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C yproheptadine, primarily a 
first-generation antihistaminic 
with antiserotonergic and 

anticholinergic properties, is used 
for the treatment of several allergic 
conditions.1 Though the most 
common off-label uses are for appetite 
stimulation and migraine prophylaxis, 
it is also used in treating cyclical 
vomiting syndrome in infants, 
akathisia, tardive dyskinesia in adults, 
and insomnia and as an antidote for 
serotonin syndrome.2 Common side 
effects include excessive sedation, 
irritability, anxiety, restlessness, and 
dizziness, with reports of causing 
obsessive-compulsive disorders and 
worsening of depression.2,3 

Dexamethasone, a corticosteroid 
of the glucocorticoid group, possesses 
potent anti-inflammatory effects and 
is used in various inflammatory 
conditions such as multiple sclerosis, 
rheumatoid arthritis, asthma, and 
drug hypersensitivity reactions.4 

The most frequently reported adverse 
effect is insomnia, with other common 
side effects including indigestion, fluid 
retention, electrolyte imbalances, 
weight gain, increased appetite, 
nausea, dyspepsia, and truncal 
obesity.4 Corticosteroids, including 
dexamethasone, are known to cause 
psychiatric disturbances such as 
anxiety, depression, mood lability, 
mania, and psychosis.5 Cases of 
cyproheptadine-only or combined 
cyproheptadine and dexamethasone 
dependence or abuse seem to be quite 
common among individuals aiming 
for rapid weight gain and muscle 
development. However, there are 
very few studies worldwide and only 
a few case reports in India. Hence, 
we present 3 cases of this rare 
dependence to add more to the 

existing literature. This may help raise 
awareness among the vulnerable, 
contribute to further research, and aid 
clinicians in understanding the clinical 
picture for early intervention and 
treatment. 

Case Series 
We present 3 cases of 

cyproheptadine and dexamethasone 
dependence diagnosed by ICD-10 
criteria.6 Two male patients sought 
outpatient department treatment, and 
1 female patient sought emergency 
psychiatric care at our institute. Case 
summaries are provided in Table 1. 

Case 1. A 27-year-old man from a 
semiurban background, educated up 
to 12th class, was referred to the 
psychiatry outpatient department due 
to chronic misuse of cyproheptadine 
and dexamethasone. Presenting 
complaints included restlessness, 
irritability, anxiety, palpitations, and 
tremors, along with gastrointestinal 
issues such as dyspepsia, abdominal 
pain, constipation, and occasional loose 
stools. The patient had been taking these 
medications for 2 years, following a gym 
mate’s advice for rapid weight gain and a 
muscular physique. Initial dosages were 
cyproheptadine 4 mg and 
dexamethasone 1 mg, escalated over 
time to 6 mg and 3 mg, respectively. 
Attempts to quit resulted in withdrawal 
symptoms, prompting psychoeducation 
and pharmacologic management. Initial 
physical examination and laboratory 
investigations were within normal 
limits. Clonazepam 0.5 mg was prescribed 
for 1 week alongside pantoprazole 
40 mg, and mirtazapine 7.5 mg was 
prescribed after 1 week due to anxiety 
and inadequate sleep and was 
increased to 15 mg/d. Clonazepam was 
stopped after 2 weeks. Two weeks after 

beginning treatment, the patient 
achieved complete abstinence, with 
mirtazapine continued for 4 more 
weeks. At the end of 6 weeks, the 
patient was still abstinent and 
symptom free. 

Case 2. A 31-year-old man with a 
semiurban background, educated up to 
college graduation (10 + 2 + 3 years of 
formal education) presented with 
complaints of restlessness, irritability, 
chronic low mood, anxiety, palpitations, 
and tremors along with dyspepsia, 
abdominal pain, and constipation 
alternating with occasional loose stools. 
He had a 4-year history of regular 
cyproheptadine and dexamethasone 
use, starting at 2 mg and 0.5 mg twice 
daily, respectively. After a few months, 
he did not feel as hungry and sleepy as in 
the initial days of starting the 
medications; hence, the doses were 
escalated to 8 mg and 3 mg daily, driven 
by a desire for more rapid weight gain 
and a muscular physique. The influence 
for medication use came from a friend 
practicing as a quack practitioner in the 
rural area and from a gym mate. The 
patient was also a frequent gym goer and 
reported to have known many people in 
his gym taking these tablets regularly. 
Despite initial success with weight gain, 
the patient encountered issues such as 
insomnia, loss of appetite, 
disproportionate abdominal fat 
accumulation, and subsequent anxiety. 
Attempts to discontinue the medication 
resulted in withdrawal symptoms, 
leading to a relapse. At the time of initial 
assessment, the physical examination 
showed no abnormalities, while 
laboratory results indicated mildly 
elevated serum glutamic-pyruvic 
transaminase and serum glutamic- 
oxaloacetic transaminase and alkaline 
phosphatase levels. Treatment involved 
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psychoeducation. Clonazepam was 
initially started at 0.5 mg and later 
increased to 1 mg due to inadequate 
sleep, in addition to a proton pump 
inhibitor (PPI). Mirtazapine was added 
after 1 week to relieve anxiety and 
depression, starting at 7.5 mg and 
increased to 15 mg. The patient achieved 
complete abstinence in 2 weeks. 
Mirtazapine was tapered off in the next 
4 weeks, and clonazepam was tapered 
off after 2 weeks. He was completely 
symptom free after 6 weeks. 

Case 3. A 35-year-old homemaker, 
with an education up to the 8th class and 
residing in a rural area, presented to the 
psychiatric emergency department with 
distressing symptoms. She reported 
experiencing complete insomnia over 
the past 3 days, accompanied by 
tremulousness, anxiety, palpitations, 
dizziness, nausea, and malaise persisting 
for the last 7 days. The patient disclosed 
a history of taking cyproheptadine and 
dexamethasone tablets for the past 
7 years, a regimen she recently stopped 
10 days prior, as she had travelled from 
her village to a childhood friend’s house 

in Kolkata, forgot to bring the 
medication with her, and could not 
obtain the medication without a 
prescription from any pharmacies. 
Previous attempts to discontinue the 
medication led to heightened anxiety, 
insomnia, and weight loss, prompting 
her to resume its use. The initiation of 
the medication was influenced by a 
friend’s suggestion, aiming to enhance 
her appearance and gain weight in 
response to critical comments about 
her figure from her in-laws, husband, 
and relatives. Commencing with 
cyproheptadine 2 mg and dexamethasone 
0.5 mg tablets twice daily, she gradually 
increased the doses to 12 mg and 4 mg, 
respectively. Chronic symptoms included 
dyspepsia, regurgitation, nausea, 
frequent diarrhea, cough, and cold, along 
with persistent fatigue, lack of energy, 
occasional dizziness, abdominal 
bloating, and a noticeable disproportion 
between thin limbs and truncal obesity 
along with psychiatric symptoms such 
as depression, anxiety, irritability, and 
restlessness. At the time of initial 
assessment, the physical examination 

revealed hypertension with tachycardia. 
Initial blood investigations indicated 
diabetes mellitus, coupled with increased 
liver enzymes. Treatment initiation 
involved psychoeducation along with 
clonazepam 1 mg, supplemented by 
quetiapine 25 mg due to inadequate 
sleep and the PPI pantoprazole 40 mg. 
After 2 weeks, despite improved sleep, 
anxiety and depressive symptoms 
persisted, leading to the introduction 
of escitalopram 10 mg. Over the next 
2 weeks, symptomatic improvement 
allowed for the gradual tapering off 
of clonazepam and subsequently 
escitalopram over the following 
6 weeks after starting the medicine. 
Quetiapine was discontinued after 
2 weeks of starting treatment. The 
patient was symptom free after 8 weeks, 
with improved overall well-being. 

Discussion 
This cases series highlights the 

dependence and abuse potential of 
cyproheptadine and dexamethasone, 
aligning with existing research.7,8 While 
adverse effects and withdrawal symptoms 

Table 1. 
Summary of the 3 Cases 
Variable Case 1 Case 2 Case 3 
Sociodemographics Age 27 y, male, semiurban, 12th class Age 31 y, male, semiurban, college 

graduate (10 + 2 + 3 y of formal 
education) 

Age 35 y, female, rural, 8th class 

Psychiatric history NA NA NA 

Family history of substance use NA Alcohol dependence in father and 
paternal uncle 

NA 

Reason for starting Desire for rapid weight gain and 
muscular physique based on gym mate’s 
advice 

Desire for rapid weight gain and 
muscular physique; advised by a friend 
practicing as a rural medical practitioner 
and a gym mate 

Desire for a better look and appearance 
and to gain weight influenced by critical 
comments about her figure 

Duration of dependence 2 y 4 y 7 y 

Withdrawal symptoms, if any Tremor, mood swings, insomnia, reduced 
appetite, diarrhea, and nausea 

Tremor, mood swings, insomnia, reduced 
appetite, weight loss, diarrhea, and 
increased anxiety 

Increased anxiety, palpitations, 
irritability, insomnia, reduced appetite 
and weight 

Starting and maximum dose Cyproheptadine (4–6 mg) and 
dexamethasone (1–3 mg) 

Cyproheptadine (2–8 mg) and 
dexamethasone (0.5–3 mg) 

Cyproheptadine (2–12 mg) and 
dexamethasone (0.5–4 mg) 

Physical examination and laboratory 
investigations (at the time of initial 
assessment) 

Within normal limits Normal physical examination, SGPT: 
61 U/L, SGOT: 53 U/L 

BP: 150/96 mm Hg, PR: 106/min, FBS: 
158 mg/dL, PPBS: 212 mg/dL, SGPT: 
78 U/L, SGOT: 61 U/L 

Treatment and outcome Clonazepam, mirtazapine, pantoprazole; 
complete abstinence achieved after 
2 wk; symptom free at the end of 6 wk 

Clonazepam, mirtazapine, pantoprazole; 
successful abstinence after 2 wk; 
symptom free at the end of 6 wk 

Clonazepam, pantoprazole, quetiapine, 
and escitalopram; complete abstinence 
in 4 wk and symptom free after 8 wk 

Abbreviations: BP = blood pressure, FBS = fasting blood sugar, NA = not available, PPBS = postprandial blood sugar, PR = pulse rate, SGOT = serum glutamic-oxaloacetic 
transaminase, SGPT = serum glutamic-pyruvic transaminase. 
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are generally mild and manageable on 
an outpatient basis,7,8 susceptibility to 
abuse is notably high among those 
aiming for rapid weight gain and an 
improved physical appearance. This 
trend, identified in young individuals, 
resonates with findings from an African 
study,9 and cases seem to be common 
among gym goers as pointed out by case 
2, which echoes the finding of a study 
where individuals treated these drugs as 
a “gym tonic.”10 It is also possible that 
individuals may be unaware of the 
distinction between an anabolic steroid 
and a corticosteroid, contributing to the 
misuse. The easy over-the-counter 
availability from local pharmacies and 
cheap cost played a role in the abuse of 
the drugs. 

Despite predominantly mild 
adverse effects, severe reactions such 
as hypokalemic paralysis10 and 
withdrawal-induced conditions such as 
serotonin syndrome11,12 have been 
reported. Our study underscores the 
gravity of dependence and withdrawal 
symptoms, as evidenced by a patient 
presenting to the emergency 
department with severe anxiety and 
insomnia, eventually developing 
hypertension and diabetes mellitus 
likely attributable to chronic 
dexamethasone use. Mirtazapine 
and escitalopram were started after 
a washout period of 7 days 
after stopping cyproheptadine- 
dexamethasone due to reports of 
unopposed action of serotonin leading 
to serotonin syndrome after starting 
serotonergic drugs immediately after 
stopping the antiserotonergic 
cyproheptadine.12 

Our cases originate from 
semiurban or rural backgrounds, 
potentially indicating lower awareness 
compared to urban settings. Notably, 
this case series marks the first in India 
for combined cyproheptadine and 
dexamethasone dependence, with 
only one such case report7 and limited 
existing reports of cyproheptadine 
abuse,8,10–12 emphasizing the need 

for increased awareness and vigilance 
surrounding the misuse of these 
medications. 

Conclusion 
In conclusion, more research 

is warranted due to potential 
underreporting, particularly in the 
young rural or semiurban populations 
frequenting gyms. Easily accessible 
over-the-counter availability 
underscores the need for strict 
regulations for nonprescription drug 
dispensing. Given their common 
prescription by rural and family 
physicians, raising awareness about 
cyproheptadine and dexamethasone 
dependence risks, clinical presentations, 
and management is crucial so that 
interventions can be done to mitigate 
long-term adverse consequences. 
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