
Ketamine: From Anesthetic to 
Controversial Mental Health Treatment

An overview of its journey from FDA approval 

to the center of modern medical and legal debates.



Discovery of Ketamine

•1962- Dr. Calvin Steven of Parke-Davis 

(now Pfizer), first synthesizes ketamine.

•Goal was to create a safer alternative to 

the anesthetic Phencyclidine (PCP).

•PCP was a powerful anesthetic but caused 

severe, long-lasting hallucinations.

•1964-Human trials are conducted on 

prisoners, revealing its potent, rapid-

acting anesthetic effects with a shorter 

recovery period than PCP.



1970- Ketamine First Approved

• FDA approval as fast acting 

anesthetic delivered 

intravenously  

• Park-Davis (now Pfizer) 

markets as Ketalar

• Provides anesthesia without 

suppressing breathing

• Extensively used for 

battlefield surgeries in 

Vietnam 







2019- Spravato Approved 

• FDA approves J&J’s Spravato, a Ketamine derived nasal spray for 

treatment resistant depression. 

• Clinical trials show 50-70% of patients achieved significant relief 

within four weeks (when combined with oral antidepressants).

• Available only via REMS Programs (FDA-mandated safety programs for 

drugs with serious risks – requires administration and monitoring in a 

certified healthcare setting.

• Black Boxed Warning 





Spravato Regulatory History

• Initial FDA approval 

• Approved for treatment 

resistant depression in 

adults

• Must be used conjunction 

with an oral antidepressant

March 

2019

August 

2020

• Approved for depressive 

symptoms in adults with 

major depressive disorder or 

acute suicidal ideation 

• Still must be used conjunction 

with an oral antidepressant

• Initial FDA approval 

• Approved for treatment 

resistant depression in 

adults

• Must be used conjunction 

with an oral antidepressant

January 

2025
• Approved as first 

monotherapy for treatment 

resistant depression in adults

• Patients can now 

receive Spravato

without the concurrent 

use of an oral 

antidepressant for 

TRD.

EMS Program: Due to risks of sedation, dissociation, and abuse/misuse, Spravato is 

available only through a restricted Risk Evaluation and Mitigation Strategy (REMS) 

program, requiring supervised administration in a certified healthcare setting.



Postmarketing Data From March 

2019 to January 2023, 147 deaths 

were reported, with 47 of those 

due to suicide.

Clinical Trials: 3 suicides during 

open-label treatment.  Study site 

investigators did not deem related to 

Spravato.



J&J’s Comeback Kid: 
Spravato= Blockbuster 

• After a slow start, Spravato is now 

J&J’s fastest-growing medication and 

is considered a blockbuster.

• Reached $1Billion in Annual Sales.

• Forecasts predict 3-5 billion for 

2025. 



October 2023: FDA warns providers 

risks associated with compounded 

ketamine products for psychiatric 

disorders, emphasizing that ketamine 

is not FDA approved for treating any 

psychiatric disorder.



February 2022 -FDA issued a warning 

about potential risks associated with 

compounded ketamine nasal sprays due to 

adverse event reports and lack of 
standardized safety measures. 



Problem: Inconsistent Drug 

Distribution

•Uneven Mixing: Difficulty 

ensuring uniform distribution 

of ketamine within the 

lozenge base.

•"Hot Spots": Risk of 

dangerously high 

concentrations of ketamine in 

some areas and little to no 

active ingredient in others.

•Patient Safety Risk:

Patients may receive supra-

therapeutic doses one day and 

sub-therapeutic doses the 

next, despite consistent 

prescription.

Challenges in Compounded Ketamine Lozenge Production 

Problem: Variable Patient 

Absorption

•Sublingual Variability:

Estimated ~30% absorption 

of sublingual ketamine 

into the bloodstream.

•Influencing Factors:

Absorption rates vary 

significantly based on:

• Duration the lozenge 

is held in the 

mouth.

• Individual saliva 

production.

• Other physiological 

factors.

Problem: Drug Stability & 

Potency Degradation

•Sensitivity: Ketamine is 

susceptible to degradation 

from heat and light.

•Manufacturing Impact:

Lozenge production 

processes can unpredictably 

reduce ketamine potency.

Problem: Lack of Quality 

Control Oversight

•No Federal Mandate:

Absence of federal 

requirements for batch 

testing compounded products 

for uniformity and potency.



•“Ketamine dependence and tolerance are 

possible following prolonged 

administration. A withdrawal syndrome with 

psychotic features has been described 

following discontinuation of long-term 

ketamine use.”

•“It appears that treatment with esketamine

leads to dissociation … noted immediate 

effects such as dissociation (for a 

majority of subjects, with rates as high as 

75 percent) and sedation upon dosing, that 

do not dissipate with time according to the 

safety data reviewed.”

•“None of the studies prospectively 

examined long-term persistence of cognitive 

effects resulting from repeated exposure to 

“A total of 28 hepetobiliary events 

occurred among the 20 cases … ranging from 

asymptomatic elevation in liver enzymes to 

irreversible structural damage to the liver 

or biliary system and/or clinical signs of 

liver failure…. We find an association 

between ketamine and a range of 

hepatobiliary events in the context of off-

label, repeated use.”
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FDA had “loosened its rules” over esketamine approval 

because the drug-maker “could not provide two positive 

efficacy trials.” 

Half of the participants (48.3 percent overall) experienced 

dissociation and one-third dizziness. Increased blood 

pressure, hypoesthesia (sensory numbness), nausea, and 

sedation were each present in between 10 and 30 percent 

of participants.”

“A known drug of misuse, associated with significant 

harm, is increasingly promoted despite scant evidence 

of efficacy and without long-term safety studies.”

https://pubmed.ncbi.nlm.nih.gov/32456714/


Allegationside effects.

Spravato Safety Concerns and 

Potential Personal Injury Claims  

• Respiratory Depression/Arrest: Reports of 

these serious adverse events; Janssen updated 

U.S. labels in October 2023.

• Suicidal Ideation/Behavior: Spravato carries 

a boxed warning. While suicides occurred in 

trials and post-marketing, investigators often 

deemed them unrelated to the drug itself.

• Litigation Status: While some law firms are 

investigating these claims no current 

widespread personal injury lawsuits

Allegations or concerns about inadequate warnings regarding 

serious side effects.



Ketalar- Off-Label Use and Medical 
Malpractice

Lawsuits arising from ketamine's off-label use 

for conditions like depression and chronic pain.

Key Issues Raised:

• Standard of Care: Allegations of physicians 

failing to meet the standard of care when 

prescribing or administering ketamine for 

unapproved uses.

• Informed Consent: Claims of failure to 

adequately inform patients about the off-

label nature, risks (e.g., hallucinations, 

dissociative behavior), and alternative 

treatments.

• Monitoring: Lawsuits related to 

insufficient patient monitoring during and 

after ketamine administration, leading to 

adverse events.

• Overdose: Cases where prescribed ketamine 

amounts are alleged to be "gross 

overdoses," leading to severe adverse 

outcomes (e.g., dissociative behavior, 







“The drug experience is horrible. After I spray it in my nose 

and it begins to take effects I pray it will end. The feeling is 

so horrible. I want to throw up, I can’t physically move, I 

can’t assess where I am, I can’t ‘sense’ anything but I am 

aware of how bad I feel and pray it ends.”

“On Spravato I felt like I was going to die. It took 4 

minutes to kick in. I couldn’t feel my face, couldn’t 

speak, couldn’t breathe, the room was spinning … I 

was sweating / felt like I was sinking, mind racing, 

nauseous. I felt like I was strapped to a Ferris 

wheel that wouldn’t stop spinning / falling really 

fast…. I couldn’t move…. It was really scary.”

About 10 minutes or so [after the second dose], I began to 

feel like I was falling, spinning and losing my mind, 

completely out of control. I sat there for almost 4 hours 

absolutely terrified. Terrified that I would never feel ‘normal’ 

again, that I would die, I would lose everything I cared 

about. I cried in fear and begged the person who gave me 

the medicine to make it stop.”

“I completely changed into another person. I went 

into a major psychosis and ended up in the psych 

ward five times at the end of December to mid 

February. It was horrific and terrifying.”

“ “I became very aggressive and hostile. The actual process 

of taking the drug was a miserable experience. The taste 

was horrible and made me horribly nauseated.”



Ketalar- Illegal Administration & Distribution

Nature: Criminal indictments and civil actions against 

individuals or clinics involved in the illegal handling of 

ketamine.

Unlicensed Administration: Doctors administering ketamine 

without proper DEA registration or supervision.

Fraudulent Billing: Illegally billing Medicare or other 

federal healthcare programs for ketamine services.

Improper Prescribing: Schemes involving pre-signed 

prescription pads or prescribing ketamine without patient 

examination.

Diversion: Misuse or unauthorized distribution of 

controlled substances, including ketamine.

Fatal Overdoses: Investigations and indictments related 

to deaths linked to illegally obtained or improperly 

administered ketamine (e.g., Matthew Perry case, other 

overdose incidents).





Ketalar- False Advertising and Billing Practices 

Nature: Allegations against ketamine clinics for 

misleading advertising and improper billing.

Key Issues:

Off-Label Claims: Advertising off-label and 

unapproved uses of ketamine for various mental 

health and pain conditions without clear 

disclaimers.

Safety Misrepresentation: Making misleading 

representations regarding the safety of ketamine 

treatments, especially for at-home use without 

onsite monitoring.

Billing Fraud: Inappropriate billing for ketamine 

services, including lack of compliance with 

documentation standards and coding guidelines, 

leading to payment retractions.



Yale's $1.5M Ketamine VA Settlement Spotlights 

Private-Public Partnership Complexities














