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Letter to the Editor

Sertraline and Low-Dose Doxepin Treatment  
in Severe Agitated-Anxious Depression With  
Significant Gastrointestinal Complaints: 
Two Case Reports

To the Editor: Selective serotonin reuptake inhibitors 
(SSRIs) have shown efficacy in the treatment of agitated-
anxious depression. Nonetheless, they can exacerbate 
both anxiety and stomach complaints among patients 
with significant gastrointestinal (GI) symptoms. We 
report on the treatment of 2 cases of agitated-anxious 
depression with corresponding GI problems.

Case 1. Ms A, a 53-year-old female patient suffering 
from agitation, recurrent severe depression, rumination, 
excessive worry, severe GI symptoms, and marked distress, 
fulfilled the DSM-IV-TR criteria for major depressive 
disorder, recurrent, severe, without psychosis as well as 
generalized anxiety disorder in 2008. During a 6-month 
period prior to the intervention, she was prescribed 
alprazolam; an elixir of atropine sulfate, hyoscyamine sulfate, 
phenobarbital, and scopolamine hydrobromide; famotidine; 
prochlorperazine; citalopram; fluoxetine; nefazodone; 
paroxetine; clonazepam; and escitalopram without success. 
The patient reported intolerability to the antidepressants, 
sedation associated with the benzodiazepines, recurring GI 
problems, and hopelessness regarding future treatment. 

At the current presentation, she was initially placed on 
treatment with sertraline (12.5 mg daily) with low-dose 
diazepam (2 mg up to 3 times daily). After 2 weeks, doxepin 
(25 mg/d) was added to address considerable GI distress and 
poor sleep. At this point, sertraline was also increased to 25 
mg daily and was subsequently increased 25 mg every 2 weeks 
until a 100-mg daily dose was reached at 8 weeks. The use of 
diazepam was reduced in parallel and was discontinued at 14 
weeks. The slow titration process occurred due to concerns 
regarding tolerability. Throughout the early titration, the patient 
complained of considerable distress, anxiety, depression, and 
frustration. GI distress began to lessen within 2 weeks of doxepin 
initiation, and by 12 weeks the patient was in full remission 
from anxiety and depression without any GI side effects. The 
patient has been maintained on treatment with sertraline (100 
mg/d) and doxepin (25 mg/d) for 6 years without relapse.

Case 2. Mr B, a 56-year-old male patient suffering from 
gradual onset of severe anxiety, depression, insomnia, 
rumination, worry, severe GI symptoms, and marked distress 
fulfilled the DSM-IV-TR criteria for major depressive disorder, 
single episode, severe without psychosis as well as generalized 
anxiety disorder in 2010. During a 10-week period prior to his 
initial consultation, Mr B had been prescribed combinations of 
amitriptyline, paroxetine, bupropion, lorazepam, alprazolam, 
mirtazapine, quetiapine, buspirone, escitalopram, aripiprazole, 
zolpidem, and triazolam. The patient either had no response 
or experienced intolerable side effects to these treatments. 
At presentation, his target symptoms were insomnia, GI 
symptoms, and hopelessness regarding treatment. 

At the current presentation, the patient was initially started 
on treatment with doxepin (10 mg) and clonazepam (1 mg) if 
needed at bedtime. After 1 week, the clonazepam was replaced 
with lorazepam (1–2 mg). At week 2, doxepin was increased 
to 20 mg/d, while sertraline (12.5 mg/d) and trazodone (50 
mg/d) were added. Sertraline was then increased to 25 mg/d 
and subsequently increased 25 mg weekly until a 100-mg daily 
dose was reached at week 8. Trazodone was also increased (150 
mg/d), while lorazepam was limited to 1 bedtime dose (1 mg), 

which was subsequently discontinued by the patient. The patient 
was in full remission by week 11 and returned to work as a 
physician. The patient continues on treatment with sertraline 
(100 mg), doxepin (20 mg), and trazodone (150 mg) at bedtime 
and has been in full remission for 3 consecutive months.

Symptoms of anxiety and agitation are common among 
depressed patients and are predictive of poor response to 
antidepressants.1,2 Additionally, GI symptoms are often 
associated with these conditions.3–5 While SSRIs can be 
used to successfully treat agitated depression, and tricyclic 
antidepressants, including doxepin, have been used to treat 
GI problems, patients may present with these problems 
simultaneously.6–8 The use of sertraline and low-dose doxepin 
has shown initial treatment success in these 2 cases.
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