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Ketamine: 2025 Usage, Risks, and Therapeutic
Developments

Introduction

Ketamine, traditionally used as a dissociative anesthetic, has seen its role in medicine
expand significantly. By 2025, its application in treating psychiatric disorders, particularly
treatment-resistant depression, has become a major focus of clinical research and
practice. This document outlines the key uses, associated risks, major developments, and
new treatment options for ketamine as of 2025, reflecting a year of significant progress and
ongoing investigation.

Current Ketamine Usage

In 2025, ketamine is utilized across various medical settings for its rapid-acting properties.
Its primary applications have expanded beyond anesthesia to include managing acute
psychiatric conditions and chronic pain.

e Treatment-Resistant Depression (TRD): Ketamine and its derivative, esketamine,
are prominent options for patients with major depressive disorder who have not
responded to other treatments. Studies continue to compare its efficacy against
traditional therapies like electroconvulsive therapy (ECT), with some findings
suggesting it is a non-inferior option with a different side-effect profile (Psychiatric
Quarterly, 2025).

e Acute Agitation and Delirium: In emergency settings, ketamine is used for the
rapid control of severe agitation. Research indicates it can provide faster symptom
control with fewer adverse events compared to combinations like midazolam with
haloperidol (JEM Reports, 2025). However, its shorter duration of action may
necessitate more supplemental sedation compared to other treatments (Open
Access Emergency Medicine, 2025).

e Suicidal Ideation: Oral ketamine has demonstrated the ability to rapidly reduce
suicidal thoughts in patients with major depressive disorder, positioningitas a
potential emergency intervention (Asian Journal of Psychiatry, 2025).

e  Emerging Applications: Research is exploring ketamine’s potential for other
challenging conditions. Studies show promise for substance use disorders
(Addiction, 2025) and suggest it can be safely administered to patients with severe
eating disorders under strict medical supervision (Journal of Psychiatric Research,
2025).
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Despite its therapeutic benefits, ketamine use is associated with significant risks that
require careful management. A comprehensive review highlights both acute and chronic
adverse effects that necessitate structured monitoring and risk mitigation strategies (PMC,
2025).

Risks and Safety Considerations

e  Acute Effects: Common short-term side effects include dissociation,
psychotomimetic effects (hallucinations or delusions), hypertension, dizziness, and
blurred vision. These effects are generally transient but require monitoring during
and after administration (Psychiatric Quarterly, 2025).

*  Chronic Risks: Long-term or recreational use carries more severe risks, including
bladder dysfunction (cystitis), liver damage, cognitive impairment, and the potential
for abuse and dependency (BJA, 2025).

¢ Non-Responders: Not all patients benefit from ketamine. One 2025 study found
that 75% of a cohort with treatment-resistant depression were non-responders to
short-term treatment, indicating that patient selection is critical (Pharmacological
Reports, 2025).

Key Developments in 2025

The year 2025 marked several important milestones in the clinical application and
understanding of ketamine-based therapies.

Development Summary Source

FDA Approval SPRAVATO® (esketamine) (Johnson&Johnson, 2025)
nasal spray was approved
as the first monotherapy for
adults with TRD, offering a
new option for patients who
have failed at least two
other antidepressants.

Patient Preference A secondary analysis of the (ScienceDirect Psychiatry
ELKET-D trial revealed that Research, 2025)
patients with TRD generally
preferred ketamine over
ECT. Receiving the preferred
treatment was linked to
better outcomes and fewer
adverse events.
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Development

Efficacy Debates

Mechanism of Action

Summary

The effectiveness of
ketamine was debated, with
some studies finding that
generic racemic ketamine is
effective long-term for
depression (MedicalXPress,
2025), while another found
no significant extra benefit
over midazolam
(Advisor_Psychiatry, 2025).

Research into esketamine’s
effects on postoperative
depression in breast cancer
patients suggested it works
by inhibiting the TREK-1
potassium channel,
providing new insights into
its biological mechanisms.

New and Emerging Treatment Options

Source

(Cancer Cell International,
2025)

Innovation in ketamine therapy is focused on improving safety, personalizing treatment,

and expanding its applications.

¢ (R)-Ketamine: Preclinical and clinical studies are exploring (R)-ketamine, an

enantiomer of ketamine, which may offer potent and lasting antidepressant effects

with fewer psychotomimetic side effects and lower abuse potential compared to
esketamine or racemic ketamine (PMC, 2024).

¢ Personalized Therapy: Research is underway to identify predictors of response to

IV ketamine and intranasal esketamine, aiming to personalize treatment for patients
with TRD (ScienceDirect Psychiatry Research, 2025).

e Combination Therapies: The “Co-Boost” study protocol is investigating a novel

approach that combines ketamine with neurofeedback-assisted learning to guide

neuroplasticity, aiming to create an integrated treatment for cocaine addiction
(Springer: Bipolar Disorders, 2025).

Conclusion

In 2025, ketamine solidified its role as a valuable tool for rapid intervention in severe

psychiatric conditions, highlighted by the FDA approval of esketamine monotherapy for
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treatment-resistant depression. While its efficacy is promising, research also underscores
the significant risks, the variability in patient response, and ongoing debates about its
comparative effectiveness. Future developments are focused on refining treatment
protocols, exploring safer formulations like (R)-ketamine, and integrating ketamine into
comprehensive, personalized therapeutic models. Continued research, particularly on
long-term safety and efficacy, remains essential to fully realize its therapeutic potential.
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