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A Naturalistic Study of the Association Between Antidepressant 
Treatment and Outcome of Smoking Cessation Treatment
Todd Zorick, MD, PhD; Mark A. Mandelkern, MD, PhD; and Arthur L. Brody, MD

ABSTRACT
Objective: Psychiatric, medical, and substance use 
comorbidities are highly prevalent among smokers, and 
many of these comorbidities have been found to be 
associated with reduced rate of success in clinical trials 
for smoking cessation. While much has been established 
about the best available treatments from these clinical 
trials, little is known about the effect of concomitant 
psychiatric medications on quit rates in smoking 
cessation programs. On the basis of results in populations 
with tobacco dependence and other substance 
use disorders, we hypothesized that smokers taking 
antidepressants would have a lower rate of quitting in an 
outpatient smoking cessation program.

Method: We performed a naturalistic chart review 
of veterans (N = 144) enrolled in the Veterans Affairs 
Greater Los Angeles Mental Health Clinic Smoking 
Cessation Program from March 2011 through July 2013, 
who met DSM-IV-TR criteria for nicotine dependence. 
The primary outcome was smoking cessation with 
treatment, as evidenced by a patient report of at least 1 
week of abstinence and an exhaled carbon monoxide 
level of ≤ 6 ppm (if available) at the end of acute 
treatment, with comparators including concomitant 
psychotropic medication treatment, psychiatric and 
medical comorbidities, and the presence of a substance 
use disorder history. We utilized stepwise binary logistic 
regression as the main statistical technique.

Results: We found that current antidepressant treatment 
(P = .003) and history of substance use disorder (P = .01) 
(particularly cocaine [P = .02]) were associated with 
a lower rate of quitting smoking. Furthermore, the 
association between antidepressant treatment and 
reduced rate of smoking cessation was primarily seen 
in patients with a history of substance use disorder 
(P = .003).

Conclusions: While preliminary, these results suggest 
an important clinical interaction meriting future study. 
If these findings are confirmed, clinicians may want to 
consider the risk of reduced ability to quit smoking in 
patients with a history of substance use disorder who are 
taking antidepressants.
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Despite many years of public health efforts, tobacco smoking 
remains the largest modifiable risk factor for increased 

morbidity and mortality worldwide, with the current rate of 
smoking at around 20% in the United States.1 Smoking has been 
estimated to result in 400,000 excess deaths per year in the United 
States alone due to the increased risk for lung disease (including 
cancer) and cardiovascular disease (including stroke and myocardial 
infarction).2 Current treatment modalities, both psychological and 
pharmacologic, are effective for only a minority of smokers seeking 
treatment.3 In addition, psychiatric and substance use comorbidities 
are highly prevalent among smokers, and many of these factors have 
been found to be associated with reduced smoking cessation rates 
in both naturalistic studies and clinical trials.4,5 Smoking rates of up 
to 80% have been reported in patients with substance use disorders, 
while patients with psychotic disorders and bipolar disorder also have 
very high rates (~ 50%–60%) compared to the general population.5 
Depression has been shown to have a strong comorbid relationship 
with smoking in that individuals with a history of depression are 
more likely to smoke (~ 37%–44% rate) than those without such a 
history.6,7 Smokers with depression also have a modestly reduced rate 
of smoking cessation in clinical trials.8 Combined with the observation 
that nicotine withdrawal results in increased depressive symptoms in 
depressed smokers, these data highlight the significant public health 
problem that smoking in depressed individuals represents.8,9

These clinical observations have provided ample reason for 
large numbers of clinical trials of antidepressants for smoking and 
depression, with the thought being that ameliorating depressive 
symptoms among smokers may assist in smoking cessation efforts.8,9 
However, the combined effort of many years of clinical trials involving 
thousands of depressed smokers worldwide provides support only 
for the use of bupropion and tricyclic antidepressants (TCAs), which 
are effective for smokers with or without depression.8,9 Because of 
the high comorbidity of depression and smoking, active smokers 
with cardiovascular comorbidities10 or who are treatment-seeking 
(cf Stolz et al11) have high rates of antidepressant use (25% and 
17%, respectively). Therefore, the fact that antidepressants are 
commonly prescribed to active smokers indicates a vital need to 
better understand the interaction of pharmacologic treatment for 
depression and smoking cessation treatment outcome in smokers.

Surprisingly, several studies of antidepressant usage in smokers 
have shown a tendency for antidepressant use to be associated 
with lower rates of smoking cessation.10–13 These findings, which 
are somewhat counterintuitive, have some parallels in studies of 
antidepressant treatment for other substance use disorders, in 
which similar results have been reported (cf Zorick et al14). Heavy-
drinking alcoholics (“Type B”) have shown a strong tendency to 
increased alcohol consumption with several antidepressants in 
clinical trials (reviewed by Pettinati,15 with more recent confirmation 
of this effect for sertraline16). An outpatient study of sertraline 
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Antidepressant treatment is associated with a reduced rate ■■
of smoking cessation in a veteran-based smoking cessation 
clinic setting.

The detrimental effect of antidepressant treatment on ■■
smoking cessation outcome was seen primarily in those 
patients with a history of substance use disorders.

If these findings are confirmed, clinicians may want to ■■
consider the risk of reduced ability to quit smoking in 
patients with a history of substance use disorder who are 
taking antidepressants.

for methamphetamine dependence showed increased 
methamphetamine use in patients taking active medication.17 
Similarly, a recent placebo-controlled trial of fluoxetine 
for cocaine dependence showed that fluoxetine treatment 
reduced the efficacy of contingency management.18

On the basis of the reported association of antidepressant 
use and poor outcomes in some studies of smoking 
cessation and substance use disorder treatment, we 
performed a naturalistic chart review study using clinical 
data containing comprehensive listings of prescribed 
medications and comorbid conditions during smoking 
cessation treatment at the Veterans Affairs (VA) Greater Los 
Angeles Mental Health Clinic Smoking Cessation Program. 
Our hypothesis was that current antidepressant treatment 
would be associated with a lower rate of smoking cessation 
as compared to antipsychotic and mood stabilizer treatment 
and that this effect would be more prominent in patients 
with a history of substance use disorder. The relationship 
of smoking cessation to both antidepressant treatment and 
history of substance use disorder has not previously been 
reported.

METHOD
Participants

The chart review protocol was approved by the VA 
Greater Los Angeles Institutional Review Board. Charts 
selected for review included all patients seen for smoking 
cessation treatment at the VA Greater Los Angeles Mental 
Health Clinic Smoking Cessation Program, from the period 
of March 2011 through July 2013. All patients treated in 
this clinic have a history of psychiatric and/or substance use 
disorders, while meeting DSM-IV-TR criteria for nicotine 
dependence; details of the clinic treatment and patient 
entry criteria were described previously.4 Clinic treatment 
consists of a 12- to16-week course of nursing medical case 
management, weekly 45-minute group cognitive-behavioral 
therapy sessions with a psychologist, and weekly medication 
management visits with a psychiatrist (A.L.B and T.Z.). The 
Beck Depression Inventory-II (BDI)19 and Fagerström Test 
for Nicotine Dependence (FTND)20 were administered 
and exhaled carbon monoxide (CO) levels were collected 
typically at clinic entry; however, due to occasional clinic 
staffing shortages or equipment malfunction, data from 
these measures were not collected for all patients.

Participants were included in this chart review if they 
showed at least minimal participation in the clinic by 
attending at least 2 clinic sessions within 60 days with 
medication treatment for smoking cessation or at least 3 
clinic sessions without medication treatment. A participant 
was considered to have ended treatment if he or she was 
absent from the clinic for more than 60 days. Participants 
were considered to have quit smoking if they had reported 
> 7 days of smoking abstinence along with exhaled CO levels 
of ≤ 6 ppm (when available) at the end of acute (typically 
3- to 4-month) treatment. If a participant had multiple clinic 
quit attempts during the study time frame, only the longest 
period of treatment was included in this review. Exclusionary 
criteria for the study were insufficient clinical information 
(eg, missing documentation of prescribed medications); any 
other treatment for smoking within the last 30 days prior to 
clinic entry; smoking fewer than 5 cigarettes per day on entry 
into clinic; treatment still ongoing as of July 2013; smoking 
pipes, cigars, or rolled tobacco; primarily using chewing 
tobacco; or starting or stopping psychotropic medication 
use (aside from bupropion) during the course of smoking 
cessation treatment.

Comorbid Medical and Psychiatric Conditions 
and Medication Treatment

Current and past medical and psychiatric diagnoses 
(including histories of substance use disorder) were 
obtained from the participants’ electronic medical records. 
For documentation of the primary substance use disorder 
(when present), we first surveyed their current and past 
computer health record problem lists, then reviewed any 
prior treatment episodes for which a history of substance use 
disorder was documented (including emergency room visits, 
inpatient hospitalizations, substance use disorder treatment 
episodes). Diagnoses and adjunctive medication treatments 
were included in the analysis if they represented > 5% of the 
sample.

Antidepressants included therapeutic doses of selective 
serotonin reuptake inhibitors (such as fluoxetine), TCAs 
(such as amitriptyline), and atypical antidepressants (such 
as nefazodone, mirtazapine, and trazodone). Low-dose 
trazodone (≤ 150 mg/ d) for insomnia was not counted as 
antidepressant treatment for the purposes of this study, as 
it has not shown efficacy as an antidepressant in that dose 
range.21 Antipsychotics included both older typical and newer 
atypical antipsychotics. Mood stabilizers included lithium, 
carbamazepine, valproate, and lamotrigine at therapeutic 
doses.

Statistical Analysis
Statistical analyses were accomplished using R version 2.13 

(R Core Team: Vienna, Austria, 2012) and IBM SPSS version 
21.0 (IBM: Armonk, New York, 2012). Analysis of variance 
and Fisher exact tests were used to assess for potential 
confounding factors based on the clinical data. We utilized 
a stepwise binary logistic regression to assess for the effect 
of psychotropic medication treatment while accounting for 
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confounding factors. To account for multiple comparisons for 
different categories of psychotropic medication, we utilized 
Bonferroni correction, accounting for each set of regressions 
run on the data (3 for the data shown in Figure 1, 2 for the 
data shown in Figure 2).

RESULTS
Demographics and Clinical Characteristics

A total of 417 patients were enrolled in the clinic from 
March 2011 through July 2013. Of these, 205 met criteria for 
treatment engagement, as defined above. Seventeen patients 
were repeat patients, and thus excluded, while 6 patients were 
excluded due to insufficient clinical information available. Four 
patients were excluded for having been in another smoking 
cessation program within 30 days of entry to the clinic, 13 
patients were excluded for smoking fewer than 5 cigarettes 
per day, 8 were excluded for smoking non-cigarette forms of 
tobacco or using primarily chewing tobacco, 10 patients were 

excluded because their treatment was ongoing as of the date 
of chart review, and 3 patients were excluded because they 
either stopped or started psychotropic medication treatment 
during treatment for smoking cessation. Overall, 144 patient 
charts met full study criteria (Table 1).

Table 1 presents an overview of the demographics of the 
patient population, broken down by whether or not they 
were able to quit smoking during clinic treatment. Quitters 
did not differ from nonquitters in terms of mean age, intake 
BDI score, reported cigarettes per day, number of weeks in 
treatment, number of sessions attended, entry FTND score, 
ethnicity, or gender distribution. Mean (SD) intake CO level 
was higher for nonquitters (14.8 [7.7] ppm) than for quitters 
(9.7 [5.0] ppm) in the participants for which this value was 
available (F1,50 = 4.8, P = .03; Table 1).

With regard to psychiatric and medical histories of 
the participants, quitters and nonquitters did not differ 
in the frequency of diagnoses of posttraumatic stress 
disorder, psychotic disorders (including schizophrenia and 
schizoaffective disorders), major depression, bipolar disorders 
(either I, II, or not otherwise specified), cardiac disease, 
hypertension, liver disease (including chronic hepatitis and 
cirrhosis), lung disease (including emphysema, chronic 
obstructive pulmonary disease, and asthma), or chronic back 
pain (Table 1). However, nonquitters had a higher rate of 
comorbid substance use disorder history than quitters (78% 
vs 58%; P = .01; Table 1). When comparisons were broken 
down by primary substance use disorder, a history of cocaine 
use disorder was present more frequently in nonquitters than 
in quitters (26% vs 10%; P = .02; Table 1). Furthermore, there 
was a trend to significance for quitters to have a lower rate of 
alcohol use disorder history than nonquitters (21% vs 35%; 
P = .07; Table 1). There were no differences between quitters 
and nonquitters in the overall rate of methamphetamine use 
disorder or multiple substance use disorders (Table 1). By 
contrast, there was a trend for quitters to have a higher rate 
of opiate use disorder than nonquitters (15% vs 5%; P = .08; 
Table 1). Quitters were also more likely than nonquitters to 
have a history of diabetes mellitus (29% vs 11%; P = .01). In 
terms of other adjunctive medications, quitters did not differ 
from nonquitters in the rate of concomitant prescription 
opiate treatment or sedative-hypnotic medication or in the 
use of nicotine replacement therapy or bupropion as smoking 
cessation treatments (Table 1). However, there was a strong 
trend for quitters to be more likely to be taking varenicline 
for smoking cessation than nonquitters (21% vs 12%; P = .07; 
Table 1).

Psychotropic Medication Treatment 
and Smoking Cessation Rates

To assess whether antidepressant treatment status 
continued to exhibit a significant effect after taking into 
account possible confounding factors, we performed a 
series of stepwise binary logistic regressions with quit 
status as the dependent variable (Figures 1 and 2; Tables 2 
and 3). For the binary logistic regression with quit status 
versus antidepressant, antipsychotic, and/or mood stabilizer 

Table 1. Demographics and Clinical Characteristicsa

Category Quitb Not Quitb
P 

Valuec

Total sample (N = 144) 62 (43) 82 (57) NA
Age, y 56.3 (11.0) 55.3 (9.0) .58
BDI score, (n = 70) 5.2 (3.8) 5.5 (4.6) .79
Carbon monoxide level, ppm (n = 52) 9.7 (5.0) 14.8 (7.7) .03*
No. of cigarettes/d 15.6 (6.7) 17.3 (9.6) .24
No. of weeks in treatment 13.1 (11.0) 10.3 (10.3) .11
No. of sessions attended 7.8 (4.8) 6.7 (5.2) .19
FTND score (n = 71) 5.5 (1.7) 5.3 (2.0) .79
White 21 (34) 31 (38) .82
Male 56 (90) 80 (98) .13
Psychiatric/SUD history

Any SUD 36 (58) 64 (78) .01*
Alcohol 13 (21) 29 (35) .07
Cocaine 6 (10) 21 (26) .02*
Opiate 9 (15) 4 (5) .08
Methamphetamine 2 (3) 7 (9) .3
Multiple SUDs 5 (8) 4 (5) .5

Posttraumatic stress disorder 16 (26) 23 (28) .85
Psychosis 11 (18) 15 (18) 1
Depression 19 (31) 30 (37) .48
Bipolar disorder 10 (16) 12 (15) .82

Medical history
Cardiac 8 (13) 8 (10) .6
Diabetes mellitus 18 (29) 9 (11) .01*
Hypertension 36 (58) 45 (55) .74
Liver disease 8 (13) 6 (7) .27
Lung disease 14 (23) 25 (30) .35
Back pain 30 (48) 32 (39) .31

Adjunctive medications
Antidepressants 14 (23) 39 (48) .003*
Antipsychotics 16 (26) 29 (35) .28
Mood stabilizers 7 (11) 6 (7) .56
Opiates 17 (27) 16 (20) .36
Sedatives 4 (6) 5 (6) 1
Nicotine replacement therapy 49 (79) 59 (72) .44
Bupropion 11 (18) 25 (30) .12
Varenicline 13 (21) 10 (12) .07

aListed statistical contrasts are uncorrected for multiple comparisons. 
bValues reported as n (%) for categorical variables and as mean (SD) for 

continuous variables.
cAnalysis of variance was used for continuous variables, and the Fisher 

exact test was used for categorical variables. 
*P values indicating a statistically significant comparison.
Abbreviations: BDI = Beck Depression Inventory, FTND = Fagerström 

Test for Nicotine Dependence, NA = not applicable, SUD = substance 
use disorder.
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treatment, a smaller proportion of participants taking 
antidepressants quit (26% [14/53]) than participants not 
taking antidepressants (53% [48/91]; P = .0025, Figure 
1). By contrast, there was no significant difference in the 
proportion of patients quitting while taking antipsychotic 
(36% [16/45]; P = .22) or mood stabilizer medications (54% 
[7/13]; P = .41) (Figure 1).

To provide convincing evidence that the deleterious 
effect of antidepressant treatment was not due to 
psychiatric history, we also performed stepwise binary 
logistic regressions with diabetes, psychiatric diagnoses, 
and psychotropic treatments as variables (Table 2). 
Antidepressant treatment remained the only significant 

medication treatment variable (P = .003), though a strong 
trend was observed for antipsychotic treatment (P = .073; 
Table 2). Subsequently, we looked at possible substance use 
disorder confounders and found that the effect of adding 
antidepressant treatment status remained significant even 
after incorporating either history of substance use disorder 
(P = .015) or cocaine use disorder (P = .010), together with 
diabetes mellitus, into the model (Table 3). Analysis of 
the interaction of antidepressant treatment with either 
substance use disorder or cocaine use disorder reduced the 
overall quality of the model fit due to collinearity between 
substance use disorder and antidepressant treatment status 
(R2 = 0.25; see next section), while there were no significant 
effects of the interactions between antidepressant treatment 
and diabetes history.

Smoking Cessation Quit Rates, Antidepressant 
Treatment, and Substance Use Disorder History

On the basis of the studies showing that substance use 
disorders are associated with poor response to antidepressant 

Table 2. Logistic Regression Models for Psychiatric History 
and Psychotropic Treatment

Category Β SE
Wald 

χ2 Pa OR
95% CI 
for OR

Antidepressant treatment
Diabetes 1.15 0.47 6 .014* 3.15 1.28–8.19
Psychosis −0.1 0.48 0.045 .83 0.9 0.35–2.29
Depression 0.27 0.43 0.39 .53 1.31 0.57–3.09
Bipolar disorder 0.57 0.54 1.1 .29 1.78 0.62–5.21
Antidepressant −1.26 0.42 8.8 .003* 0.28 0.12–0.64

Antipsychotic treatment
Diabetes 1.25 0.46 7.3 .0069* 3.49 1.44–9
Psychosis 0.5 0.46 0.79 .37 1.64 0.55–5.06
Depression −0.18 0.56 0.2 .65 0.84 0.38–1.82
Bipolar disorder 0.48 0.4 0.76 .38 1.61 0.55–4.84
Antipsychotic −0.91 0.51 0.32 .073 0.4 0.14–1.05

Mood stabilizer treatment
Diabetes 1.17 0.46 6.6 .01* 3.23 1.35–8.19
Psychosis −0.06 0.46 0.016 .9 0.94 0.37–2.33
Depression −0.13 0.39 0.1 .75 0.88 0.4–1.91
Bipolar disorder −0.12 0.58 0.043 .84 0.89 0.27–2.74
Mood stabilizer 0.49 0.72 0.47 .49 1.63 0.4–2.93

aListed P values are uncorrected for multiple comparisons.
*Statistical significance (P < .05) after Bonferroni correction for multiple 

comparisons.
Abbreviations: B = regression coefficient, CI = confidence interval, 

OR = odds ratio, SE = standard error.

Table 3. Substance Use Disorder Logistic Regression Results

Category Β SE
Wald 

χ2 Pa OR
95% CI 
for OR

All SUD
SUD history −0.78 0.39 3.9 .047 0.46 0.2–1.0
Diabetes 1.07 0.47 5.2 .023* 2.9 1.2–7.5
Antidepressant treatment −0.95 0.39 5.9 .015* 0.39 0.2–0.8

Cocaine only
Cocaine history −1.13 0.53 4.5 .034 0.32 0.1–0.9
Diabetes 1.19 0.47 6.3 .012* 3.3 1.3–8.7
Antidepressant treatment −1.00 0.39 7 .01* 0.37 0.2–0.8

aListed P values are uncorrected for multiple comparisons.
*Statistical significance (P < .05) after Bonferroni correction for multiple 

comparisons.
Abbreviations: B = regression coefficient, CI = confidence interval, 

OR = odds ratio, SE = standard error, SUD = substance use disorder.

Figure 1. Smoking Cessation Clinic Quit Rates for Patients 
With Respect to Psychotropic Medication Treatmenta

aBars represent percentage quit rate for patients taking serotonergic 
antidepressants, antipsychotics, and mood stabilizers of the total 
number of patients taking each medication while undergoing treatment 
for smoking cessation. 

*Statistical significance (P < .05) by stepwise binary logistic regression 
for group comparison, after Bonferroni correction for multiple 
comparisons.
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aThe vertical axis represents the percentage of participants in each listed 
condition who quit during the study. 

*Statistical significance (P < .05) by stepwise binary logistic regression 
after Bonferroni correction for multiple comparisons.
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Figure 2. Smoking Cessation Clinic Quit Rates for Participants 
Taking or Not Taking Antidepressant Medications With and 
Without Substance Use Disordera
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treatment,15,16,22,23 along with the collinearity we observed 
between substance use disorder history and antidepressant 
treatment, we tested the hypothesis that the negative effect 
of antidepressant treatment on smoking cessation quit 
rate would be seen primarily in patients with a history of 
substance use disorder (Figure 2). We separated the sample 
into patients with (n = 101) and without (n = 43) substance 
use disorder history and compared the quit rate among 
those participants taking antidepressants in each category. 
We again utilized a stepwise binary logistic regression with 
history of diabetes mellitus as a potential confounding factor. 
Among patients with a history of substance use disorder, 
those taking antidepressants (n = 8 [18%]) were less likely to 
quit smoking than those not taking antidepressants (n = 28 
[49%]; P = .003; Figure 2). By contrast, in patients without 
a history of substance use disorder, there was no overall 
difference in quit rate between patients taking (n = 6 [67%]) 
or not taking (n = 20 [58%]) antidepressants after accounting 
for diabetes history (P = .82; Figure 2).

DISCUSSION
Antidepressant Treatment Is Associated 
With a Lower Rate of Smoking Cessation 
in a Naturalistic Clinic Setting

We found that antidepressant treatment among veterans 
with psychiatric and/or substance use disorder comorbidities 
was associated with a lower rate of smoking cessation, 
even after taking into account other possible confounding 
factors (Tables 2 and 3; Figure 2). These data support 
results from other recent clinical trials and naturalistic 
studies showing that concomitant antidepressant treatment 
reduces the rate of smoking cessation.10–13 Our results also 
support findings from other naturalistic treatment settings 
showing that antidepressant use is associated with a lower 
rate of subsequent smoking cessation, either in a smoking 
cessation treatment paradigm11 or in a cohort of medically 
ill outpatients not in treatment for tobacco dependence.10 
These prior associational findings were ascribed variously 
to depressive symptoms or amotivation associated with 
antidepressant treatment; however, we found that baseline 
depressive symptoms did not differ between quitters and 
nonquitters, and there was no difference in either time 
spent in treatment or prevalence of diagnoses of either 
major depression or bipolar disorders in our cohort (Table 
1). Therefore, neither baseline depressive symptoms nor 
treatment engagement nor psychiatric history is a good 
explanatory factor for the negative effect of antidepressant 
treatment on smoking cessation quit rate.

Antidepressants Reduce Smoking Cessation 
Treatment Efficacy in Patients With a History 
of Substance Use Disorders

Clinical trials of antidepressants for active smokers 
typically exclude participants with recent history of substance 
use disorder and do not keep track of how many have a more 
remote history of this disorder (eg, Saules et al24). To our 
knowledge, our current findings represent the first report 

of the association of reduced smoking cessation efficacy in 
patients with a history of substance use disorder who are 
taking antidepressants. There are currently no accepted 
theories as to why antidepressant treatment is associated 
with reduced efficacy of treatment for the underlying 
substance use disorder (including smoking), but one possible 
explanation was found in a reanalysis of a placebo-controlled 
trial of sertraline for methamphetamine dependence.14,17 
Participants who were taking sertraline demonstrated 
increased craving and use of methamphetamine as compared 
with all other participants.14 Therefore, there may be 
increased craving for tobacco and other substances of abuse 
with antidepressant treatment. However, further studies are 
needed to follow up on this preliminary finding and to better 
characterize this phenomenon.

Limitations
While our data are compelling, it is important to recognize 

study limitations. This was a naturalistic chart review study 
and therefore is capable of indicating only associations 
between possible explanatory variables and treatment 
outcomes, not causative relationships. Our sample of veterans 
is mostly male and thus may not generalize to populations of 
treatment-seeking female smokers. Furthermore, the sample 
size was relatively small, especially for subpopulations (eg, 
individuals with opiate or cocaine use disorder). Psychiatric 
disorders (including substance use disorders) were based 
on clinician report via electronic records and therefore 
may not have been determined with a standard rating scale 
or standard questions using DSM criteria. There is also a 
possibility of bias present in the historical information 
available from electronic medical records about diagnostic 
histories of the patients by participant reports or treating 
clinicians’ interpretations. While there is no a priori reason 
to assume that the pattern of missing information from 
patients about intake CO levels or BDI or FTND scores was 
anything other than random, this remains a possible source 
of bias as well.

CONCLUSIONS
In our sample of urban veteran smokers with extensive 

psychiatric, medical, and substance use disorder 
comorbidities, antidepressant use was associated with a 
lower rate of smoking cessation in an outpatient treatment 
program. By comparison, the same sample did not reveal 
an effect of baseline depressive symptoms, demographic 
factors, psychiatric disorders (aside from substance use 
disorders), medical conditions (aside from diabetes mellitus), 
antipsychotic usage, or mood stabilizer usage. The reduction 
by antidepressants of the efficacy of the smoking cessation 
treatment was seen primarily in patients with a history of 
substance use disorder. While the underlying cause of this 
phenomenon remains unknown, these results, taken together 
with those of other studies demonstrating a similar effect 
both in smoking cessation treatment10–13 and in treatment 
studies for other substances of abuse,14–18 indicate a clinically 
important phenomenon worthy of additional research. If 
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these finding are borne out by future research, then the 
possible detrimental effects of antidepressants on the ability 
of patients with a history of substance use disorder to quit 
smoking should be included in the risk/benefit analysis 
carried out by treating physicians.
Drug names: bupropion (Wellbutrin, Aplenzin, and others), carbamazepine 
(Carbatrol, Equetro, and others), fluoxetine (Prozac and others), lamotrigine 
(Lamictal and others), lithium (Lithobid and others), mirtazapine (Remeron 
and others), sertraline (Zoloft and others), trazodone (Oleptro and others), 
varenicline (Chantix).
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