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The European Psychiatric Association (EPA) represents over 
78 500 individual psychiatrists and 37 National Associations of 

Psychiatry from across Europe. 
 
 
Introduction 
 
Ketamine is a widely used anesthetic medication that has gained growing 
importance for human suffering through the alleviation of pain and the treatment 
of mood disorders. Because it is easy to use and inexpensive, ketamine is one of 
the most commonly used anesthetic agents in developing countries1. More than 50 
years of experience suggests that ketamine is safe and well tolerated. 
There is large body of scientific evidence regarding ketamine’s efficacy and safety 
in the treatment of people with unipolar and bipolar depression, and suicidality. 
Ketamine is also a valuable tool in the research of mental disorders.   
The Commission on Narcotic Drugs, 58th Session, has been asked to review a 
proposal to place ketamine in Schedule I of the 1971 Convention (E/CN.7/2015/72 
and E/CN.7/2015/83).  
The WHO Expert Committee on Drug Dependence (ECDD) critically evaluated 
ketamine in 2006, 2012 and 2014. Based on accumulated evidence and data on 
non-medical use, diversion and trafficking, and evidence of ketamine’s 
therapeutic value, the ECDD does not recommend that the CND place ketamine 
under international control.2 
A wide range of national and international organizations, including medical and 
scientific associations have voiced concern about the proposal, including those 
endorsing the “Fact Sheet on the Proposal to Discuss International Scheduling of 
ketamine at the 58th CND”1. The Fact Sheet provides compelling legal, medical 
and social arguments against placing ketamine in any schedule of the 1971 
Convention. The EPA has endorsed the Fact Sheet.  
The EPA would like to provide additional arguments through this Position 
Statement to emphasize the importance of medical access to ketamine for many 
people with mental disorders and for research addressing unmet needs in medical 
care. 

 
The antidepressant effect of ketamine in unipolar and bipolar depression 
To our knowledge the first double blind cross-over study in patients with Major 
Depressive Disorder (MDD) was published in 20004. The authors reported 
significant improvement within 72 hours in half of the patients. These results 
were replicated by several other researchers. Further studies provided support for 
a clinically significant and rapid antidepressant effect of ketamine in bipolar 
depression5,6,7,8. In contrast to standard antidepressants ketamine was not 
associated with a switch to manic episodes in patients with bipolar depression9. 
 
Ketamine is effective at rapidly reducing the range of depressive symptoms, 
including suicidal ideation10,11,12,13. The rapid amelioration of suicidal ideation by 
ketamine is particularly important since current antidepressants are slow to act 
and have been reported to potentially worsen suicidal ideation in the short-term 
(see Summary of the Product Characteristics for individual drugs). 
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Treatment-resistant depression: major indication for ketamine 
 
MDD resistant to standard antidepressant treatment represents one of the most challenging problems in health 
care. Only 50–60% patients with depression respond to the first antidepressant and only a third of them reach 
clinical remission14. Patients who do not respond to a second antidepressant drug have a very low chance (10–
20%) of remission15. There is substantial evidence that ketamine is effective for treatment resistant 
depression16,17.  
 
Safety of ketamine 
 
Concerns over dissociative and other neurocognitive effects of ketamine, abuse potential and neurotoxic effects 
of NMDA receptor antagonists shown in rats warrant a cautious approach to the use of ketamine treatment. But 
more than 50 years of experience with ketamine in clinical practice suggests that ketamine is overall very safe 
and well tolerated. Although the transient cognitive and dissociative effects of ketamine limit its widespread 
application in the treatment of depression, it represents an essential addition to the available safe and effective 
therapeutic options for severe and treatment-refractory cases 16,17,18,19. 
 
Ketamine in research for improved treatment of mental disorders 
 
Modulation of the glutamate system with ketamine bears great potential for the development of innovative new 
drugs, including antidepressants, as has already been shown in studies with healthy volunteers20 and clinical 
trials 21. Ketamine is currently a very important pharmacological tool for translational research, that is for 
clinical studies in patients with depression and for preclinical and clinical research models of psychotic 
disorders, such as schizophrenia22,23,24,25.  
 
Summary 
 

 Ketamine rapidly reduces core symptoms of depression within 24–72 hours of a single treatment with sub-
anesthetic doses. 

 Ketamine antidepressant effect is also well documented in treatment-resistant depression. Ketamine has no 
substitute for this indication at present.   

 Ketamine is effective at immediate reducing suicidal ideation. 

 Although the transient cognitive and dissociative effects of ketamine limit its widespread use in the 
treatment of depression, it represents an essential addition to the safe and effective therapeutic 
interventions for severe and treatment-refractory depression. 

  Ketamine is a useful and valid tool in research for the improvement of treatment of mental disorders. 
 

Conclusions 
 
The risk of ketamine addiction arising from the diversion of ketamine from pharmacies does not outweigh the 
enormous body of data supporting the important and useful medical role for ketamine. Therefore EPA, which 
has close cooperative relations with national and regional societies of mental health, psychiatry and 
neuropsychopharmacology is opposing the classification of ketamine as a Schedule 1 drug (“no meaningful 
medical use”).  
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