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K etamine is an N-methyl- 
D-aspartate receptor antagonist 
with potentially rapid and 

powerful antidepressant effects. 
Additionally, ketamine’s ability to 
produce an expanded state of 
consciousness has led to increased 
interest in pairing ketamine with 
various forms of psychotherapy.1–4 

Although research has suggested that 
ketamine increases hypnotizability, no 
studies, to my knowledge, have explored 
the pairing of ketamine with 
hypnotherapy to treat depression.5 The 
following is the case of a 71-year-old 
woman with chronic treatment- 
resistant depression for whom the 
consciousness-expanding experience 
of ketamine, combined with the 
introduction of an indirect, hypnotic- 
like suggestion at a key moment, 
prompted important insights and 
behavior changes that contributed to 
her recovery. 

Case Report 
A 71-year-old woman with a 

20-year history of unremitting major 
depressive disorder was referred by her 
primary care doctor for ketamine 
infusions. She was initiated at a dose of 
0.5 mg/kg of ketamine twice a week for 
4 weeks. Initially, she noticed no clear 
benefit. During the fourth infusion, 
while under the influence of ketamine, 
the patient overheard a staff 
conversation about arrangements for 
upcoming travel. This triggered 
previously forgotten memories of travel 
earlier in life. She had once loved to 
travel but had not done so for decades. 
She experienced a powerful and urgent 
desire to travel. After completing the 
infusion, the patient processed these 
insights with her psychiatrist and 
expressed a commitment to act. 

The following week, she announced 
that she had booked a vacation to 
Europe. This marked a turning point 
in her treatment course. Whereas 
she had previously remained mostly 
at home, she began to embark on 
multiple trips. She continued monthly 
maintenance infusions, during which 
she often had other insights that 
bolstered her ongoing behavior 
changes. Her Patient Health 
Questionnaire-9 (PHQ-9)6 score 
decreased from 21 at the beginning of 
treatment to a PHQ-2 score of zero 
1 year later. She reported total 
resolution of her depression. Her 
daughter commented on significant 
improvements in her mood and level 
of life engagement. 

Discussion 
A serendipitous conversation 

during a ketamine infusion served as a 
powerful, albeit indirect, mental 
suggestion for the patient, focusing 
her thoughts and emotions on an idea 
that led to concrete behavior changes. 
While not intentionally designed to be 
a hypnotic suggestion, the patient’s 
increased state of suggestibility under 
ketamine helped catalyze behavioral 
activation that directly contributed to 
treatment response. This dramatic 
experience prompts an intriguing 
question: Can ketamine be paired with 
hypnotherapy to elicit insights and 
induce behavior change in patients 
with chronic depression? 

Although multiple studies have 
explored various forms of 
psychotherapy to augment the 
antidepressant effects of ketamine, 
current evidence supporting ketamine- 
assisted psychotherapy is quite 
limited.7 Furthermore, the research 
has not established the most effective 

psychotherapeutic approach.1 One 
small randomized controlled trial 
utilized manualized cognitive- 
behavioral therapy (CBT) in a subset 
of ketamine responders to extend the 
effects of ketamine with promising 
results.8 A larger observational study 
examined the pairing of ketamine with 
a more nondirective insight-oriented 
approach.3 

Hypnotherapy is an infrequently 
used psychotherapeutic modality with 
limited but promising evidence for 
treating depression.9 More modern 
models of hypnotherapy incorporate 
principles of CBT.10 One recent RCT 
suggested that hypnotherapy was 
noninferior to CBT.11 However, no 
research to date has been published 
on the clinical use of hypnotherapy 
paired with ketamine for treatment 
of depression or other psychiatric 
disorders. Hypnotherapy may be an 
excellent therapy modality to pair with 
ketamine because it can directly 
harness the increased suggestibility 
occasioned by ketamine to facilitate 
behavior change. Ketamine/ 
hypnotherapy may be inappropriate 
for certain patient populations (eg, 
those with severe trauma or increased 
vulnerability to psychosis) and thus 
should be carefully applied. This is an 
area worthy of further study. 
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