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Antidepressant Prescription Pattern in the 
Presence of Medical Co-morbidity: REAP-AD 
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Abstract

Objective: To evaluate the prescription pattern of antidepressants in patients with medical co-morbidity 
from major psychiatric centres in Asia.
Methods: The Research on Asian Psychotropic Prescription Pattern for Antidepressants (REAP-AD 
2013) collected data from 42 psychiatric centres in 10 Asian countries and regions. Antidepressant 
prescriptions of 2320 patients with various psychiatric disorders were evaluated. Of these, 370 patients 
who had specified medical co-morbidities formed the study cohort. 
Results: Escitalopram (20%) and mirtazapine (20%) were the most commonly prescribed antidepressants 
in patients with medical co-morbidity followed by sertraline (16%), trazodone (15%), and paroxetine 
(12%). Overall, more than half (52%; 247/476) of prescriptions comprised selective serotonin reuptake 
inhibitors. Slightly less than two-thirds (63%; n = 233) of patients received at least 1 selective serotonin 
reuptake inhibitor. In addition, 79% of patients were prescribed only 1 antidepressant. The mean number 
of antidepressants used per patient was 1.25 (standard deviation, 0.56). There were subtle differences in 
the most preferred antidepressant across medical illnesses such as diabetes mellitus, liver dysfunction, 
acid peptic disease, and cerebrovascular disease. Differences were also seen in prescription patterns 
across different countries.
Conclusion: Although selective serotonin reuptake inhibitors formed the bulk of antidepressant 
prescriptions in the presence of medical co-morbidity, mirtazapine was also commonly used in the presence 
of medical co-morbidities. Specified medical morbidities do influence the selection of antidepressants. 
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Introduction

Depression is a common mental disorder and reported to 
have a high level of morbidity. Over the years research has 
confirmed the high prevalence rate of depression in patients 
with various medical illnesses. This high co-morbidity is 
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services, psychiatry inpatient services, and consultation-
liaison services were eligible to participate in the study. 
	 The study protocol was approved by the Ethics 
Review Committee of the institutes in which the study was 
conducted. All patients were informed about the aim of 
the study and only those who provided written or verbal 
consent according to the requirements of the relevant 
ethics committee were included. The diagnosis of specific 
psychiatric disorder was based on the ICD-1016 or DSM-IV 
criteria.17 As per the data collection, if a patient had co-
morbid medical illness, it was also recorded. The study pro 
forma had provision for recording the following medical 
illnesses: myocardial infarction, congestive heart failure, 
peripheral vascular disease, cerebrovascular disease, chronic 
pulmonary disease, rheumatic disease, peptic ulcer disease, 
mild liver disease, diabetes mellitus without complications, 
diabetes mellitus with complications, hemiplegia / 
paraplegia, renal disease, malignancy, moderate-to-
severe liver disease, metastatic solid tumour, and acquired 
immunodeficiency syndrome / human immunodeficiency 
virus. Any other physical disorder was recorded as ‘other’ 
illnesses.
	 Data were analysed using the Statistical Package 
for the Social Sciences Windows version 14.0 (SPSS Inc., 
Chicago [IL], US). Data analysis included computation 
of frequency, percentage, mean, median, and standard 
deviation (SD). 

Results

A total of 2320 patients with various psychiatric disorders 
were recruited as part of the REAP-AD 2013 study. Of these 
patients, 370 had at least 1 specified co-morbid medical 
illness, for example, diabetes mellitus or myocardial 
infarction. These patients formed the cohort for this study. 
Those who were diagnosed with at least 1 co-morbid 
physical illness other than the specified illnesses and 
thus coded as ‘other’ illnesses were excluded. The socio-
demographic and clinical profiles of the study sample are 
shown in Table 1.
	 The mean (± SD) age of the study sample was 56.3 ± 
16.3 years (range, 11-92 years). About one-third (n = 121; 
32.7%) were aged > 65 years. Most patients were recruited 
from the university-affiliated general hospital psychiatric 
units and were outpatients. Also, 80% of patients had 1 
psychiatric diagnosis and affective disorders (ICD-10 
section F3) were the primary psychiatric diagnosis in two-
thirds (65%). Overall 70% of patients had a diagnosis 
of affective disorder, i.e. either primary or co-morbid 
psychiatric disorder: 14% of patients had a primary 
psychiatric diagnosis of anxiety spectrum disorder, 62% 
had 1 physical co-morbidity, and 29% had 2 co-morbid 
physical illnesses. Among the specific type of primary 
physical illnesses (i.e. coded as the first co-morbid physical 
illness), diabetes mellitus (with or without complications) 
was recorded in about one-third of patients. Other common 
primary physical illnesses included cerebrovascular disease 

now increasingly identified as a clinical and global health 
care issue.1 Presence of depression in medically ill patients 
is associated with a high level of disease burden, morbidity, 
mortality, poor medication and treatment compliance, higher 
health care costs, poor quality of life, as well as higher 
level of impairment.1,2 Accordingly adequate treatment 
of depression in medically ill patients is of paramount 
importance to improve treatment outcome of the primary 
medical illness. 
	 Unfortunately, most drug trials that evaluate the 
efficacy and tolerability of antidepressants exclude patients 
with co-morbid medical illnesses. Although some recent 
studies have specifically evaluated the efficacy of certain 
antidepressants in the management of patients with various 
medical illnesses,3-6 most of them have been small. Due 
to the lack of adequate data from well-controlled trials, 
treatment guidelines often recommend avoidance of 
certain medications or reduced doses of antidepressants in 
the presence of certain medical illnesses. In general, the 
dictum is to start with the lower dose and use lower doses of 
antidepressants in the presence of medical illness. Further, 
the selection of medication is, more often than not, guided 
by tolerability profile and possible drug interactions. 
	 Nonetheless there are a lack of data with respect to the 
real clinical use of antidepressants in patients with medical 
illnesses. Only few studies have evaluated the psychotropic 
prescription pattern in patients with medical illnesses, and 
that too in the hands of non-psychiatrists in hospitalised 
medically ill patients with co-morbid depression7 or elderly 
patients resident in long-term care facilities.8 Many studies 
have evaluated the antidepressant prescription patterns 
of psychiatrists and other health care professionals in the 
management of depression and other psychiatric disorders.9-15 
Little is known about antidepressant prescription patterns 
of psychiatrists when a mentally ill patient has co-morbid 
medical illness. Therefore, this study attempted to examine 
the antidepressant prescription pattern in patients with 
various medical co-morbidities. 

Methods

The data presented in this study emerged from the Research on 
Asian Psychotropic Prescription Pattern for Antidepressants 
(REAP-AD 2013), a pharmacoepidemiological study 
evaluating the antidepressant prescription pattern in patients 
with various mental disorders. The study centres were in 
Mainland China, Hong Kong, India, Indonesia, Japan, 
Korea, Malaysia, Singapore, Taiwan, and Thailand. 
	 The study was carried out across 42 psychiatric 
centres in 10 countries and regions. Data collection 
followed the same procedure at each centre and was carried 
out between March and June 2013. Each centre recruited 
patients on a specified date. To be included in the study, 
patients were required to be prescribed an antidepressant 
on the day of survey irrespective of the primary psychiatric 
diagnosis. There were no exclusion criteria. On the day of 
the survey, all consecutive patients seen in the outpatient 
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Table 1. Demographics and clinical details (n = 370).

Variable Data*

Mean (± standard deviation) age (years) 56.3 ± 16.3 (range, 11-92)
Gender

Male 159 (43%)
Type of hospital setting

Public sector
Private sector

252 (68%)
118 (32%)

Type of treatment setting
Psychiatric
General
University-affiliated psychiatric unit
University-affiliated GHPU

95 (26%)
52 (14%)
15 (4%)

208 (56%)
Current setting

Outpatient
Inpatient

259 (70%)
111 (30%)

No. of psychiatric diagnosis
1
2
3

296 (80%)
60 (16%)
14 (4%)

Primary psychiatric diagnosis as per the ICD-10 categories† 
F0
F1
F2
F3
F4
F5
F6

24 (6%)
21 (6%)
26 (7%)

240 (65%)
52 (14%)
5 (1%)
2 (1%)

Patients with ≥ 1 affective disorder 258 (70%)
No. of physical diagnosis

1
2
3
4
5

229 (62%)
107 (29%)
25 (7%)
4 (1%)
5 (1%)

Primary medical co-morbidities
Diabetes mellitus without complications
Diabetes mellitus with complications
Cerebrovascular disease
Peptic ulcer disease
Mild liver disease
Moderate-to-severe liver disease
Malignancy
Peripheral vascular disease
Renal disease
Myocardial infarction
Congestive heart failure
Chronic pulmonary disease
Rheumatic disease
Metastatic solid tumour
Hemiplegia / paraplegia
AIDS / HIV

110 (30%)
15 (4%)
46 (12%)
40 (11%)
32 (9%)
5 (1%)

26 (7%)
24 (6%)
17 (5%)
16 (4%)
12 (3%)
10 (3%)
10 (3%)
4 (1%)
2 (1%)
1 (0.3%)

Patients with diabetes mellitus 148 (40%)
Patients with cerebrovascular disease 51 (14%)
Patients with liver dysfunction 46 (12%)
Patients with acid peptic disease 45 (12%)

Abbreviations: AIDS = acquired immunodeficiency syndrome; GHPU = general hospital psychiatric units; HIV = human 
immunodeficiency virus; ICD-10 = International Classification of Diseases, tenth revision.
*	 Because of rounding, not all percentages total 100.
†	 The ICD-10 categories: Organic, including symptomatic, mental disorders (F0); Mental and behavioural disorders due to 
psychoactive substance use (F1); Schizophrenia, schizotypal and delusional disorders (F2); Mood (affective) disorders (F3); Neurotic, 
stress-related and somatoform disorders (F4); Behavioural syndromes associated with physiological disturbances and physical factors 
(F5); Disorders of adult personality and behaviour (F6)
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(63%; n = 233) of patients received at least 1 SSRI. Four-
fifths of patients were prescribed only 1 antidepressant; the 
mean number of antidepressants prescribed was 1.25 ± 0.56.
	 Further data analysis revealed that 61% of 
prescriptions of trazodone were in combination with another 
antidepressant. Other commonly prescribed antidepressants 
that were part of polypharmacy included paroxetine (39%), 
mirtazapine (38%), duloxetine (38%), escitalopram (34%), 
and venlafaxine (33%).

Use of Benzodiazepines
More than half (55%) of patients were also prescribed at 
least 1 benzodiazepine along with an antidepressant. The 
mean number of benzodiazepines prescribed to the study 
group was 0.74 ± 0.83.
 

(12%), peptic ulcer disease (11%), liver disease (10%), 
and malignancy (7%). When multiple physical illnesses 
were taken into account, 40% of patients had diabetes 
mellitus, 14% had cerebrovascular disease, 12% had liver 
dysfunction and 12% had acid peptic disease. 

Pattern of Antidepressant Prescription
As shown in Table 2, the most commonly prescribed 
antidepressants in patients with medical co-morbidity were 
escitalopram (20%), mirtazapine (20%), sertraline (16%), 
trazodone (15%), and paroxetine (12%), with respective 
mean dose of 14.5 mg/day, 25.4 mg/day, 70.8 mg/day, 61.7 
mg/day, and 28.2 mg/day. Overall, more than half (52%; 
247/476) of prescriptions comprised selective serotonin 
reuptake inhibitors (SSRIs). Slightly less than two-thirds 

Table 2. Overall antidepressant prescription pattern in the study sample (n = 370).*

Data Mean ± standard 
deviation dose (mg/day)

Median (range) dose 
(mg/day)

Antidepressant†

Escitalopram‡

Mirtazapine
Sertraline‡

Trazodone
Paroxetine‡

Fluoxetine‡

Duloxetine§

Fluvoxamine‡

Venlafaxine§

Amitriptyline
Citalopram‡

Imipramine
Bupropion 
Clomipramine
Mianserin
Agomelatine
Dothiepin
Doxepin
Milnacipran§

Maprotiline
Nortriptyline
Tandospirone

73 (20%)
73 (20%)
60 (16%)
55 (15%)
46 (12%)
38 (10%)
32 (9%)
24 (6%)
21 (6%)
18 (5%)
6 (2%)
6 (2%)
5 (1%)
4 (1%)
4 (1%)
2 (0.5%)
2 (0.5%)
2 (0.5%)
2 (0.5%)
1 (0.3%)
1 (0.3%)
1 (0.3%) 

14.5 ± 8.5
25.4 ± 11.4
70.8 ± 36.9
61.7 ± 42.2
28.2 ± 12.5
28.9 ± 15.4
49.7 ± 20.5
95.8 ± 62.8

113.7 ± 56.4
44.9 ± 32.5
23.3 ± 8.2
26.0 ± 13.9
210 ± 82.2
96.2 ± 69.9
18.7 ± 6.3

25 
75 

150 ± 176.8
62.5 ± 53.0

12 
75 
30 

10 (5-40)
30 (8-60)
50 (25-200)
50 (10-150)
25 (10-50)
20 (10-60)
60 (20-120)

62.5 (25-250)
100 (25-225)
32.5 (10-125)

20 (20-40)
25 (6-50)

150 (150-300)
67.5 (50-200)

20 (10-25)
25
75

150 (25-275)
62.5 (25-100)

12
75 
30

Patients on:
1 Antidepressant
> 1 Antidepressants

294 (79%)
76 (21%)

No. of antidepressants used 1.25 ± 0.56 (range, 1-5)
Patients receiving benzodiazepines 203 (55%)
No. of benzodiazepines used 0.74 ± 0.83 (range, 0-4)

*	 Data are shown as No. (%) or mean ± standard deviation. Because of rounding, not all percentages total 100.
†	 Agomelatine, dothiepin, maprotiline, nortriptyline, and tandospirone were applied to a few patients and they were on similar 
doses, therefore the standard deviation and range could not be determined.
‡	 Selective serotonin reuptake inhibitors.
§	 Serotonin norepinephrine reuptake inhibitors.
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Country Variation in Antidepressant Prescription 
Pattern
As shown in Table 3, there was wide variation in the most 
preferred antidepressant across different countries and 
regions. The polypharmacy rate also varied from 0% to 
51.4%. Besides, SSRIs were used in at least two-thirds of 
patients in 6 of the 10 study countries and regions. The mean 
number of antidepressants prescribed varied from 1.0 to 
1.75 and the mean number of benzodiazepines used varied 
from 0.16 to 1.42. The mean number of antidepressants 
prescribed was highest in Korea and that of benzodiazepines 
used was highest in Japan (Table 3).
	 As shown in Table 4, in patients with diabetes 
mellitus, mirtazapine was the most commonly prescribed 
antidepressant, followed by sertraline, escitalopram, 
trazodone, fluoxetine, and paroxetine. Trazodone was 
the most commonly prescribed antidepressant in patients 
with liver dysfunction. Escitalopram was most commonly 
prescribed in patients with acid peptic disease, whereas 
for patients with cerebrovascular disease mirtazapine 
and sertraline were the most commonly prescribed 
antidepressants.
	 Escitalopram was the most commonly prescribed 
antidepressant in patients with depression, followed by 
mirtazapine, sertraline, trazodone, paroxetine, fluoxetine, 
and duloxetine. In terms of polypharmacy, the highest 
level was seen in patients with liver dysfunction: the mean 
number of antidepressants received by such patients was 
1.39. A little more than half (50%-56%) of the patients with 
diabetes mellitus, liver dysfunction, acid peptic disease, and 
cerebrovascular disease were prescribed benzodiazepines 
with a mean number varying from 0.68 to 0.77 across 
different diagnostic groups.

Factors Associated with Prescription Patterns
There was no difference in prescription of any antidepressant 
between genders. Nonetheless those aged > 65 years were 
more frequently prescribed duloxetine (n = 18 vs. 14;  
Χ2 = –8.82; p = 0.003) and mirtazapine (n = 36 vs. 37; 
Χ2 = –11.4; p < 0.001), whereas those aged < 65 years were 
more often prescribed fluoxetine (n = 36 vs. 2; Χ2 with 
Yate’s correction = –13.13; p < 0.001).
	 We compared the antidepressant prescription pattern 
as per the primary psychiatric diagnosis: only patients with 
a primary diagnosis of mood (affective) disorders (F3) [n = 
240] and neurotic, stress-related and somatoform disorders 
(F4) [n = 52] categories were included. Compared with 
those with F4 diagnosis, a higher proportion of patients 
with F3 diagnosis were prescribed escitalopram (n = 5 vs. 
56; Χ2 = –4.86; p = 0.03). When compared with those with 
> 1 physical co-morbidity, those with only 1 physical co-
morbidity were more frequently prescribed escitalopram  
(n = 61 vs. 12; Χ2 = –18.1; p < 0.001).

Discussion

Although many studies from different parts of the world 

including Asia have evaluated the prescription patterns of 
antidepressants in various settings,9-15 none have specifically 
focused on the antidepressant prescription pattern of 
psychiatrists for patients with a co-morbid physical illness. 
Thus, this study has attempted to examine the prescription 
pattern of antidepressants in patients with mental illnesses 
who also presented with certain specified physical co-
morbidities. The prescription patterns obtained in this study 
possibly reflect how the presence of a co-morbid physical 
illness can influence the use of antidepressants. As no study 
has specifically evaluated the prescription patterns for 
antidepressants in the presence of medical morbidity, we 
evaluated the findings of this study against the prescription 
patterns reported in general and attempted to compare the 
findings with the recommendations of various treatment 
guidelines for management of depression per se18 or 
management of depression in adult patients with a chronic 
physical health problem.19

	 The findings of the present study revealed that SSRIs 
formed about half of the prescriptions of all antidepressants, 
serotonin-norepinephrine reuptake inhibitors formed 11.6% 
(55 out of 476) of all antidepressant prescriptions, and older 
antidepressants (trazodone, imipramine, clomipramine, 
amitriptyline, mianserin, doxepin and dothiepin) formed 
19.1% (91 out of 476). Overall polypharmacy (i.e. 
concurrent use of 2 antidepressants) was seen in one-fifth 
of patients. Benzodiazepines were used in more than half 
of all patients. When we compared these findings with the 
existing studies from Asia and other parts of the world, 
this prescription pattern was very similar to that reported 
in studies that evaluated in general the prescription pattern 
for antidepressants or prescription given to patients with 
depression.9-15,20,21 Accordingly, it can be said that overall, 
and in the hands of psychiatrists, the prescription of various 
classes of antidepressants is not influenced by the presence 
of medical co-morbidity. Another way to interpret these 
findings is that newer antidepressants, especially SSRIs, 
are considered safe even in patients with medical co-
morbidities by various treatment guidelines such as those 
of the American Psychiatric Association18 and National 
Institute for Health and Clinical Excellence.19

	 Comparison of the findings of this study with those 
of the previous REAP-AD 2003-2004 study10 that included 
patients from China, Korea, Japan, Singapore, and Taiwan 
revealed certain differences in terms of general prescription 
of individual antidepressants. In the previous study that 
evaluated antidepressant prescription in general, paroxetine 
was the most commonly prescribed antidepressant, followed 
by fluoxetine, trazodone, and fluvoxamine.10 A review of 
studies of prescription patterns in China reported melitracen /  
flupentixol combination, fluoxetine, and paroxetine to be 
the most commonly prescribed compounds.22 Some of the 
recent studies from India have reported escitalopram to be 
the most commonly prescribed antidepressant.20,21 In the 
present study, escitalopram and mirtazapine emerged as the 
most commonly used antidepressants. This difference in the 
commonly prescribed antidepressant can be interpreted as 
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*	 Data are shown as No. of prescriptions, No. (%) of patients, or mean ± standard deviation.
†	 Selective serotonin reuptake inhibitors.

Table 3. Antidepressant prescription pattern in patients across different countries and regions.*

Mainland China
(n = 49)

Hong Kong 
(n = 6)

India 
(n = 38)

Indonesia 
(n = 19)

Japan 
(n = 66)

Korea
(n = 70)

Malaysia 
(n = 29)

Singapore 
(n = 29)

Taiwan 
(n = 34)

Thailand 
(n = 30)

Antidepressant
Agomelatine
Amitriptyline
Bupropion 
Citalopram†

Clomipramine
Dothiepin
Doxepin
Duloxetine 
Escitalopram†

Fluoxetine†

Fluvoxamine†

Imipramine
Maprotiline
Mianserin
Milnacipran
Mirtazapine
Nortriptyline
Paroxetine†

Sertraline†

Tandospirone
Trazodone
Venlafaxine

1

2

1
2
7
4
1
1

6

12
12

1
4
8

1

2

2

1

3

1

3
15

4

4

3
5

2
2

1
4

12

1

1

5

3
1

11
5

3
2

24

5
14

10

2
1

10
35

2

4

18

23
7

21
6

1

3
2

10

5

7

1

1

1
3
5

13

7

1

1
4

1
4
4

1

6

2
3

5
3

1
1

3 

1
1
9

1

1
1
1
8

12
1

Patients on selective serotonin reuptake inhibitors 38 (78%) 3 (50%) 27 (71%) 13 (68%) 24 (36%) 53 (76%) 22 (76%) 22 (76%) 12 (35%) 19 (40%)
Patients on:

1 Antidepressant
> 1 Antidepressants

39 (80%)
10 (20%)

6 (100%)
0

34 (90%)
4 (11%)

19 (100%)
0

52 (79%)
14 (21%)

34 (49%)
36 (51%)

29 (100%)
0

28 (97%)
1 (4%)

31 (91%)
3 (9%)

22 (73%)
8 (7%)

No. of antidepressants used 1.22 ± 0.46 1.0 ± 0.0 1.10 ± 0.31 1.0 ± 0.0 1.22 ± 0.45 1.75 ± 0.90 1.00 ± 0.0 1.03 ± 0.18 1.08 ± 0.28 1.26 ± 0.44
Patients receiving benzodiazepines 19 (39%) 1 (17%) 24 (63%) 14 (74%) 50 (76%) 26 (37%) 13 (45%) 14 (48%) 22 (65%) 20 (67%)
No. of benzodiazepines used 0.40 ± 0.53 0.16 ± 0.4 0.78 ± 0.70 0.78 ± 0.53 1.42 ± 1.13 0.48 ± 0.71 0.48 ± 0.57 0.51 ± 0.57 0.91 ± 0.83 0.70 ± 0.53

being influenced by the presence of medical co-morbidity 
or can be seen as a change in the prescription pattern of 
antidepressants in general over the years.
	 In terms of specific medical morbidity, mirtazapine 
was the most commonly used antidepressant in patients with 
diabetes mellitus. Other commonly used antidepressants in 
these patients were escitalopram, sertraline, trazodone, and 
fluoxetine. Some may consider the emergence of mirtazapine 
as one of the most commonly used antidepressants in 
diabetic patients as a cause of concern, because mirtazapine 
has been reported to be associated with weight gain and 
no randomised controlled trial has evaluated its efficacy in 
treatment of depression in patients with diabetes mellitus.23 
Nonetheless a recent study did report the adverse effect 
of mirtazapine on blood glucose level in patients with 
diabetes mellitus, when used for a duration of 6 months. 

This controlled study from Korea evaluated the influence 
of mirtazapine on weight, glucose and haemoglobin A1c 
(HbA1c) levels, as well as lipid profile in patients with 
diabetes mellitus.24 Although mirtazapine was associated 
with weight gain compared with the control group, there 
was no significant difference between the 2 groups with 
respect to HbA1c level and lipid profile. In fact mirtazapine 
was reported to be associated with a reduction in HbA1c 
level and low-density lipoprotein level and increase in 
high-density lipoprotein level. One reason for higher use of 
mirtazapine in patients with diabetes mellitus in the present 
study was possibly its beneficial effect on sleep and pain, 
which might be a considerable problem in patients with 
diabetes mellitus.24

	 In patients with liver dysfunction, trazodone emerged 
as the most commonly prescribed antidepressant, followed 
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Mainland China
(n = 49)

Hong Kong 
(n = 6)

India 
(n = 38)

Indonesia 
(n = 19)

Japan 
(n = 66)

Korea
(n = 70)

Malaysia 
(n = 29)

Singapore 
(n = 29)

Taiwan 
(n = 34)

Thailand 
(n = 30)

Antidepressant
Agomelatine
Amitriptyline
Bupropion 
Citalopram†

Clomipramine
Dothiepin
Doxepin
Duloxetine 
Escitalopram†

Fluoxetine†

Fluvoxamine†

Imipramine
Maprotiline
Mianserin
Milnacipran
Mirtazapine
Nortriptyline
Paroxetine†

Sertraline†

Tandospirone
Trazodone
Venlafaxine

1

2

1
2
7
4
1
1

6

12
12

1
4
8

1

2

2

1

3

1

3
15

4

4

3
5

2
2

1
4

12

1

1

5

3
1

11
5

3
2

24

5
14

10

2
1

10
35

2

4

18

23
7

21
6

1

3
2

10

5

7

1

1

1
3
5

13

7

1

1
4

1
4
4

1

6

2
3

5
3

1
1

3 

1
1
9

1

1
1
1
8

12
1

Patients on selective serotonin reuptake inhibitors 38 (78%) 3 (50%) 27 (71%) 13 (68%) 24 (36%) 53 (76%) 22 (76%) 22 (76%) 12 (35%) 19 (40%)
Patients on:

1 Antidepressant
> 1 Antidepressants

39 (80%)
10 (20%)

6 (100%)
0

34 (90%)
4 (11%)

19 (100%)
0

52 (79%)
14 (21%)

34 (49%)
36 (51%)

29 (100%)
0

28 (97%)
1 (4%)

31 (91%)
3 (9%)

22 (73%)
8 (7%)

No. of antidepressants used 1.22 ± 0.46 1.0 ± 0.0 1.10 ± 0.31 1.0 ± 0.0 1.22 ± 0.45 1.75 ± 0.90 1.00 ± 0.0 1.03 ± 0.18 1.08 ± 0.28 1.26 ± 0.44
Patients receiving benzodiazepines 19 (39%) 1 (17%) 24 (63%) 14 (74%) 50 (76%) 26 (37%) 13 (45%) 14 (48%) 22 (65%) 20 (67%)
No. of benzodiazepines used 0.40 ± 0.53 0.16 ± 0.4 0.78 ± 0.70 0.78 ± 0.53 1.42 ± 1.13 0.48 ± 0.71 0.48 ± 0.57 0.51 ± 0.57 0.91 ± 0.83 0.70 ± 0.53

by escitalopram, sertraline, mirtazapine, paroxetine, 
and fluoxetine. A significantly higher prescription of 
escitalopram and mirtazapine is understandable if used 
because of their minimal drug interactions at the hepatic 
metabolism. It is difficult to understand the higher use of 
trazodone, but it is quite possible that this was guided by 
sleep disturbance that is common in patients with hepatic 
dysfunction. This can be further understood by the fact that 
the mean dose of the trazodone (61.7 mg/day) used in the 
study was much less than the usual effective dose and was 
most commonly used (61%) as part of polypharmacy of 
antidepressants.
	 Escitalopram was the most commonly prescribed 
antidepressant in patients with acid peptic disease. Overall, 
SSRIs formed the bulk of the antidepressant prescriptions to 
patients with acid peptic disease. This finding was slightly 

surprising because in general SSRIs are associated with 
gastro-intestinal side-effects such as nausea, vomiting, and 
anorexia. There is also some concern about the risk of upper 
gastro-intestinal bleeding with SSRIs.25 Use of SSRIs in the 
presence of acid peptic disease may reflect the confidence 
of clinicians to use these medications irrespective of the 
presence of medical co-morbidity. Mirtazapine and sertraline 
were the most commonly prescribed antidepressants in 
patients with cerebrovascular disease. More frequent use of 
mirtazapine in such patients may have been influenced by 
the existing evidence that it is efficacious in management 
of post-stroke depression.26 A review of data also suggests 
that, despite the presence of heterogeneity in the trials 
evaluating the role of SSRIs in patients with stroke, SSRIs 
have been shown to improve anxiety and depression after 
stroke. Additionally, they have been shown to be associated 
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Table 4. Antidepressant prescription pattern in patients with medical co-morbidity.* 

Diabetes 
mellitus 
(n = 148)

Liver 
dysfunction 

(n = 46)

Acid peptic 
disease 
(n = 45)

Cerebro-
vascular 

disease (n = 51)

Depression 
(n = 258)

Antidepressant
Agomelatine
Amitriptyline
Bupropion 
Citalopram
Clomipramine
Dothiepin
Doxepin
Duloxetine 
Fluoxetine
Fluvoxamine
Escitalopram
Imipramine
Maprotiline
Mianserin
Milnacipran
Mirtazapine
Paroxetine
Sertraline
Tandospirone
Trazodone
Venlafaxine

2 (1%)
13 (6%)

2 (1%)
4 (2%)
1 (0.5%)
1 (0.5%)
1 (0.5%)

19 (9%)
26 (12%)

2 (5%)
38 (17%)

4 (2%)
1 (0.5%)
2 (1%)
2 (1%)

47 (21%)
25 (11%)
39 (18%)

1 (0.5%)
33 (15%)
12 (5%)

-
2 (4%)

-
3 (7%)

-
1 (2%)

-
2 (4%)
7 (15%)
1 (2%)

11 (24%)
1 (2%)

-
1 (2%)

-
7 (15%)
7 (15%)
8 (17%)

-
13 (28%)

3 (7%)

1 (2%)
4 (9%)
1 (2%)

-
1 (2%)
1 (2%)
1 (2%)
4 (9%)
3 (7%)
1 (2%)

11 (25%)
1 (2%)
1 (2%)

-
-

8 (18%)
7 (16%)
6 (13%)
1 (2%)
3 (7%)
1 (2%)

1 (2%)
3 (6%)
1 (2%)
1 (2%)

-
-
-

4 (8%)
7 (14%)
3 (6%)
8 (16%)
3 (6%)

-
-
-

10 (20%)
3 (6%)

10 (20%)
-

9 (18%)
3 (6%)

-
12 (5%)
3 (11%)
3 (11%)
2 (1%)

-
2 (1%)

25 (10%)
27 (11%)
14 (5%)
62 (24%)
4 (2%)
1 (0.4%)
2 (1%)
1 (0.4%)

53 (21%)
36 (14%)
40 (16%)
1 (0.4%)

33 (13%)
17 (7%)

Patients on:
1 Antidepressant
> 1 Antidepressants

120 (81%)
28 (19%)

30 (65%)
16 (35%)

36 (80%)
9 (20%)

39 (77%)
12 (24%)

200 (78%)
58 (23%)

No. of antidepressants used 1.25 ± 0.62 
(range, 1-5)

1.39 ± 0.57 
(range, 1-3)

1.22 ± 0.47 
(range, 1-3)

1.27 ± 0.53 
(range, 1-3)

1.29 ± 0.61 
(range, 1-5)

Patients receiving benzodiazepines 83 (56%) 25 (54%) 24 (53%) 28 (55%) 130 (50%)
No. of benzodiazepines used 0.77 ± 0.88 

(range, 0-4)
0.71 ± 0.77 
(range, 0-3)

0.69 ± 0.76 
(range, 0-3)

0.68 ± 0.70 
(range, 0-2)

0.69 ± 0.83 
(range, 0-4)

*	 Data are shown as No. (%) or mean ± standard deviation, unless otherwise specified.

with lower disability and neurological impairment.27

	 This study did not evaluate the first prescription to 
the patients. Hence, it is quite possible that in some cases 
antidepressants were prescribed before the diagnosis of 
physical illness was made. Therefore it cannot be concluded 
from this study that the prescription pattern was definitely 
influenced by the presence of physical illnesses. In the 
present study, the severity of psychiatric disorders as well 
as that of physical disorders was not evaluated. The severity 
of illnesses and complications associated with physical 
illnesses could have influenced the prescription pattern. 
This study also did not evaluate the specific reason for 
prescription of antidepressant and it is quite possible that 
in some cases antidepressants could have been prescribed 
for other benefits, for example to manage symptoms such as 

peripheral neuropathy, pain, and insomnia associated with 
physical disorders. In addition, this study did not evaluate 
the efficacy and tolerability of various antidepressants 
in patients with physical disorders. It is also likely that 
prescribed medications for physical illness could have 
influenced the choice of antidepressants. Such relationship 
was not studied. Future studies must attempt to overcome 
these limitations. 
	 To conclude, the prescription pattern for 
antidepressants in patients with medical illnesses did not 
differ significantly to those without medical illnesses. 
Nonetheless when one looks at the specific medical illnesses, 
certain antidepressants are preferred to others. The types 
of antidepressants preferred are by-and-large supported 
by whatever little literature is available with regard to the 
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efficacy of these agents in patients with various medical 
illnesses. 
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