
Policy and Regulatory Challenges for the 
Medical Use of Ketamine

Seth Mailhot, JD, 
Husch Blackwell



Policy and Regulatory Challenges for the Medical Use 
of Ketamine:
State Review

Seth A. Mailhot, Partner
Head, FDA Practice



General Status

• Ketamine can be administered by practitioners who are licensed 
to prescribe Schedule III controlled substances within medical 
specialties, including anesthesiology, psychiatry, emergency 
medicine, primary care, and internal medicine

• Esketamine is restricted to administration by practitioners who are 
licensed to prescribe Schedule III controlled substances within 
mental health care, primary care, and internal medicine



Corporate Practice of Medicine (CPOM) Doctrine

• Prohibits corporations from practicing medicine or employing a 
physician to provide professional medical services

• Public policy concerns:
1. allowing corporations to practice medicine or employ physicians will 

result in the commercialization of the practice of medicine,
2. a corporation’s obligation to its shareholders may not align with a 

physician’s obligation to his patients, and
3. employment of a physician by a corporation may interfere with the 

physician’s independent medical judgment
• Impacts the ownership and operation of ketamine clinics



State CPOM Restrictions

• Thirty-two (32) states plus the District of Columbia prohibit the corporate practice of 
medicine

• Every one of these states provides an exception for professional corporations, which 
are corporations organized for the specific purpose of rendering a professional 
service

• State statutes often specify how the professional corporations should be structured, who 
can participate as shareholders or owners and who must serve on the board of directors

• Most states restrict the shareholders, owners, or board of directors of a professional 
corporation to persons licensed to render the same professional service as the professional 
corporation

• Many states also provide an exception for employment of physicians by certain 
entities, although the scope varies by state

• Seventeen (17) states do not have some form of CPOM restriction
• Florida also lacks a formal CPOM restriction but requires special licensure for non-

physician owned clinics



State CPOM Restrictions (cont.)



Supervision of Advanced Practice Providers

• Advanced Practice Provider:  health care provider who is not a physician but 
who performs medical activities typically performed by a physician, such as a 
nurse practitioner or physician assistant

• In some states, Advanced Practice Registered Nurses may prescribe 
controlled substances without supervision, but in other states supervision 
may be required

• South Carolina, Georgia, and New York require a written collaboration 
agreement between the supervising physician and the Advance Practice 
Provider

• California, Georgia, and Virginia limit the number of prescribing Advance 
Practice Providers that a physician may supervise at one time

• Georgia limits the distance permitted between the Advance Practice Provider 
and the supervising physician when the physician’s office is out-of-state



State Guidance and Laws Related to 
Ketamine
• Utah:  58-1-510.  “Anesthesia and sedation requirements -- Unprofessional conduct --

Whistleblower protection” places requirements on various sedation levels in an outpatient 
setting, implicating use of ketamine, including

• healthcare personnel to have certain training,
• direct supervision of the patient, and
• “having at least one individual in the procedure room who has advanced airway training 

and the knowledge and skills to recognize and treat airway complications and rescue a 
patient who entered a deeper than intended level of sedation”

• SB197, passed last year, modifies 58-1-510 to allow an anesthesia provider who is providing 
ketamine for a non-anesthetic purpose to have an individual with airway training on site
rather than in the procedure room



State Guidance and Laws Related to 
Ketamine (cont.)
• Arizona:  State Board of Nursing issued an advisory opinion on when 

Registered Nurses are operating within their scope of practice with 
respect to administering ketamine for various indications (pain 
control/analgesia, depression, and sedation), but not anesthesia

• Florida:  State Department of Health issued a series of rulings allowing 
registered nurses with Advanced Cardiovascular Life Support training 
to administer low doses of ketamine (up to 0.5mg/kg) provided it does 
not rise to the level of sedation or analgesia

• Rulings concluded that registered nurses cannot administer ketamine if the 
administration will result in sedation or analgesia, in contrast to American 
Nurses Association’s Procedural Sedation Consensus Statement



State Guidance and Laws Related to 
Ketamine (cont.)
• Oregon:  State Department of Justice issued an opinion that the 

infusion of sub-anesthetic doses of ketamine for the treatment of 
disorders of mood, anxiety, trauma, and stressors resistant to 
medication and psychotherapy in an outpatient clinic setting is 
within the scope of practice for Certified Registered Nurse 
Anesthetists (CRNA)

• Disorder must be determined by a licensed independent health 
care practitioner

• Assumes that the CRNA owns and manages clinic where treatment 
occurs



QUESTIONS?
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FDA Compounding Risk Alerts

https://www.fda.gov/drugs/human-drug-compounding/fda-warns-patients-and-health-care-providers-about-potential-risks-associated-compounded-ketamine

https://www.fda.gov/drugs/human-drug-compounding/fda-alerts-health-care-professionals-potential-risks-associated-compounded-ketamine-nasal-spray 

https://www.fda.gov/drugs/human-drug-compounding/fda-warns-patients-and-health-care-providers-about-potential-risks-associated-compounded-ketamine
https://www.fda.gov/drugs/human-drug-compounding/fda-alerts-health-care-professionals-potential-risks-associated-compounded-ketamine-nasal-spray


Industry Confusion

• FDA Risk Alerts state
• Ketamine is not FDA approved for the treatment of any psychiatric disorder
• Compounded drugs are not FDA approved
• Use of compounded ketamine without monitoring by health care provider…may 

put patients at risk for serious adverse events
• Known safety concerns associated with the use of ketamine products…

• FDA Risk Alerts do NOT state
• Using compounded ketamine is illegal in any way
• Off-label use of ketamine is not allowed
• Patient-administered ketamine is not allowed



Industry Confusion – Feb 2022 Risk Alert

• Administered PCP, PCP-like substance, 
tiletamine, and ketamine 
subcutaneously to rats

• Only 40 mg/kg SC ketamine showed 
cerebrocortical pathological changes

• ~3,000 mg dose for 75 kg human patient



Stakeholder Confusion

Questions from FDA 
Compounding Risk Alerts

• Is the issue “compounded 
ketamine”?

• Or ketamine in general?



30-year History Compounding with Ketamine



Alliance for Pharmacy Compounding

https://a4pc.org/files/APC-Ketamine-Best-Practices-April-2024.pdf 

https://a4pc.org/files/APC-Ketamine-Best-Practices-April-2024.pdf


Best Practices for Preparing and Dispensing 
Compounded Ketamine by Pharmacies
• Pharmacist Legal Obligations

• DEA & controlled substance laws, federal & state-specific
• Pharmacist’s corresponding responsibility

• Diversion Concerns
• Prescription Drug Monitoring Program (PDMP) utilization for every filling of each 

Rx
• Thorough patient & prescriber verification to ensure legitimacy and 

appropriateness of Rx
• Verify patient-prescriber relationship
• Consider prescriber scope of practice

• Caution with high volumes, multiple refills, early-refill requests.  Watch for 
patterns

• Monitor pharmacy inventory
• Prompt and thorough investigations for any concerns.  Report to appropriate 

authorities



• Dosing Limits
• Evaluate each Rx carefully, considering best practices and RPh corresponding 

responsibility.
• Establish appropriate dosing considerations for ketamine based on clinical 

guidelines, available evidence, and knowledge of patient’s specific needs.
• Use professional judgement, clinical literature, and communication with the 

prescriber when assessing dosing for each condition, considering individual 
patient factors and treatment goals.  Do not utilize arbitrary limits.

• Dosage Forms
• Consider utilizing alternative dosage forms, such as capsules containing abuse-

deterrent excipients, to enhance safety
• Consider dispensing all ketamine products in a child-resistant container, even if 

the resident state does not require it

Best Practices for Preparing and Dispensing 
Compounded Ketamine by Pharmacies



Best Practices for Preparing and Dispensing 
Compounded Ketamine by Pharmacies
• Documentation

• Properly document all aspects of compounding & dispensing process, 
particularly for outlying events involving dosing, directions for use, and other 
concerns

• Document drug-drug interactions, early-refill conversations with providers, and 
anything that may constate a “red flag”, along with all other DUR documentation

• Patient Education
• Provide comprehensive counseling to patients, which may include written and 

verbal communication
• Supply written educational materials to reinforce key points and serve as a 

reference for patients
• Education patients on side effects, emphasizing restrictions on driving or 

combining with other medications or alcohol



Best Practices for Preparing and Dispensing 
Compounded Ketamine by Pharmacies
• Constructive Transfer

• DEA considerations

• Ketamine Onboarding Checklist for 503B Wholesaling
• (Outside the scope of traditional pharmacy practice)



Other Common Discussions

• Ketamine is not esketamine
• Patient access to the right therapy, with oversight from treating 

physicians, is vital

• Operational Protocols
• Pharmacies have SOP’s for the compounding laboratory
• Physicians have treatment protocols for patients
• Some physicians have patients and pharmacy review & sign treatment 

protocols, and each entity gets a copy
• Risks, benefits, FAQs



Thank you for the opportunity to 
speak at this event today



Policy and Regulatory Challenges for the 
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• Gail Bormel, RPh, JD, U.S. Food and Drug Administration
• A.J. Day, PharmD, RPh, National Community Pharmacists Association
• Lisa Harding, MD, Yale University
• Seth Mailhot, JD, Husch Blackwell
• Lisa Robin, Federation of State Medical Boards
• Jenni Wai, RPh, MBA, Ohio Board of Pharmacy



Online Promotion and Access to Ketamine
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Matthew A. Crane, Michael J. DiStefano, Thomas J. Moore

Ketamine: False and Misleading Advertising
A Survey of Maryland Ketamine Clinics



Disclaimer

This presentation and associated documents reflect the views of the authors and 

should not be construed to represent the views or policies of the US Food and Drug 

Administration, the Department of Health and Human Services, or the US 

Government.



Source: https://www.spravato.com/ 

https://www.spravato.com/




Maryland Ketamine Clinics





Addiction and Risk



Addiction and Risk



• 5 sites minimized risk of abuse

• 3 sites claimed ketamine is non-addictive

• 7 sites did not disclose risks of adverse effects or 
risk of addiction or misuse

Addiction and Risk



Regulatory Language



• 1 site stated the FDA had approved ketamine as 
a treatment for depression

• 10 sites did not disclose that ketamine use for 
mental health conditions is off-label and not 
FDA-approved for these indications

• All 3 sites offering unapproved oral or intranasal 
forms of ketamine did not disclose this 
unapproved status 

Regulatory Language



Takeaways

• Maryland consumers and patients are not consistently 
provided important facts relevant to their decision to 
pursue ketamine treatment.

• Information provided at times ranges from false to 
misleading or deceptive.

• At least 800 ketamine clinics nationwide



Thank you

Crane MA, DiStefano MJ, Moore TJ. False or Misleading Claims in Online Direct-to-Consumer Ketamine 
Advertising in Maryland. JAMA Netw Open. 2023;6(11):e2342210. 
doi:10.1001/jamanetworkopen.2023.42210

41
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Key points

1. Patient expectations shape ketamine’s measured efficacy

2. What kind of information do patients get about safety and efficacy?

3. ‘Real World Evidence’: hard to collect data on safety

Potent therapy, by definition, carries risk



Setting expectations

The Trip

Integrating change

Does ketamine work for depression in 

unconscious patients?

Is it the drug, the trip, 

…or non-drug factors?



Ketamine vs Placebo during surgical anesthesia

in Patients with Major Depressive Disorder

Theresa Lii
Ashleigh Smith
Robin Okada
Cynthia Nyongesa
Josie Flohr
Laura Hack
Alan Schatzberg

When the blind is maintained,

expectation + a big “event” 

may have a

dramatic treatment effect
Lii et al, 2023 Nat Mental Health



Theresa Lii       Ashleigh Smith     Robin Okada    Cynthia Nyongesa    Josie Flohr    Laura Hack        Alan Schatzberg

Expectations and outcomes

Patients who experienced improvements in mood thought they received ketamine…

but on average did not improve more than placebo.

Lii et al, 2023 Nat Mental Health



Key points

1. Patient expectations shape ketamine’s measured efficacy

2. What kind of information do patients get about safety and efficacy?

3. ‘Real World Evidence’: hard to collect data on safety



2018 - 2022



Psychedelic Media Exposure 
Questionnaire (PMEQ) 

Audrey Evers (Stanford)
Chris Kelly, PhD (Icahn / Mt Sinai)

Shayla Love (Science Journalist)
Et al.

Manuscript in preparation

Study 1 Stanford Pain Clinic Registry (N=6,891 contacted)
•N = 472 Completed Survey
•N = 197 (41.7%) identified ketamine as a psychedelic

Study 2: Reddit / X sample 
•N = 159 Completed Survey
•N = 76 (47.8%) identified ketamine as a psychedelic



• Psychedelic therapy is like 10 years of therapy in 1-day

• Psychedelic therapy is far better than antidepressant medication

• Psychedelics are a cure for mental illness

• Psychedelics shut down the default mode network in the brain

• Psychedelics rewire your brain

• Psychedelics are among the safest drugs

• Psychedelics open another plane of spiritual existence

• Psychedelics have the potential to help people

• Psychedelics can make you psychotic or manic

• Psychedelics are dangerous

• Governments have used psychedelics for mind control
Audrey Evers (Stanford)

Chris Kelly, PhD (Icahn / Mt Sinai)
Shayla Love (Science Journalist)

Et al.
Manuscript in preparation

Psychedelic Media Exposure Questionnaire (PMEQ): 
items sourced from news and advertisements 

0, Strongly Disagree
1, Disagree
2, Neither Agree Nor Disagree
3, Agree
4, Strongly Agree

On average, general views fall in 
the moderate (neither agree nor 
disagree). More extreme 
statements (Psychedelics are a 
cure for mental illness) had lower 
agreement.



Psychedelic Media Exposure Questionnaire 
(PMEQ) 

Audrey Evers (Stanford)
Chris Kelly, PhD (Icahn / Mt Sinai)

Shayla Love (Science Journalist)
Et al.

Manuscript in preparation



Psychedelic Media Exposure Questionnaire 
(PMEQ) 

Audrey Evers (Stanford)
Chris Kelly, PhD (Icahn / Mt Sinai)

Shayla Love (Science Journalist)
Et al.

Manuscript in preparation



Key points

1. Patient expectations shape ketamine’s measured efficacy

2. What kind of information do patients get about safety and efficacy?

3. ‘Real World Evidence’: hard to collect data on safety



Ketamine: real world evidence of efficacy

Ketamine improves depression and 
anxiety symptoms

N= 714

Comparison with two 
control datasets 

N= 276 and N=1,008

Hietamies et al, 2023 J Affective Disorders

In collaboration with

Tuuli Hietamies     Alison McIness     Jimmy Qian      Matt Worley     Andy Klise         Leanne Williams         Steven Levine



Ketamine: real world evidence of safety?

Hietamies et al, 2023 J Affective Disorders

In collaboration with

Tuuli Hietamies     Alison McIness     Jimmy Qian      Matt Worley     Andy Klise         Leanne Williams         Steven Levine

Safety concerns for ketamine

- Diversion 

- Misuse / abuse

- Medical complications of long-term use 

What happened to the patients 

who left care?

Without a clinician in the loop, 

are safety claims reliable?



South China Morning Post, Apr 9, 2010

Can we learn about ketamine risk from 
others’ experience?



Key points

1. Patient expectations shape ketamine’s measured efficacy

2. What kind of information do patients get about safety and efficacy?

3. ‘Real World Evidence’: hard to collect data on safety

Thank you!   Questions?
Boris D. Heifets, MD, PhD

Associate Professor 

Department of  Anesthesiology, Perioperative 

and Pain Medicine

(by courtesy) Department of Psychiatry and 

Behavioral Sciences

Stanford University School of Medicine 

@theBorisLab

https://heifetslab.stanford.edu



Online Promotion and Access to Ketamine

Discussion:
• Ilisa Bernstein, PharmD, JD, Bernstein Rx Solutions
• Michael DiStefano, PhD, MBE, Colorado University Anschutz, Skaggs 

School of Pharmacy and Pharmaceutical Sciences
• Boris Heifets, MD, Stanford University School of Medicine
• Richard Quaresima, Federal Trade Commission



Break 

The meeting will resume at 3:10 pm ET



Potential Future Use of Ketamine

Discussion:
• Eric Hermes, MD, Veterans Health Administration
• Caroline Huang, PhD, U.S. Food and Drug Administration 
• Michelle Kim Leff, MD, MBA, Substance Abuse and Mental Health 

Services Administration 
• Lisa Robin, Federation of State Medical Boards
• Gerard Sanacora, MD, PhD, Yale University



Understanding Current Use of Ketamine 
for Emerging Areas of Therapeutic Interest

The meeting recording, transcript, and other materials will be available 
on the FDA Foundation website next week.

Thank you for attending!

Funding Disclosure: This activity is one part of a multi-part Foundation project related to substance use disorder. The multi-part project is 

supported by the Food and Drug Administration (FDA) of the U.S. Department of Health and Human Services (HHS) as part of an overall award 

of $1,720,109 of federal funds (100% of the project). The contents are those of the author(s) and do not necessarily represent the official 

views of, nor an endorsement, by FDA, HHS, or the U.S. Government. For more information, please visit FDA.gov.
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