented whereby the researchers that obtain follow-up data will have no knowledge of treatment-group allocation.

Step 1: inclusion and exclusion criteria for study enrollment
Inclusion criteria are as follows: alcohol dependence according to DSM-IV criteria, with alcohol as the subject’s drug of choice; age 18–65; adequate cognition and English-language skills to give valid consent and complete research interviews as assessed by the Mini Mental State Examination (MMSE); willingness to give written consent; abstinence from alcohol for between three and 21 days (standard clinical criteria for use of acamprosate or naltrexone); resolution of any clinically evident alcohol withdrawal as measured by the Clinical Institute Withdrawal Assessment for Alcohol–Revised (CIWA-Ar) [25]; and a positive score on the initial Comorbidity Suspicion Checklist (CSC). The CSC is a brief assessment to be administered at the first appointment. It is comprised of a one-page checklist to be filled in by one of the assessing clinicians to screen for current anxiety/depressive symptoms, previous diagnoses of comorbid conditions (anxiety disorder or depression), a previous history of treatment for comorbid conditions (anxiety disorder or depression), and a positive score on either the Mini Social Phobia Inventory (Mini-SPIN) for social anxiety [26] or the Kessler Psychological Distress Scale (K10) measure of psychological distress [27] for anxiety and depression.
Exclusion criteria include active major psychiatric disorder associated with significant suicide risk, pregnancy or lactation, advanced liver disease (hepatocellular failure, variceal bleeding, ascites, or encephalopathy), or other serious medical illness that would interfere with adherence to the study protocol.

Step 2: inclusion and exclusion criteria for randomization
Inclusion criteria for randomization include abstinence and/or clinically significant reduction in alcohol use per clinician judgment, resolution of any clinically evident alcohol withdrawal as indicated by CIWA-Ar results, and case formulation and diagnosis for anxiety or depression. Exclusion criteria include alcohol consumption at baseline levels and resolution of clinically evident anxiety or depression as assessed by the case formulation (see below). These patients will be offered further treatment as appropriate within the service and will continue to be monitored.

Instruments
Baseline assessment
Baseline assessment will be of 40 minutes’ duration and will be conducted upon consent to enter the trial. Data will be gathered on demographics, long-term alcohol consumption, medical history of alcohol- and nonalcohol-related illness, drug abuse, age of onset, and family history of alcohol problems. Recent (past 30-day) alcohol consumption will also be assessed by the timeline follow-back (TLFB) method [28]. Severity of dependence will be assessed by the Obsessive-Compulsive Drinking Scale (OCDS) [29] and by the Alcohol Dependence Scale (ADS) [30]. Functional disability will be assessed by the Short-Form Health Survey (SF-12) [31]. Depression, anxiety, and stress levels will be measured by the Depression Anxiety Stress Scales (DASS) [32]. Motivation to change and perceived self-efficacy are likely to vary between individuals and be a determinant of treatment outcome; therefore, these will be assessed by the Stages of Change Readiness and Treatment Eagerness (SOCRATES) Scale [33] and the Alcohol Abstinence Self-Efficacy (AASE) Scale [34]. Sleep disturbance will be assessed by the Insomnia Severity Index (ISI) [35], and the psychological basis of insomnia will be assessed by the Glasgow Sleep Effort (GSES) Scale. History of other drug use will be determined by the Opiate Treatment Index (OTI) interviewer-conducted questionnaire. Blood samples will be taken for full blood count and liver function tests.

Formal diagnosis of comorbid anxiety or depression (stepped-care assessment)
Several additional indices will be assessed at the commencement of the stepped-care phase:

                    	Interview measures: Recent (past 30-day) alcohol consumption will be available from the drinking diary cards offered upon entry to the trial. Diagnoses of anxiety and affective disorders will be established by the Anxiety Disorders Interview Schedule (ADIS) for DSM-IV [36]. The structured interview for the Hamilton Rating Scale for Depression (HRSD) will be used to measure the severity of depressive disorders [37]. The International Personality Disorder Examination [38] will be used to screen for personality disorders.

	Questionnaire measures: Continuous measures of change for anxiety or depression will be obtained by administering the DASS [32]. Recent severity of alcohol dependence will be assessed by the OCDS and by the ADS [30]. Functional disability will be assessed by the SF-12 [31]. Information from all sources will be integrated into a case formulation following methods described by Persons and Tompkins [39].




                  

Follow-up schedule and assessments
Brief reviews will be scheduled with clinic medical staff at weeks 1, 6, 12, 16, and 24. Clinical and psychosocial events related to alcohol will be recorded along with serial liver function tests and mean corpuscular volume at baseline and at 6, 12, 16, and 24 weeks. At weeks 12, 16, and 24, the following research instruments will be administered as described above: DASS, ADS, SF-12, OCDS, GSES, ISI, AASE, SOCRATES, OTI, and a TLFB. At week 16, sections of diagnostic interviews relevant to diagnoses established at randomization (entry to step 2) will be readministered by a blind assessor. Recent alcohol consumption will be assessed as above and with a daily diary. Throughout the trial, any adverse and serious adverse events will be recorded. Participants will provide information concerning at least two contacts and receive three attempts at telephone or mail reminders of forthcoming appointments.


Intervention
Usual care
Counseling for the treatment of alcohol dependence will continue in accordance with standard practice at the participating treatment site [40]. This entails brief individualized motivation enhancement therapy (ie, feedback of assessment findings, reinforcement, empathy, enhancing client’s own motivation). Participation in treatment sessions will be recorded. As quality-control measures, counselors will be supervised by senior staff and engage in weekly meetings, and treatment will be delivered according to the evidence-based treatment manual of Jarvis et al. [40].

Intervention for alcohol and comorbid anxiety and/or mood disorder
Structured interviews will be audiotaped and reviewed by the clinical team to develop consensus case formulations. Trained therapists will deliver specific CBT interventions based on evidence-based treatment manuals for alcohol use, anxiety, and depressive disorders (Table 1). Cognitive restructuring and graded exposure or behavioral experiments are techniques that are common to CBT for most of these individual disorders. Cognitive restructuring involves helping patients identify the key beliefs they hold about themselves, the future, the outside world, and other people that maintain their drinking, anxiety, or depression and assisting them to dispute and develop more helpful alternative beliefs. Graded exposure and behavioral experiments involve the gradual and programmed confronting of feared situations and has been argued to be the single most successful technique for overcoming phobias. These are necessarily brief descriptions for therapy that are well-documented in the treatment manuals displayed in Table 1. These manuals will be adapted for use with an alcohol-dependent population, and cognitive-behavioral coping skills and motivational enhancement strategies for alcohol consumption will be used where appropriate [41, 42]. We expect different and complex interactions between the comorbid disorders, because the patients targeted for this study will experience significant comorbidity. An individualized case formulation, which hypothesizes the factors that maintain each individual’s problems, will be constructed following assessment using standard methods [39] (Table 2). The interventions will be delivered in seven to 10 sessions. To ensure that therapists adopt and maintain the principles of the therapy as described in the manual, sessions with consenting subjects will be audiotaped for discussion with the therapist early in the study (n = 4 per therapist) and at random times later in the study (n = 4 per therapist).Table 1
                            Cognitive behavioral therapy manuals forming the basis of integrated care for depression, anxiety, and alcohol use disorders
                          


	Diagnosis
	Manual

	Depression
	Persons et al. [43]

	Social phobia
	Rapee [44] Rapee & Sanderson [45]

	Panic disorder or agoraphobia
	Andrews et al. [46]

	Generalized anxiety disorder
	Andrews et al. [47]

	Post-traumatic stress disorder
	Foa & Rothbaum [48], Najavits [49]

	Alcohol use disorders
	Monti et al. [41] Miller et al. [42]



Table 2
                            Schedule of assessments
                          


	Measure
	Schedule

	Mini Social Phobia Inventory (Mini-SPIN)
	Intake screening

	Kessler Psychological Distress Scale (K10)
	Intake screening

	Comorbidity Suspicion Checklist (CSC)
	Baseline (step 1*)

	DSM-IV assessed dependence
	Baseline (step 1)

	Alcohol Dependence Scale (ADS)
	Baseline (step 1), Weeks 12, 16, 24

	Obsessive Compulsive Drinking Scale (OCDS)
	Baseline (step 1), Weeks 12, 16, 24

	Stages of Change Readiness and Treatment Eagerness (SOCRATES) Scale
	Baseline (step 1), Weeks 12, 16, 24

	Alcohol Abstinence Self-Efficacy (AASE)
	Baseline (step 1), Week 12, 16, 24

	Short-Form Health Survey (SF-12)
	Baseline (step 1), Week 12, 16, 24

	Depression Anxiety Stress Scale (DASS)
	Baseline, Week 3 (step 2**), 12, 16, 24

	Insomnia Severity Index (ISI)
	Baseline, Week 3 (step 2), 12, 16, 24

	Glasgow Sleep Effort Scale (GSES)
	Baseline, Week 3 (step 2), 12, 16, 24

	Timeline Follow-back (TLFB)
	Baseline, Week 3 (step 2), 12, 16, 24

	Anxiety Disorders Interview Schedule (ADIS)
	Week 3 (step 2), Week 16

	Hamilton Rating Scale for Depression (HRSD)
	Week 3 (step 2), Week 16


*Step 1 = week 0 preceding three-week alcohol stabilization phase.
**Step 2 = formal diagnosis for depression and/or anxiety disorder preceding randomization to usual care or integrated care.





Outcome measures
Primary outcomes include time to consumption of any alcohol (lapse) as identified by self-reported alcohol consumption; time to relapse as ≥ 4 drinks for women, ≥ 6 drinks for men; amount of alcohol consumed (total abstinence and average consumption per drinking day). Secondary outcomes include improvement in depressive or anxiety symptoms (DASS) or alcohol dependence severity (ADS); biological markers of alcohol consumption at 6, 12, 16, and 24 weeks (carbohydrate-deficient transferrin, liver function, and mean corpuscular volume); episodes of alcohol-related harm (psychosocial, occupational, forensic, medical); and clinician-rated severity of anxiety and depression based on ADIS and HRSD.

Statistical analysis
The modified intention-to-treat principle will be used such that all subjects who attend the first intervention session will be analyzed [50]. The success of randomization will be tested by comparing baseline characteristics of the study groups with potentially confounding variables included as covariables. Analysis of variance will be used to compare continuous variables. Categorical variables will be compared via chi-square test. The effect of treatment on time-related outcome measures such as lapse and relapse will be analyzed by life-table survival analysis. Binary linear generalized estimating equations (GEE), with autoregressive correlation matrices, will be employed to determine differences between integrated care and usual care groups on change in anxiety or mood symptoms. A series of regression analyses will be performed to assess the role of symptomatic change in alcohol consumption and vice versa. Last-point carried forward or multiple imputation will be used to determine the scores of participants who drop out or are lost to follow-up. One previous study [9] with a similar design (N = 35) demonstrated that combined CBT treatment of alcohol dependence and comorbid depression significantly improved alcohol use outcomes with a moderate effect size. Power analysis has thus been performed such that a sample of 60 subjects (30 per group) has 80% power of detecting a moderate difference between the two arms of care on alcohol use outcomes at alpha = 0.05.


Discussion
The main aim of the current study is to assess the effectiveness of a CBT-integrated intervention for alcohol-dependent patients with comorbid anxiety and/or depression compared with usual care in reducing alcohol consumption and symptoms of anxiety and depression in an outpatient hospital setting. This study has several strengths, including a randomized controlled assessor-blind design that attempts to address a serious gap in the treatment evidence. However, one challenge may include generalizability of the results given the specialized integrated intervention.
In addition, the secondary aims of the study are to determine factors that mediate the relationship between treatment condition and drinking and/or mood outcomes and to describe important factors relating to the maintenance of alcohol-related psychiatric comorbidity. Targeting specific mechanisms that may underlie comorbidity during treatment is likely to be a productive strategy. However, a limitation of the current study may include the capacity to document these processes and mechanisms with adequate power.
The study findings will have potential implications for clinical practice by evaluating the implementation of specialized integrated treatment for comorbid anxiety and/or depression in an alcohol outpatient service. The results may, therefore, improve treatment outcomes for people with alcohol dependence by addressing fundamental barriers to treatment response. A clearer understanding of these issues is a prerequisite to devising and implementing appropriate clinical interventions.

Acknowledgments
This project is funded by Australian Education and Research Foundation grant (AB, MT, CS, PH) and an NHMRC Clinical Research Training Fellowship (KM).

References
1.
Kessler RC, Crum RM, Warner LA, Nelson CB, Schulenberg J, Anthony JC: Lifetime co-occurrence of DSM-III-R alcohol abuse and dependence with other psychiatric disorders in the National Comorbidity Survey. Arch Gen Psychiatry. 1997, 54 (4): 313-321. 10.1001/archpsyc.1997.01830160031005.CrossRefPubMed

2.
Regier DA, Farmer ME, Rae DS, Locke BZ, Keith SJ, Judd LL, Goodwin FK: Comorbidity of mental disorders with alcohol and other drug abuse. Results from the Epidemiologic Catchment Area (ECA) study. JAMA. 1990, 264 (19): 2511-2518. 10.1001/jama.1990.03450190043026.CrossRefPubMed

3.
Haver B: Comorbid psychiatric disorders predict and influence treatment outcome in female alcoholics. Eur Addict Res. 2003, 9 (1): 39-44. 10.1159/000067735.CrossRefPubMed

4.
Cornelius JR, Salloum IM, Ehler JG, Jarrett PJ, Cornelius MD, Perel JM, Thase ME, Black A: Fluoxetine in depressed alcoholics. A double-blind, placebo-controlled trial. Arch Gen Psychiatry. 1997, 54 (8): 700-705. 10.1001/archpsyc.1997.01830200024004.CrossRefPubMed

5.
Greenfield SF, Weiss RD, Muenz LR, Vagge LM, Kelly JF, Bello LR, Michael J: The effect of depression on return to drinking. Arch Gen Psychiatry. 1998, 55 (3): 259-265. 10.1001/archpsyc.55.3.259.CrossRefPubMed

6.
Teesson M, Slade T, Mills K: Comorbidity in Australia: findings of the 2007 National Survey of Mental Health and Wellbeing. Aust NZ J Psychiatry. 2009, 43 (7): 606-614. 10.1080/00048670902970908.CrossRef

7.
anonymous: Matching alcoholism treatments to client heterogeneity: project MATCH three-year drinking outcomes. Alcohol Clin Exper Res. 1998, 22 (6): 1300-1311.

8.
Morley KC, Teesson M, Reid SC, Sannibale C, Thomson C, Phung N, Weltman M, Bell JR, Richardson K, Haber PS: Naltrexone versus acamprosate in the treatment of alcohol dependence: a multi-centre, randomized, double-blind, placebo-controlled trial. Addiction. 2006, 101 (10): 1451-1462. 10.1111/j.1360-0443.2006.01555.x.CrossRefPubMed

9.
Brown RA, Evans DM, Miller IW, Burgess ES, Mueller TI: Cognitive-behavioral treatment for depression in alcoholism. J Consult Clin Psychol. 1997, 65 (5): 715-726.PubMedCentralCrossRefPubMed

10.
Brown RA, Ramsey SE, Kahler CW, Palm KM, Monti PM, Abrams D, Dubreuil M, Gordon A, Miller IW: A randomized controlled trial of cognitive-behavioral treatment for depression versus relaxation training for alcohol-dependent individuals with elevated depressive symptoms. J Stud Alcohol Drugs. 2011, 72 (2): 286-296.PubMedCentralCrossRefPubMed

11.
Bowen RC, D’Arcy C, Keegan D, Senthilselvan A: A controlled trial of cognitive behavioral treatment of panic in alcoholic inpatients with comorbid panic disorder. Addict Behav. 2000, 25 (4): 593-597. 10.1016/S0306-4603(99)00017-9.CrossRefPubMed

12.
Randall CL, Thomas S, Thevos AK: Concurrent alcoholism and social anxiety disorder: a first step toward developing effective treatments. Alcohol Clin Exp Res. 2001, 25 (2): 210-220. 10.1111/j.1530-0277.2001.tb02201.x.CrossRefPubMed

13.
Khantzian EJ: Psychotherapeutic interventions with substance abusers. J Subst Abuse Treat. 1985, 2 (2): 83-88. 10.1016/0740-5472(85)90031-5.CrossRefPubMed

14.
Sobell MB, Sobell LC: Stepped Care for Alcohol Problems: An Efficient Method for Planning and Delivering Clinical Services. 1999, London: Guilford Press

15.
Sobell MB, Sobell LC: Stepped care as a heuristic approach to the treatment of alcohol problems. J Consult Clin Psychol. 2000, 68: 573-579.CrossRefPubMed

16.
Schadé A, Marquenie L, Van Balkom A, Koeter M, De Beurs E, van den Brink W, Van Dyck R: The effectiveness of anxiety treatment on alcohol-dependent patients with a comorbid phobic disorder: a randomized controlled trial. Alcohol Clin Exp Res. 2005, 13: 794-800.CrossRef

17.
Brady KT, Sonne S, Anton RF, Randall CL, Back SE, Simpson K: Sertraline in the treatment of co-occurring alcohol dependence and posttraumatic stress disorder. Alcohol Clin Exp Res. 2005, 29 (3): 395-401. 10.1097/01.ALC.0000156129.98265.57.CrossRefPubMed

18.
Back SE, Brady KT, Sonne SC, Verduin ML: Symptom improvement in co-occurring PTSD and alcohol dependence. J Nerv Ment Disord. 2006, 194: 690-696. 10.1097/01.nmd.0000235794.12794.8a.CrossRef

19.
Mills K, Teesson M, Back S, Brady K, Baker A, Hopwood S, Sannibale C, Barrett E, Merz S, Rosenfeld J: Integrated exposure-based therapy for co-occurring posttraumatic stress disorder and substance dependence: a randomized controlled trial. JAMA. 2012, 308 (7): 690-699. 10.1001/jama.2012.9071.CrossRefPubMed

20.
Sannibale C, Teesson M, Creamer M, Sitharthan T, Bryant R, Sutherland K, Taylor K, Bostock-Matusko D, Visser A, Peek-O’Leary M: Randomized controlled trial of cognitive behaviour therapy for comorbid post-traumatic stress disorder and alcohol use disorders. Addiction. 2013, 108 (8): 1397-1410. 10.1111/add.12167.CrossRefPubMed

21.
Greeley J, Oei T: Alcohol and tension reduction. Psychological Theories of Drinking and Alcoholism. Edited by: Leonard KE, Blane HT. 1999, New York: Guilford Press, 14-53. 2

22.
Brower KJ, Aldrich MS, Robinson EA, Zucker RA, Greden JF: Insomnia, self-medication, and relapse to alcoholism. Am J Psychiatry. 2001, 158 (3): 399-404. 10.1176/appi.ajp.158.3.399.PubMedCentralCrossRefPubMed

23.
Baillie A, Rapee R: Diagnosis, conceptualisation, and treatment planning for adults: a textbook. Panic and Agoraphobia. Edited by: Hersen M, Porzelius L. 2001, Mahwah, NJ: Lawrence Erlbaum Associates, 113-132.

24.
Baillie AJ, Rapee R: Predicting who benefits from psychoeducation and self help for panic attacks. Behav Res Ther. 2004, 13: 513-527.CrossRef

25.
Reoux JP, Miller K: Routine hospital alcohol detoxification practice compared to symptom triggered management with an Objective Withdrawal Scale (CIWA-Ar). Am J Addict. 2000, 9 (2): 135-144. 10.1080/10550490050173208.CrossRefPubMed

26.
Connor K, Kobak K, Churchill L, Katzelnick D, Davidson J: Mini-SPIN: a brief screening assessment for generalized social anxiety disorder. Depress Anxiety. 2001, 14 (2): 137-140. 10.1002/da.1055.CrossRefPubMed

27.
Kessler RC, Andrews G, Colpe L, Hiripi E, Mroczek DK, Normand S-LT, Walters EE, Zaslavsky AM: Short screening scales to monitor population prevalence and trends in non-specific psychological distress. Psychol Med. 2002, 32: 959-976. 10.1017/S0033291702006074.CrossRefPubMed

28.
Skinner HA, Sheu WJ: Reliability of alcohol use indices. The LDH and the MAST. J Stud Alcohol. 1982, 43 (11): 1157-1170.CrossRefPubMed

29.
Anton RF, Moak DH, Latham PK: The Obsessive-Compulsive Drinking Scale: a new method of assessing outcome in alcoholism treatment studies. Arch Gen Psychiatry. 1996, 53 (3): 225-231. 10.1001/archpsyc.1996.01830030047008.CrossRefPubMed

30.
Skinner HA, Allen BA: Alcohol dependence syndrome: measurement and validation. J Abnorm Psychol. 1982, 91: 199-209.CrossRefPubMed

31.
Ware J, Kosinski M, Keller SD: A 12-item Short-Form Health Survey: construction of scales and preliminary tests of reliability and validity. Med Care. 1996, 34 (3): 220-233. 10.1097/00005650-199603000-00003.CrossRefPubMed

32.
Lovibond PF, Lovibond SH: The structure of negative emotional states: comparison of the Depression Anxiety Stress Scales (DASS) with the Beck Depression and Anxiety Inventories. Behav Res Ther. 1995, 33 (3): 335-343. 10.1016/0005-7967(94)00075-U.CrossRefPubMed

33.
Miller WR, Tonigan JS: Assessing drinker’s motivation for change: the Stages of Change Readiness and Treatment Eagerness Scale (SOCRATES). Psychol Addict Behav. 1996, 10: 81-89.CrossRef

34.
DiClemente CC, Carbonari JP, Montgomery R, Hughes SO: The Alcohol Abstinence Self-Efficacy Scale. J Stud Alcohol. 1994, 55: 141-148.CrossRefPubMed

35.
Bastien CH, Vallieres A, Morin CM: Validation of the Insomnia Severity Index as an outcome measure for insomnia research. Sleep Med. 2001, 2 (4): 297-307. 10.1016/S1389-9457(00)00065-4.CrossRefPubMed

36.
Brown T, Di Nardo P: Anxiety Disorders Interview Schedule for DSM-IV (ADIS-IV). 1994, San Antonio, TX: The Psychological Corporation

37.
Williams JBW: A structured interview guide for the Hamilton Depression Rating Scale. Arch Gen Psychiatry. 1988, 45 (8): 742-747. 10.1001/archpsyc.1988.01800320058007.CrossRefPubMed

38.
Loranger AW, Sartorius N: The International Personality Disorder Examination. Arch Gen Psychiatry. 1994, 51: 215-224. 10.1001/archpsyc.1994.03950030051005.CrossRefPubMed

39.
Persons JB, Tompkins MA: Cognitive-Behavioral Case Formulation. 1997, New York: Guilford Press

40.
Jarvis T, Tebbutt J, Mattick R: Treatment Approaches for Alcohol and Drug Dependence. 1995, West Sussex, England: John Wiley & Sons

41.
Monti PM, Kadden R, Rohsenow DJ, Cooney NL, Abrams DB: Treating Alcohol Dependence: A Coping Skills Training Guide. 2002, New York, NY: Guildford Press, 2

42.
Miller WR, Zweben A, DiClemente CC, Rychatrik RG: Motivational Enhancement Therapy Manual. 1995, Rockville, MD: NIAAA

43.
Persons JB, Davidson J, Tompkins MA: Essential Components of CBT Therapy for Depression. 2001, Washington: APA BooksCrossRef

44.
Rapee RM: Overcoming Shyness and Social Phobia: A Step-by-Step Guide. 1998, Sydney: Lifestyle Press

45.
Rapee RM, Sanderson WC: Social Phobia: Clinical Application of Evidence-based Psychotherapy. 1998, New Jersey: Aronson

46.
Andrews G, Creamer M, Crino R, Hunt C, Lampe L, Page A: The Treatment of Anxiety Disorders: Clinican Guides and Patient Manuals. 2003, New York: Cambridge University Press, 2

47.
Andrews G, Oakley-Browne M, Castle D, Judd F, Baillie A: Summary of guidelines for the treatment of panic disorder and agoraphobia. Australas Psychiatry. 2003, 11 (1): 29-33. 10.1046/j.1440-1665.2003.00529.x.CrossRef

48.
Foa EB, Rothbaum BO: Treating the Trauma of Rape: Cognitive Behavioral Therapy for PTSD. 2001, New York: Guilford Press

49.
Najavits LM: Seeking Safety: A Treatment Manual for PTSD and Substance Abuse. 2001, New York: Guilford Press

50.
Lehert P: Review and discussion of statistical analysis of controlled clinical trials in alcoholism. Alcohol Alcohol Suppl. 1993, 2: 157-163.PubMed



Competing interests
The authors declare that they have no competing interests.

Authors’ contributions
KM made contributions to the design of the study and wrote the manuscript. AB made contributions to the design of the study and the development of the integrated CBT intervention. He will also deliver and supervise the CBT intervention. MT conceived of the study and contributed to the design of the study. CS made contributions to the conception and design of the study and will deliver the integrated CBT interventions. PH made contributions to the design of the study and will deliver medical treatment and supervise the implementation of the study. All authors read and approved the final manuscript.


OEBPS/sidebar.gif





OEBPS/contact.gif





OEBPS/A13722_2013_Article_231_Fig1_HTML.jpg
Potential participants screened for eligibility:
AD with suspicion of comorbid anxiety and/or |—»|
depression

!

WK 0 STEP 1: Baseline assessments '_’

.

WK 0-3 Alcohol stabilization period

Excluded

+ Not meeting
inclusion
criteria for
step 1

+ Declined to
participate

+ Other
reasons

Medical reviews, alcohol pharmacotherapy
and/or usual care counselling

!

WK 3 STEP 2: Formal assessment of
depression and/or anxiety disorder >

|

Excluded

+ Not meeting
inclusion
criteria for
step 2

Randomisation to treatment (1:1) |

l

l

WK 3-12 USUAL
CARE

Medical reviews
and/or alcohol
counselling as per
standard care

WK 3-12 INTEGRATED

7-10 sessions of specific
CBT for alcohol,
anxiety and/or
depression

l

l

WK 12: Follow-up assessments ‘

}

}

WK 16: Formal follow-up blinded assessment
of depression and/or anxiety disorder

.

.

WK 24: Follow-up assessments ‘






