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Abstract
Although alcohol and/or substance use disorders have been significantly associated with depression, data on
the treatment outcomes of depression in this patient population are still scarce, especially among the higher
risk of resistance to treatment. This study examines the management outcomes of depression in patients
with alcohol and substance dependence during the last decade by searching the medical literature. The
literature was searched through Medline, PsycInfo, Embase, and Ovid database from 2010 to 2020. Searching
terms included were a combination of ‘’treatment’’ AND ‘’Depression’’ AND ‘’alcohol’’ OR “substance
abuse". A total of 617 articles were retrieved. After this, original articles investigating depression treatment
outcomes in patients with alcohol or substance use disorders or both were selected. Following the exclusion
of review studies and including only original research studies, 23 articles appeared. We selected eight articles
as eligible, covering a total of 132,373 patients with depression and either alcohol dependence or substance
use disorder. Anti-depressants (mainly selective serotonin reuptake inhibitors) combined with
psychotherapy and alcohol or substance abuse treatment represent the best treatment modality for
depression in this clinical setting. In conclusion, patients with alcohol or substance dependence usually
suffer from treatment-resistant depression. However, the treatment of depressive symptoms would help in
substance or alcohol abstinence and reduce recurrent substance abuse.
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Introduction And Background
Substance use disorder (SUD) is a condition that is prevalent in all age groups at all socio-economic levels
[1]. It has been defined as using a psychoactive agent, which results in high levels of stress and functional
disabilities [2]. This disorder has been reported as a primary factor for disability globally. It is also a
contributor to a wide range of psychological and physical disorders, most commonly severe depression [3]. It
has been estimated that up to 40% of patients with depression have a history of SUD or alcohol dependence
during their lifetime [4]. However, only 19% of these patients seek medical help for themselves, where most
of them were alcohol dependence [4]. Despite the availability of information on the correlation between
depression and SUD and/or alcohol dependence, their causality is still controversial [5]. The association
between substance use and depression has been specified more significantly for some substances, including
alcohol, cannabis, and opioids. Some data are also available on stimulant agents and benzodiazepines [6].

Generally, depression is a significant contributor to disability all over the world. It can lead to life-
threatening complications either psychologically or physically, most remarkably suicide [7,8]. Despite the
advances in the development of anti-depressants' drugs, the treatment success rate is usually low, not
crossing 50% with combined anti-depressants. This percentage is even lower with alcohol and substance
abuse [9]. The treatment of depression associated with alcohol or substance abuse has shown high resistance
and therapy failure [10]. Moreover, a subset of patients may even suffer from worsened depression
symptoms. Accordingly, some studies evaluated the combination of pharmacological treatment with
psychotherapy in this patient population [11]. Also, other studies have evaluated the correlation between
abusing particular substances and the outcomes of depression treatment. However, the available data are
debatable [12]. This systematic review aimed to examine the literature for depression treatment outcomes in
patients with alcohol and/or SUDs.

Review
Methodology
This systematic review was conducted based on the PRISMA (Preferred Reporting Items for Systematic
Reviews and Meta-Analyses) checklist recommendations for systematic review and meta-analysis [13]. This
systematic review was performed by searching electronic databases to include eligible trials from 2010 till
September 2020 in four databases, including Medline, PsycInfo, Embase, and Ovid.

Search strategy
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Searching terms included ‘’treatment’’ AND ‘’Depression’’ AND ‘’alcohol’’ OR “substance abuse”. All the
titles and abstracts that appeared from this search were reviewed thoroughly to prevent missing any eligible
articles. We included the results of only original research articles investigating depression treatment
outcomes in patients with alcohol use disorder or SUD or both. Selected trials mentioned the condition
under investigation, whether it is depression with abused substance or alcohol dependence. Additionally, all
studies from different countries were eligible. Only studies published in English were classified as related
articles, which can be further evaluated in the second step.

Eligibility criteria
Abstracts were examined manually to choose sufficient, clear, and adequate abstracts. The inclusion criteria
were mentioning data on the outcomes of depression treatment in either SUD of different agents or alcohol
dependence or both. Afterward, we evaluated references of the selected trials to identify any related articles.
Finally, we gathered the required data sets from the final record of eligible articles and summarized. We
excluded articles that were review studies, those with overlapped or incomplete data, in vitro studies, and
unavailability of full-text articles or inappropriate study design (Figure 1).

FIGURE 1: PRISMA flowchart of the search and screening process
PRISMA, Preferred Reporting Items for Systematic Reviews and Meta-Analyses

Data review and analysis
We included a preliminary review and used a specially designed excel sheet for data extraction. Next, we
selected data from eligible studies and then revised them through the Excel sheet. We reviewed any articles
published by one research group investigating similar variables for any possible duplication. Cochrane, a
quality assessment tool, was also used to evaluate the included studies [14].

Results
After searching the abstracts and checking for the eligibility criteria in identified potential abstracts, eight
articles were regarded as a potential for inclusion in the present systematic review published between
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January 2010 and September 2020, covering 132,373 patients with depression and either alcohol
dependence or SUD.

Out of the eight included studies [15-22], only one study had a retrospective design [16], whereas the
remaining seven studies were prospective, where one study was a case-control study [15], five studies were
randomized controlled studies [17,19-22], and one study was a prospective cohort study [18].

Regarding the type of abuse, alcohol dependence with depression was evaluated in six studies [16-18,20-22]
either alone or with other abused substances. Opioids were also examined in two studies [15,18], and
cannabis was examined in two studies [18,20] (Table 1).

Author(s) Year Study design Sample
size

Type of
abuse Objective Result

Brenner
et al. [15] 2020 Case-control

study

121,669
(national
registry)

Opioids and
sedatives

To investigate the
association between
SUD and treatment-
resistant depression

SUD during or ≤ 180 days before starting anti-
depressant treatment was associated with
almost double the risk for treatment-resistant
depression. Increased treatment-resistant
depression risks were found ≤ 180 days
before starting treatment, especially opioids.

Albrecht
et al. [16] 2020 Retrospective

cohort 9,581
Alcohol
dependence
disorder

To evaluate the risk of
traumatic brain injury
in alcohol-dependent
patients treated for
depression

Female sex, diagnosis of Alzheimer's disease,
and anxiety were associated with a higher risk
of traumatic brain injury in alcoholic patients.
Longer anti-depressants' duration was
correlated with decreased risk of newly
diagnosed anxiety, insomnia, and substance
dependence disorder.

Jordans
et al. [17] 2019

Randomized
controlled
study

162
Alcohol
dependence
disorder

To evaluate the
outcomes of
psychological
treatments for
depression and AUD
delivered by
community-based
counselors

Adding a psychological treatment delivered
by community-based counselors for alcohol-
dependent patients treated from depression
increases treatment success for depression
compared with conventional services provided
by primary health workers after one year of
follow-up.

Anand et
al. [18] 2019 Prospective

cohort 263

Cocaine,
opiates,
cannabis,
alcohol, and
hallucinogens

To evaluate the effects
of substance use on
the treatment of
depressive symptoms

Depressive symptoms were significantly
correlated to the frequency of substance use
and the type of the substance. Patients with
opioid abuse showed more treatment-
resistant depressive symptoms compared to
cannabis (p < 0.01).

Ross et
al. [19] 2016

Randomized
controlled
trial

200 Comorbid
SUD

To determine the
efficacy of a modified
version of
psychological
treatment to reduce
depression symptoms
and substance
dependence in RR and
OST

The association between depression and
substance dependence has been well
documented, yet practical and effective
treatments are scarce. Psychological
treatment, along with anti-depressants, can
improve depression symptoms in patients
with SUD.

Kay-
Lambkin
et al. [20]

2012
Randomized
controlled
trial

163 Alcohol and
cannabis

To evaluate clinician-
assisted computerized
psychological
treatment for
depression and
alcohol/other drug use
comorbidity in rural
and urban
communities

Patients were significantly older and attended
significantly more treatment sessions.
Computerized treatment was associated with
significantly greater alcohol use reductions
relative to face-to-face cognitive behavioral
therapy/motivational interviewing and
supportive counseling, showing high benefit.

To evaluate the
There were significant improvements in
depression symptoms and alcohol use over
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Brown et
al. [21] 2011

Randomized
controlled
trial

165 Alcohol
dependence

outcomes of CBT-D
compared with an RTC
in alcohol-dependent
patients with
significant depressive
symptoms

time for all participants. CBT-D showed
significantly reduced depressive symptoms,
as measured by the Beck Depression
Inventory, after six weeks of follow-up.
However, there were non-significant
differences at any other follow-up.

Pettinati
et al. [22] 2010

Randomized
controlled
trial

170 Alcohol
dependence

To evaluate the
efficacy of combining
approved medications
for depression
(sertraline) and alcohol
dependence
(naltrexone) in treating
patients with both
disorders

Sertraline combined with naltrexone produced
a higher alcohol abstinence rate (53.7%) and
demonstrated a longer delay before relapse to
heavy drinking than the naltrexone-sertraline
placebo with less tendency to develop
depression.

TABLE 1: Table of included studies
AUD, alcohol use disorder; CBT-D, cognitive-behavioral treatment for depression; OST, opioid substitution therapy; RR, residential rehabilitation;
RTC, relaxation training control; SUD, substance use disorder

Discussion
Depression is a common psychiatric disorder that can occur at different age groups [6]. Although there are
multiple medications used for managing depression, treatment success is usually low, especially in patients
with alcohol dependence or SUDs [9]. Hence, some studies have investigated different treatment modalities
and examined depression treatment outcomes in these patients. The present review investigated the
outcomes of depression treatment in patients with alcohol dependence or substance use. The present review
demonstrated that pharmacological treatment alone might not lead to sufficient outcomes of depression
treatment in patients with alcohol dependence or SUDs.

Furthermore, these patients usually suffer from treatment-resistant depression. Accordingly, this usually
requires a combination therapy and most properly combining pharmacological therapy with psychotherapy.
Cognitive-behavioral therapy for depression (CBT-D) has also shown promising outcomes. Additionally,
combined anti-depressants (mainly selective serotonin reuptake inhibitors [SSRI]) combined with alcohol
dependence medication (naltrexone) can improve treatment outcomes.

Both alcohol dependence and SUD were examined in this review. As for depression co-existing with alcohol
dependence, Jordans et al. [17] evaluated the use of psychotherapy combined with anti-depressants for
patients with depression and alcohol dependence. They showed that psychotherapy addition would improve
treatment success rates, especially when delivered by community-based counselors, after one year of follow-
up.

Similarly, Kay-Lambkin et al. showed that psychotherapy could significantly reduce alcohol use in patients
with depression and alcohol dependence. Additionally, they reported that patients with higher treatment
success rates were significantly older and attended more sessions. It is worth mentioning that the sessions
examined by Kay-Lambkin et al. were computerized and had a reasonable acceptance rate [20]. From the
included study, 4% preferred computer-delivered treatment, which was associated with significantly greater
alcohol use reductions relative to face-to-face cognitive behavioral therapy/motivational interviewing and
supportive counseling.

Furthermore, in a large study by Albrecht et al., the risk of traumatic brain injury was evaluated in patients
with alcohol dependence and depression. The study showed that females, patients with anxiety, or those
with Alzheimer’s disease were at a higher risk of traumatic brain injury. However, use of anti-depressants
significantly reduced the incidence of anxiety, insomnia, and substance abuse in these patients [16].

Also, the role of psychotherapy in these patients was examined by Brown et al., who evaluated the use of
CBT-D in patients with severe depression co-existing with alcohol dependence. It showed that CBT-D had
shown significant improvement in depressive symptoms at the beginning of treatment; however, the
improvement was non-significantly different after following up [21].

On the other hand, Pettinati et al. illustrated that a combination of sertraline, an SSRI, with naltrexone as a
treatment for alcohol dependence would result in higher alcohol discontinuation rates and a significant
reduction in depression symptoms, with acceptable incidence of side effects [22]. As for depression co-
existing with SUD, opioids were the most commonly studied agents. Brenner et al. showed that substance
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abuse could lead to a doubled risk of treatment-resistant depression than non-abusers. Furthermore,
treatment resistance was more significant in opioids abusers [15].

These findings were also confirmed by Anand et al., who also examined cocaine, cannabis, alcohol, and
hallucinogenic agents. Additionally, their study demonstrated a significant correlation between the severity
of depression symptoms and the frequency of administration of the abused substance and its type [18].

However, the included studies had some limitations. Some of those studies did not identify the substance
included in their studies, making the outcomes to all types of abused substances unsupportive in that area.
Additionally, only SSRI was examined in combination with medications for alcohol dependence.
Consequently, this drives the requirement for future studies that examine other anti-depressants with a
different mechanism of action in this clinical setting.

Conclusions
Patients with alcohol dependence or SUD usually suffer from treatment-resistant depression, particularly
patients abusing opioids. Combined psychotherapy with anti-depressants and dependence medications can
result in best patient outcomes, where SSRI use was commonly studied. Interestingly, telecommunication
and computer-based sessions had a higher effect than face-to-face sessions. As a result, such methods
should be utilized further with future programs along with the combined therapy approach. Future studies
are needed to assess the role of other anti-depressants combined with psychotherapy for patients with
alcohol dependence and SUDs as well as study it within the computerized setting.

Additional Information
Disclosures
Conflicts of interest: In compliance with the ICMJE uniform disclosure form, all authors declare the
following: Payment/services info: All authors have declared that no financial support was received from
any organization for the submitted work. Financial relationships: All authors have declared that they have
no financial relationships at present or within the previous three years with any organizations that might
have an interest in the submitted work. Other relationships: All authors have declared that there are no
other relationships or activities that could appear to have influenced the submitted work.

References
1. Tolliver BK, Anton RF: Assessment and treatment of mood disorders in the context of substance abuse .

Dialogues Clin Neurosci. 2015, 17:181-190.
2. Kranzler HR, Soyka M: Diagnosis and pharmacotherapy of alcohol use disorder: a review . JAMA. 2018,

320:815-824. 10.1001/jama.2018.11406
3. Litten RZ, Wilford BB, Falk DE, Ryan ML, Fertig JB: Litten RZ, Wilford BB, Falk DE, Ryan ML, Fertig JB . Subst

Abus. 2016, 37:286-298. 10.1080/08897077.2015.1133472
4. Danzo S, Connell AM, Stormshak EA: Associations between alcohol-use and depression symptoms in

adolescence: examining gender differences and pathways over time. J Adolesc. 2017, 56:64-74.
10.1016/j.adolescence.2017.01.007

5. Porter B, Hoge CW, Tobin LE, Donoho CJ, Castro CA, Luxton DD, Faix D: Measuring aggregated and specific
combat exposures: associations between combat exposure measures and posttraumatic stress disorder,
depression, and alcohol-related problems. J Trauma Stress. 2018, 31:296-306. 10.1002/jts.22273

6. Oliva F, Nibbio G, Vizzuso P, Jaretti Sodano A, Ostacoli L, Carletto S, Picci RL: Gender differences in anxiety
and depression before and after alcohol detoxification: anxiety and depression as gender-related predictors
of relapse. Eur Addict Res. 2018, 24:163-172. 10.1159/000490046

7. Barrett K, Chang YP: Behavioral interventions targeting chronic pain, depression, and substance use
disorder in primary care. J Nurs Scholarsh. 2016, 48:345-353. 10.1111/jnu.12213

8. Morley KC, Baillie A, Leung S, Sannibale C, Teesson M, Haber PS: Is specialized integrated treatment for
comorbid anxiety, depression and alcohol dependence better than treatment as usual in a public hospital
setting?. Alcohol Alcohol. 2016, 51:402-409. 10.1093/alcalc/agv131

9. Beaufort IN, De Weert-Van Oene GH, Buwalda VAJ, de Leeuw JRJ, Goudriaan AE: The Depression, Anxiety
and Stress Scale (DASS-21) as a screener for depression in substance use disorder inpatients: a pilot study.
Eur Addict Res. 2017, 23:260-268. 10.1159/000485182

10. Hinckley JD, Riggs P: Integrated treatment of adolescents with co-occurring depression and substance use
disorder. Child Adolesc Psychiatr Clin N Am. 2019, 28:461-472. 10.1016/j.chc.2019.02.006

11. Roos CR, Bowen S, Witkiewitz K: Baseline patterns of substance use disorder severity and depression and
anxiety symptoms moderate the efficacy of mindfulness-based relapse prevention. J Consult Clin Psychol.
2017, 85:1041-1051. 10.1037/ccp0000249

12. Adamson SJ, Sellman JD, Foulds JA, et al.: A randomized trial of combined citalopram and naltrexone for
nonabstinent outpatients with co-occurring alcohol dependence and major depression. J Clin
Psychopharmacol. 2015, 35:143-149. 10.1097/jcp.0000000000000287

13. Liberati A, Altman DG, Tetzlaff J, et al.: The PRISMA statement for reporting systematic reviews and meta-
analyses of studies that evaluate health care interventions: explanation and elaboration. PLOS Med. 2009,
6:1000100. 10.1371/journal.pmed.1000100

14. Higgins JP, Altman DG, Gøtzsche PC, et al.: The Cochrane Collaboration's tool for assessing risk of bias in
randomised trials. BMJ. 2011, 343:5928. 10.1136/bmj.d5928

2020 Alsheikh et al. Cureus 12(10): e11168. DOI 10.7759/cureus.11168 5 of 6

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4518701/?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1001/jama.2018.11406?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1001/jama.2018.11406?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1080/08897077.2015.1133472?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1080/08897077.2015.1133472?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.adolescence.2017.01.007?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.adolescence.2017.01.007?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1002/jts.22273?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1002/jts.22273?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1159/000490046?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1159/000490046?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1111/jnu.12213?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1111/jnu.12213?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1093/alcalc/agv131?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1093/alcalc/agv131?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1159/000485182?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1159/000485182?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.chc.2019.02.006?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.chc.2019.02.006?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1037/ccp0000249?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1037/ccp0000249?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1097/jcp.0000000000000287?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1097/jcp.0000000000000287?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1371/journal.pmed.1000100?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1371/journal.pmed.1000100?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1136/bmj.d5928?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1136/bmj.d5928?utm_medium=email&utm_source=transaction


15. Brenner P, Brandt L, Li G, et al.: Substance use disorders and risk for treatment resistant depression: a
population-based, nested case-control study. Addiction. 2020, 115:768-777. 10.1111/add.14866

16. Albrecht JS, Lydecker A, Peters ME, Rao V: Treatment of depression after traumatic brain injury reduces risk
of neuropsychiatric outcomes [Online ahead of print]. J Neurotrauma. 2020, 10.1089/neu.2019.6957

17. Jordans MJD, Luitel NP, Garman E, et al.: Effectiveness of psychological treatments for depression and
alcohol use disorder delivered by community-based counsellors: two pragmatic randomised controlled trials
within primary healthcare in Nepal. Br J Psychiatry. 2019, 215:485-493. 10.1192/bjp.2018.300

18. Anand D, Paquette C, Bartuska A, Daughters SB: Substance type moderates the longitudinal association
between depression and substance use from pre-treatment through a 1-year follow-up. Drug Alcohol
Depend. 2019, 197:87-94. 10.1016/j.drugalcdep.2019.01.002

19. Ross J, Teesson M, Lejuez C, et al.: The efficacy of behavioural activation treatment for co-occurring
depression and substance use disorder (the activate study): a randomized controlled trial. BMC Psychiatry.
2016, 16:221. 10.1186/s12888-016-0943-1

20. Kay-Lambkin FJ, Baker AL, Kelly BJ, Lewin TJ: It's worth a try: the treatment experiences of rural and urban
participants in a randomized controlled trial of computerized psychological treatment for comorbid
depression and alcohol/other drug use. J Dual Diagn. 2012, 8:262-276. 10.1080/15504263.2012.723315

21. Brown RA, Ramsey SE, Kahler CW, et al.: 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, 72:286-296. 10.15288/jsad.2011.72.286

22. Pettinati HM, Oslin DW, Kampman KM, et al.: A double-blind, placebo-controlled trial combining sertraline
and naltrexone for treating co-occurring depression and alcohol dependence. Am J Psychiatry. 2010,
167:668-675. 10.1176/appi.ajp.2009.08060852

2020 Alsheikh et al. Cureus 12(10): e11168. DOI 10.7759/cureus.11168 6 of 6

https://dx.doi.org/10.1111/add.14866?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1111/add.14866?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1089/neu.2019.6957?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1089/neu.2019.6957?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1192/bjp.2018.300?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1192/bjp.2018.300?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.drugalcdep.2019.01.002?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.drugalcdep.2019.01.002?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1186/s12888-016-0943-1?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1186/s12888-016-0943-1?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1080/15504263.2012.723315?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1080/15504263.2012.723315?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.15288/jsad.2011.72.286?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.15288/jsad.2011.72.286?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1176/appi.ajp.2009.08060852?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1176/appi.ajp.2009.08060852?utm_medium=email&utm_source=transaction

	Treatment of Depression With Alcohol and Substance Dependence: A Systematic Review
	Abstract
	Introduction And Background
	Review
	Methodology
	Search strategy
	Eligibility criteria
	FIGURE 1: PRISMA flowchart of the search and screening process

	Data review and analysis
	Results
	TABLE 1: Table of included studies

	Discussion

	Conclusions
	Additional Information
	Disclosures

	References


