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ABSTRACT 
Objective: To access the efficacy of cognitive behavioral therapy (CBT) in addition to pharmacotherapy versus 

pharmacotherapy alone in the treatment of major depressive disorder  
Methodology: A case-control study was conducted at different psychiatric clinics in Pakistan between April 2019 

to October 2020. All participants with depression were divided into two groups; Group A patients were treated in 
compliance with the current treatment guidelines for antidepressant pharmacotherapy whereas patients in Group 
B were managed with CBT which included 15 individual 45 minutes sessions in addition to pharmacotherapy. The 
efficiency of the treatment was assessed on PHQ-9, with treatment being considered successful in patients with a 
significantly improved score.  
Results: 53.80% participants of Group A and 37.50% participants of Group B with moderate depression suffered 

a depressive episode within the last 12 months whereas 46.20% participants of Group A and 62.50% participants 
of Group B with moderate depression suffered a depressive episode the last 12 months. However, 49.50% 
participants of Group A and 83.30% participants of Group B with moderately severe depression suffered a 
depressive episode within the last 12 months whereas 50.50% participants of Group A and 16.70% participants of 
Group B with Moderately severe depression suffered a depressive episode the last 12 months.  Escitalopram was 
the most common prescribed antidepressant (44.8%).  
Conclusion: It was found that CBT in addition to Pharmacotherapy was more effective in moderate depression 

whereas Pharmacotherapy alone was much more effective in Moderately Severe depression.  
Keywords: cognitive behavioral therapy, major depressive disorder, pharmacotherapy, CBT, PHQ-9  

 

INTRODUCTION 
Major depression is one of the critical public health crises in 
Pakistan, that significantly contributes to the loss of 
productive years, loss of healthy lives, and several other 
mental health issues [1]. Individuals who experience an 
intense depressive episode at some point are at risk for 
complications in the future, and the recurrence of such 
episodes elevates the likelihood of relapse substantially [2]. 
 In context with treatment, a combination of 
medications and therapy is seemed to be efficacious and 
beneficial [3], however; when used separately, these 
approaches generally yield therapeutic efficacy of less than 
50% [4]. 
 Thus, to improve efficiency, a combination of 
pharmacotherapy and psychotherapy is advantageous. The 
sequenced treatment alternatives to relieve depression 
(STAR*D) trial demonstrated the need for supplementary 
treatment modalities. In the investigation, the findings 
revealed a recovery rate of 33% following the first 
therapeutic intervention and only 50% after the 
subsequent. However; after four treatment regimens, the 
cumulative remission rate was 70%.[5]. Consequently, the 
inability to obtain higher response rates is associated with 

poor prognosis in the long term and thereby contributing to 
increased health care expenditures. 
 [6,7]. 
 There are only limited studies from Pakistan exploring 
the effectiveness of pharmacotherapy in adjunction to 
Cognitive behavioral therapy in patients with depressed 
patients. Therefore, the present study assessed the 
efficacy of Cognitive behavioral therapy in addition to 
pharmacotherapy compared to pharmacotherapy alone for 
the treatment of major depressive disorder.  
 

METHODS AND MATERIALS 
A case-control study was conducted at different psychiatric 
clinics in Pakistan between April 2019 to October 2020.  
Ethical approval from the Institutional Review Board (IRB) 
was obtained prior to the study. Simple randomization 
technique was used to enroll participants. All patients 
diagnosed with major depressive disorder, above 17 years 
of age, and gave informed verbal and written consent to 
participate were included in the study. Only patients with a 
score of 18 or higher were included. Patients with a 
neurological disorder, Schizophrenic disorders, history of 
bipolar mood disorders, and those who recently suffered a 
traumatic brain injury were excluded from the study.   
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 All patients presenting to the outpatients department 
will be assessed for unipolar depressive disorder. 
Depression assessment will be performed using 
International Diagnostic Checklists for ICD-10 (IDCL), 
enabling symptom-specific classification of depression 
based on the criteria of ICD-10 [8]. 
 All patients with depression were assigned 
alternatively to either Group A - pharmacotherapy alone or 
Group B - Pharmacotherapy plus cognitive behavioral 
therapy (CBT).  
 Group A patients will be treated in compliance with 
the current treatment guidelines for antidepressant 
pharmacotherapy according to current guidelines [9]. The 
patients in Group B will be managed with CBT in addition to 
pharmacotherapy.  
 All participants in group B were assigned to the 
Cognitive-behavioral therapy offering at least 15 individual 
45-minute sessions. These sessions were scheduled 
weekly. Therapists followed the procedures outlined in the 
CBT Manual for Depression (CBT Manual for Depression) 
[10]. This manual is based on Beck’s original treatment 
manual, with some adaptations designed to address the 
cultural characteristics of Japanese patients, such as their 
emphasis on interpersonal relationships and consideration 
of the family as an essential part of treatment.28 
 The efficacy of the treatment was determined using 
scores of PHQ-9 [11]. In patients with significantly 
improved PHQ-9 scores, the treatment was considered as 
successful.  The PHQ-9 was used to assess the severity of 
the depressive symptoms and was set as the tool to assess 
the efficacy of the treatment i.e. primary outcome.  
    
 All data was entered and analysed using SPSS V.26. 
All continuous variables were presented as mean and 
standard deviation while all categorical variables were 
presented as frequency and percentages. Efficacy of 
treatment were calculated as differences of mean scores of 
PHQ-9 before and after treatment in both groups.   
 

RESULTS 
Table 1 shows distribution of antidepressants prescribed to 
the study population. Escitalopram was the most frequently 
prescribed with a frequency of 278 (44.8%). 
 
Table 1: Distribution of Antidepressants 

TCAs 

Amitriptyline 49 (7.9%) 

Amoxapine 3 (0.5%) 

Clomipramine 22 (3.5%) 

Doxepin 16 (2.6%) 

Imipramine 9 (1.5%) 

Nortriptyline 5 (0.8%) 

SSRIs 

Citalopram 13 (2.1%) 

Escitalopram 278 (44.8%) 

Fluoxetine 87 (14%) 

Paroxetine 75 (12.1%) 

Sertraline 110 (17.7%) 

SNRIs 

Duloxetine 8 (1.3%) 

Milnacipran 2 (0.3%) 

Venlafaxine 17 (2.7%) 

Venlafaxine (Extended release form) 4 (0.6%) 

CBT + Pharmacotherapy 

Combined 83 (13.4%) 

 
 83 (13.4%) patients were prescribed both 
pharmacotherapy as well as cognitive behavioral therapy. 
When frequency of depressive episodes were assessed 
after initiating the treatment according to the groups, it was 
found that most of the individuals on both CBT and 
pharmacotherapy suffered from depressive episodes within 
the last 12 months albeit the difference was statistically 
insignificant (table 2).  
 
Table 2: Number of last episodes in CBT and Pharmacotherapy vs. 
Pharmacotherapy alone  

 
Within the last 12 
months 

Before last 12 
months 

p-
value 

CBT + 
Pharmacotherapy 

29 (64.40%) 16 (35.60%) 

0.134 Only 
Pharmacotherapy 
alone 

181 (52.60%) 163 (47.40%) 

 
 Stratification on the basis of severity of data was done 
to find out the efficacy of both treatments on patients with 
different grades of depression. It was found that CBT + 
Pharmacotherapy is more effective in moderate 
depression. Pharmacotherapy alone is much more effective 
in Moderately Severe depression. 
 
Table 3: Number of last episodes in CBT and Pharmacotherapy vs. 
Pharmacotherapy alone in different severities of depression. 

Moderate 
Depression 

 
Within the last 
12 months 

Before last 
12 months 

p-
value 

CBT + 
Pharmacother
apy 

3 (37.50%) 5 (62.50%) 

0.470 

Pharmacother
apy alone 

42 (53.80%) 36 (46.20%) 

Moderately 
Severe 

 
Within the last 
12 months 

Before last 
12 months 

p-
value 

CBT + 
Pharmacother
apy 

5 (83.30%) 1 (16.70%) 

0.207 

Pharmacother
apy alone 

54 (49.50%) 55 (50.50%) 

Severe 
Depression 

 
Within the last 
12 months 

Before last 
12 months 

p-
value 

CBT + 
Pharmacother
apy 

21 (67.70%) 10 (32.30%) 

0.173 

Pharmacother
apy alone 

85 (54.10%) 72 (45.90%) 

 

DISCUSSION 
Multiple studies have revealed that cognitive-behavioral 
therapy is as effective as pharmacotherapy alone for the 
management of major depressive disorder. [11] Some 
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studies also reported that the use of cognitive-behavioral 
therapy in addition to antidepressant medications 
enhanced the results of treatment. [12] 
 The significance and benefit of cognitive-behavioral 
therapy combined with pharmacotherapy for the effective 
management of major depressive disorder have long been 
studied. Though some researchers have supported the use 
of combination therapy and reported positive results, [13] 
other studies found no such advantage of combination 
therapy [14] or mindfulness therapies over 
pharmacotherapy alone [15] for the treatment of 
depression. 
 Our study found that cognitive-behavioral therapy in 
combination with pharmacotherapy was more effective in 
the management of moderate depression, while moderately 
severe depression was best treated with pharmacotherapy 
alone. 
 A similar study was conducted by Kamenov et al., 
which revealed very different results. The efficacy of 
combination therapy and pharmacotherapy was studied, 
and it was noted that combination therapy was more 
beneficial in terms of treatment outcomes as compared to 
pharmacotherapy alone. [16] Studies have shown that the 
long-term benefits of psychotherapy are more pronounced 
as compared to the short-term effects, [17] which can 
explain why cognitive behavioral therapy is associated with 
better long-term treatment outcomes. The results obtained 
can be attributed to various factors, such as better 
availability of resources in the form of health personnel and 
that behavioral therapy is a more economically friendly 
mode of treatment. [18] 
 In a similar study, a six-month treatment response 
was evaluated in patients on combined psychotherapy and 
pharmacotherapy and patients receiving only 
pharmacotherapy. The results were inconsistent with our 
findings and revealed that combined therapy was more 
beneficial in the management of depression in the six 
months. The results implied that combination therapy had a 
stronger enduring effect as compared to medical therapy 
alone, for the management of major depressive disorder. 
[19] 
 In a randomized control trial, a comparison was made 
between treatment efficacy using psychotherapy, 
pharmacotherapy, and combination therapy. The results 
indicated that all modes of therapy yielded similar results in 
terms of subjective, cognitive, and biological markers of 
depression. [20] 
 Though pharmacotherapy alters the neurochemical 
pathways to limit negative emotions, [21] cognitive 
behavioral therapy supports the process by allowing 
patients to build the skills to counter the negative emotions, 
[22] thereby having a significant long-term impact on the 
patient's mental well-being. 
 The study was associated with certain limitations. The 
absence of a control group did not allow us to compare the 
efficacy of the treatment. Furthermore, the small sample 
size did not facilitate the identification of minor differences 
between the study groups. 
 

CONCLUSION 
It was found that CBT in combination with 
Pharmacotherapy was more effective in moderate 

depression whereas Pharmacotherapy alone was much 
more effective in Moderately Severe depression.  
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