
Repurposing an OTC Cough 
Medicine as a Rapid-Acting 
Antidepressant

SUMMARY STATEMENT

PROJECT

CURRENT TREATMENT

Feasibility trial repurposing over-the-
counter cough medicine as a rapid-acting 
antidepressant without conventional side 
effects.

We have minimal insight into treatment 
resistant depression and few 
therapeutics outside of traditional 
treatment options exist.

Current antidepressants work by 
elevating monoamines like serotonin, 
dopamine, and norepinephrine. 
Treatment success rate is roughly 33% at 
4 weeks. A seriously neglected 
observation is that current therapies 
trigger mania in bipolar depressives and 
suicidal thoughts in young people.

DISEASE/CONDITION
Reports of depression and suicide have accelerated upward at 
unprecedented rates. Today, 41 million are on antidepressants, a therapy 
with only a 33% success rate. Depression’s most lethal symptom, suicide, 
is the #1 cause of non-accidental death in ages 10-34. Together, 
inadequate treatment of Major Depressive Disorder results in an annual 
cost of 44,000 suicides and $280 billion lost per year. 

PROPOSED TREATMENT
Cough syrup (DXM) is a close analog to the most successful experimental antidepressant ketamine. Preliminary 
data supports observations that DXM robustly and rapidly resolves treatment-resistant depression.

The active ingredient in common cough syrup is dextromethorphan (DXM). At doses marginally higher than for 
cough, DXM has shown to have a fast-acting antidepressant effect. 

DXM’s antidepressant potential only recently gained legitimacy after a stronger drug of the same class, the surgical 
anesthetic ketamine, showed unprecedented antidepressant effects in FDA trials. Unfortunately, ketamine’s severely 
intoxicating effects, narrow safety margin, and tight legal restriction make it a drug of last resort. It does little to stem 
depression’s rise at the population level. 

DXM could prove to be a safe, accessible, staple treatment with ketamine’s robust antidepressant response. What is 
truly exceptional about DXM is that it also boosts serotonin like normal antidepressants, making DXM not only a next-
generation antidepressant, but like two antidepressant treatments in the same cheap pill. 

While neuromolecular data, several patient case reports, and countless anecdotes show high-dose DMX to have 
exceptional antidepressant properties, there are no clinical studies to confirm its long terms and salubrious effects on 
those with Major Depressive Disorder.
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We propose a dose-ranging feasibility study to ascertain the efficacy of dextromethorphan (DXM), or common cough 
syrup, as a superior antidepressant compared to conventional antidepressants. 

While countless studies confirm DXM’s safety at doses far-higher 
than proposed here, DXM is in need of evidence-based guidelines 
for use in depression. This study will characterize the safety, speed 
and robustness of different DXM dosing strategies for depression. 

We will test 3 dosing methods of DXM on 5 patients each, for a 
total of 15 patients. After 4 weeks of treatment, patients will enter 
the follow up phase, where their moods will be assessed every 2 
weeks for a total of 65 days.

The purpose of dividing patients into three treatment groups is to 
first determine the best regimen; second, to see whether DXM’s 
treatment response is characteristic of ketamine or a classic 
antidepressant; and third, to see if DXM might act like ketamine + 
adjunct treatment in one. 
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The data from this study will help determine DXM’s 
efficacy as an antidepressant and establish a basis for 
future research.
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