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Disclosures
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Slide 4 Historical & Current Treatment
Of Chronic Pain

Biomedical 

Biopsychosocial 

• A CULTURE SHIFT?
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• Specificity Theory: Tissue damage = pain;
Nociception = painBiomedical

Model Of
Pain (Pain
Specificity
Theory)
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Biomedical Model Of Pain

No Pain
Pain
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Tissue
Damage &
Pain
Perception
Are Related
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Many People Without Any Back Pain
Show Significant Disc AbnormalitiesBut….Tissue

Damage Is Less
Predictive Than
Expected
(Especially
Chronic Pain)

True For Back, Hip, And Knee

• Blankenbaker Et Al., 2008; Borenstein Et Al.,
2001; Brinjiki W Et Al, 2015; Carragee,
Alamin, Miller, & Carragee, 2005; Jarvik Et
Al., 2005; Jensen Et Al., 1994; Link Et Al.,
2003.
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What does
Predict Pain
& Disability?
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Many Studies, Similar Findings:
Cognition (Thoughts) & Affect
(Emotions)

• Representative Study:

•

•

Workers With Low Back Injuries
Depression, Fear Avoidance,What Does

Predict Pain and Fear Of Movement (i.e.,
Cognitive and Affective
Variables) Predicted 85% of the
Variance in Recovery 6 Months
Later
Physical Pathology was a Very
Poor Predictor

& Disability?

•

(George & Beneciuk, 2015).
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Biopsychosocial Model Of Illness
Engel, 1977

•
•

•

•

•

Poverty
Education/Literacy
Cultural Preferences
Work and Employment
Social support

•
•

•

Mood Disturbance
Attitudes and Beliefs
Lack of Self-efficacy

•
•

•

•

Nociception
Tissue Damage
Medications
Surgery
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Target Of Biological Interventions

•
•

•

•

Nociception
Tissue Damage
Medications
Surgery
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The
Cognitive-
Behavioral

Model
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Target Of Cognitive-Behavioral Interventions

•
•

•

Mood Disturbance
Attitudes and Beliefs
Lack of Self-efficacy

 

___________________________________ 

___________________________________ 

___________________________________ 

___________________________________ 

___________________________________ 

___________________________________ 

___________________________________ 

Slide 15 
Treatments for Chronic Pain

Missing Target

•
•

•

Education/Literacy
Poverty
Cultural
Preferences
Social support
Work and
Employment

•
•
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• Based on Biopsychosocial

Model
Acknowledges biological, but
emphasizes psychological (and
~ social)
Focuses On:

•

What Is
Cognitive-
Behavioral
Therapy?

•
• Self-management skills 

training
Emphasizes importance of 
thoughts (cognitions) 
Emphasizes importance of 
well behaviors (restoration
of function)

•

•
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CBT Is The Gold Standard In Psychological Pain Management
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But… CBT Can Be Difficult To Grasp

To High-

Individuals

Sometimes Limited 

functioning

May Require Above 
Average Cognitive 

Functioning

Requires Some 
Level Of Abstract 

Thinking

Requires The 
Patient To Read 

And Write

Requires 
Homework And 

Worksheets
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We need CBT for Everyone!
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Reducing The
Cognitive
Demands Of
Treatments Is
A Good Idea
For Most
Patients
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Literacy &

Minority
Status

Educational
Inequality

Primary

Health Literacy

Stress Of
Poverty

Underserved
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Simplified Patient Materials:
• 5thReduced reading level

grade)
Reduced text Added
illustrations Increased 
font size Increased 
white space

(toDid
Simplify

We
CBT •

•

•

•

Materials?

 

___________________________________ 

___________________________________ 

___________________________________ 

___________________________________ 

___________________________________ 

___________________________________ 

___________________________________ 

Slide 23 Illustrations Enhanced the Meaning of the Text….
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Reduced Cognitive Demand Of
Treatment (Cognitive Load Theory):

Did
Simplify
CBT

We
The

• Simplified oral presentation
concepts

of

• Collaborative learning via Flip
Chart
Homework Worksheets In
Session
Example Worksheets

•
Process?

•
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Feasibility & Acceptability

Cognitive-Behavioral 
Chronic Pain Trial 
Among Rural 
Minorities and non-
Minorities

• Rural Location Captured A 

Quadruple Disparity: Participants 

Were Mostly Female African 

Americans With Low Literacy 

And Low SES.

Study

• Funding: National Institute On 

Nursing Research And Nimh 

(Nr010112)
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• Non-initiation of tx predicted by education,
literacy, catastrophizing
Treatment drop-out higher in CBT (w/less•

accurate homework completion & lower
retention of material)
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Slide 27 Behavioral
techniques
followed by

Limited # concepts
per session

cognitive skills

• Pain Facts

• “Gate Closers”

Audio Session summaries

• “Session Tips” & relaxation
audios

• (Thank You Melissa Day!)

No Required
Written

Homework

Catch Phrases :

• Pain Toolbox

Increased # of 
relaxation 

activities per 
session

Added more
illustrations
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Does
Simplified
CBT Work??

 

___________________________________ 

___________________________________ 

___________________________________ 

___________________________________ 

___________________________________ 

___________________________________ 

___________________________________ 

Slide 29 Reducing Disparities with
Literacy-Adapted 
Psychosocial Treatments 
for Chronic Pain: A

Comparative Trial

Whatley
Services

Health

Patient-centered 
Comparative 
Effectiveness Trial

PCORI Contract #941

• 5/15/13-7/31/17
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3 Conditions:

Comparative
Effectiveness
Trial

83% Retained at Primary

75% Retained At 6 Mo. Follow-up

Endpoint (Post-tx)

• CBT (87%)

• EDU (84%)

• UC (80%)

• Cognitive-Behavioral Therapy - CBT (N=95)

• Biopsychosocial Pain Education - EDU
(N=97)

• Medical Treatment As Usual - UC (N=98)
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Does Simplified CBT

Yes

Work??

• CBT & EDU, Pre-post, And
Mos. (Not UC)

Moderate Effect Sizes

At 6

•

• CBT Slightly Better
• Larger Effects

• More CMI’s (Post & Fu)

• But EDU Is A Viable Alternative
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Ann Intern Med. doi:10.7326/M17-0972

http://annals.org/aim/fullarticle/2673506/literacy-adapted-cognitive-
behavioral-therapy-versus-education-chronic-pain-low

http://annals.org/aim/fullarticle/2673752/shining-lamp-efforts-transform-
pain-care-america
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Patient
Characteristics as

Treatment
Moderators
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Cannabis and Psychedelics for 
Pain Management: the Long 

Strange Trip Continues
Kevin Boehnke, PhD

Research Assistant Professor

Chronic Pain and Fatigue Research Center, Anesthesiology Department, 
Michigan Medicine
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Disclosures

• Support from NIH grants: 
• K01DA049219 (NIDA) 
• R34AR078435 (NIAMS)
• R01AT010381 (NCCIH)

• Industry: 
• Received grant funding from Tryp Therapeutics for protocol 

development
• Data safety and monitoring committee for ongoing clinical trial with 

Vireo Health (unpaid)

• State of Michigan:
• Veteran’s Marijuana Research Program
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Learning Objectives

• 1. Provide relevant legal background and definitions of cannabis and 
psychedelic medicines.

• 2. Overview current trends in medical use of cannabis and 
psychedelics for chronic pain - clinical trials and naturalistic use. 

• 3. Identify useful practices for effectively working with patients who 
use cannabis and psychedelic medicines. 

3  
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Outline

• Cannabis and chronic pain

• Parallels between cannabis and psychedelic landscape

• Psychedelics for chronic pain

4  
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5

Hemp? Cannabis? Marijuana? 

• All are Cannabis sativa
• Hemp: <0.3% THC
• Marijuana: >0.3% THC, used in cannabis prohibition campaigns
• Cannabis: scientifically accurate catch all term that I will use in this 

talk
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Slide 6 Two popular cannabinoids: THC vs. CBD
• Δ-9-Tetrahydrocannabinol (THC) 

• Analgesic, mood-altering, appetite 
stimulating1

• Cannabidiol (CBD)

• Non-intoxicating, potentially protective 
against psychoactive effects of THC2

• Anti-convulsant3

• Some anxiolytic evidence4

• In non-human animal studies, anti-
inflammatory5

• Other cannabinoids: CBN, CBG, CBC, etc. –The 
“Entourage Effect”2

6

1. National Academies of Sciences, engineering, and medicine. Health effects of cannabis and cannabinoids (2017). 2. Russo, Ethan B. 
British journal of pharmacology 163.7 (2011): 1344-1364 3. Devinsky, Orrin, et al. New England Journal of Medicine 376.21 (2017): 2011-
2020. 4. Masataka, Nobuo. Frontiers in Psychology 10 (2019): 2466.5. Malfait, A. M., et al. Proceedings of the National Academy of 
Sciences 97.17 (2000): 9561-9566. 

http://www.floridamarijuanainfo.org/marinol-
the-prescription-thc-pill/
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Slide 7 Endocannabinoid system

Some known functions of the 
endocannabinoid system:

• Functions: “Relax, eat, sleep, forget, 
protect”

• Memory 

• Neurogenesis 

• Analgesia 

• Immune function 

• Stress 

• Appetite

1. Rom S. Journal of Neuroimmune Pharmacology. 2013; 
8(3): 608-620. 2. Hill et. al. PNAS 2010; 107(20) 9406–9411. 
3. Crowe S et. al. Brain, Behavior, and Immunity, Volume 42, 
2014, 1 - 5

Figure from Crowe et al, 2014. 
7  
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8
Bonini, Sara Anna, et al. "Cannabis sativa: A comprehensive ethnopharmacological review of a medicinal plant with a long history." Journal of 
ethnopharmacology 227 (2018): 300-315 .  
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SCHEDULE 1
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11

Data from Boehnke et al., 2022, Annals of Internal Medicine
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Data from Boehnke et al., 2022, Annals of Internal Medicine

From Boehnke et al., 2022, Annals of Internal Medicine. (In Press)

Figure 2. Most common patient-reported qualifying conditions 2016-2020

Figure 2. Chronic pain was the most common reason patient-reported qualifying condition, accounting for more licenses than all other conditions 
combined. Patients could report ≥1 qualifying condition or symptom. Significant contributors to the “Other” category include: vague categories 
such as “chronic or debilitating disease or condition”, “Psychiatric conditions”, “multiple conditions”, or “other” in state reports. The years for 
which each state contributed data are as follows: 
2016: AZ, CO, DE, HI, IL, MI, MN, MT, NV, NH, NJ, NM, NY, OR, RI.
2017: AZ, CO, DE, HI, IL, MI, MN, MT, NV, NH, NJ, NM, OR, RI.
2018: AR, AZ, CO, DE, HI, IL, MD, MI, MN, MT, NV, NH, NM, NY, OR, RI.
2019: AR, AZ, CO, DE, HI, IL, MD, MI, MN, MO, MT, NV, NH, NM, ND, OH, OR, RI.
2020: AR, AZ, CO, DE, HI, IL, MD, MI, MN, MO, MT, NV, NH, NM, ND, OH, OR, RI, UT.
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• Limited: short length, small sample size, generalizability
• Many used THC alone or THC + CBD

• Most support in neuropathic pain (THC+CBD).

• Increased risk of short-term AEs (mostly minor) for study 

participants

13

Cannabis clinical trials for chronic pain
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Nociceptive Neuropathic Nociplastic
Cause Inflammation or 

damage
Nerve damage or entrapment CNS or systemic problem

Clinical features Pain is well localized, 
consistent effect of 
activity on pain

Follows distribution of 
peripheral nerves (i.e. 
dermatome or stocking/glove), 
episodic, lancinating, numbness, 
tingling

Pain is widespread and accompanied 
by fatigue, sleep, memory and/or 
mood difficulties as well as history of 
previous pain elsewhere in body

Screening tools PainDETECT Body map or FM Survey

Treatment NSAIDs, injections, 
surgery, ? opioids

Local treatments aimed at nerve 
(surgery, injections, topical) or 
CNS-acting drugs

CNS-acting drugs, non-
pharmacological therapies 

Classic examples Osteoarthritis
Autoimmune disorders
Cancer pain

Diabetic painful neuropathy
Post-herpetic neuralgia
Sciatica, carpal tunnel             
syndrome 

Fibromyalgia
Functional GI disorders
Temporomandibular disorder
Tension headache
Interstitial cystitis, bladder pain 
syndrome

Mechanistic Characterization of Pain
Variable degrees of any mechanism can contribute to any disease 

Mixed Pain States
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Study drugs 
used in clinical 
trials
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Medical 
cannabis 
and CBD 
products

16

This Photo by Unknown Author is licensed under CC BY-SA-NC

This Photo by Unknown Author is licensed under CC BY-SA-NC

This Photo by Unknown Author is licensed under CC BY-NC

This Photo by Unknown Author is licensed under CC BY-NC-ND

This Photo by Unknown Author is licensed under CC BY  
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Slide 17 Substitution of cannabis for medications

Figure 1 from: Boehnke, Kevin F., et al. The Journal of Pain 20.7 (2019): 830-841. 
17  
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Slide 18 Communication Breakdown

• How do patients select cannabis products? 
• 2.6% via consultation with medical provider vs. 54.6% via 

consultation with budtender

• How do patients select CBD products?
• 63.2% through personal research

• 36.2% through advice from employee at place of purchase

• 16.4% due to endorsement of medical professional

18  
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Slide 21 Proposal overview

All participants 
go back into 
registry

Veterans with 

chronic pain 

join registry

Intervention 1: 
Randomize to 

receive 4 weeks 
of CBD or 
placebo

Intervention 2: 
Randomize to receive 
12 weeks of tailored 
guidance or waitlist 

control

Smartphone app and FitBit collect symptom, cannabis use, and activity data

Community Advisory 
Board and Recruitment 

Ambassador

Publish and 
disseminate 
results

Help with retention
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Why behavioral intervention? 

• We have evidence on methods 
of ingestion, cannabinoid 
effects, and dosing 

• No official clinical guidance on 
use for pain

• Goal to optimize use: reduce 
harm, maximize benefit

Impact
• Create scalable program that 

can be used by healthcare 
providers and budtenders

SCHEDULE 1

https://www.ncsl.org/research/health/state-medical-marijuana-laws.aspx#Table%202
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Veterans with 

chronic pain
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Slide 24 Summary and Practical Tips
• Medical cannabis clinical trials for pain are limited, but patients are using cannabis regardless. 

• How to effectively communicate?

• Develop a treatment plan with symptom tracking

• “Start low, go slow”1 – starting with CBD alone or high CBD products

• Consider different administration routes

• Build partnership – requiring flexible mentality

• Share useful legal information (e.g., CBD products may cause positive drug test)

• THC?

• Can add through Schedule III dronabinol, medical cannabis license, or adult use cannabis products

24
1. MacCallum, Caroline A., and Ethan B. Russo. "Practical considerations in medical cannabis administration and 
dosing." European journal of internal medicine (2018).2. Dahlgren, M. Kathryn, et al. JAMA psychiatry (2020).  
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Outline

• Cannabis and chronic pain

• Parallels between cannabis and psychedelic landscape

• Psychedelics for chronic pain

25  
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Psychedelics

Mostly Schedule I drugs (Controlled Substances Act), 
excepting ketamine

“The potential significance of LSD and other psychedelics for 
psychiatry and psychology was comparable to the value the 
microscope has for biology or the telescope has for 
astronomy.” – Stanislov Grof

Examples:

• Psilocybin (from magic mushrooms)
• Lysergic acid diethylamide (LSD)
• Ayahuasca (N,N-Dimethyltryptamine)
• MDMA (3,4-Methyl​enedioxy ​methamphetamine)
• Ketamine (also classified as dissociative anesthetic)

This Photo by Unknown Author is 
licensed under CC BY-SA-NC

This Photo by Unknown Author is 
licensed under CC BY-SA

This Photo by Unknown Author is licensed under CC BY-SA
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Parallels between cannabis and psychedelics: 

• Growing availability with little or no oversight from clinical care

• Minimal physician education and training

• No systematic data collection on health outcomes

• Statutes that liberalize access do not mandate these changes
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“An analytic model based on 

marijuana legalization projected 

that a majority of states will 

legalize psychedelics by 2034 to 

2037.”
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Slide 30 
• “Legislative reform for psychedelic drugs has been proceeding 

in a rapid, patchwork fashion in the US. Further consideration 
should be given to key health care issues such as establishing:

(1) standards for drugs procured outside the medical establishment, 

(2) licensure criteria for prescribers and therapists

(3) clinical and billing infrastructure

(4) potential contraindications

(5) use in special populations like youths, older adults, and pregnant 
individuals.”
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32

“At the primary study endpoint (18 

weeks after baseline), 28 of 42 (67%) of 

the participants in the MDMA group no 

longer met the diagnostic criteria for 

PTSD, compared with 12 of 37 (32%) of 

those in the placebo group after three 

sessions. Additionally, 14 of 42 

participants in the MDMA group (33%) 

and 2 of 37 participants in the placebo 

group (5%) met the criteria for 

remission after three sessions…”
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Higher rates of suicidal ideation, intentional self-injury, 
and suicidal behavior among those in the higher dose group 
in Goodwin et al 2022. 
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Entheofest survey

• Survey of naturalistic 
psychedelic use and 
knowledge conducted 
at Entheofest (Nick 
Glynos, Moss 
Herberholz, Chris Fields)

34  
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Man
53%

Woman
41%

Other
6%

Gender    

White
85%

Black
2%

Asian
3%

Native 
American

1%

Mixed Race
5%

Other
4%

Race    

1,435 complete responses

Income    

< $50k
45%

$50k – 100k
26%

> $100k
29%

Education    

High School or less
13%

Associate’s 
Degree 

35%

Bachelor’s or 
Graduate Degree

52%

Glynos et al., Journal of Psychoactive 
Drugs, 2022

Demographics and Symptom Changes
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No
37%

Yes
63%

Are you aware of substance testing 
kits or services?

(n = 1,435)
How often do you test 

substances before 
consuming?

(n = 899)

Never
43%

Rarely
16%

Sometimes
13%

Very often
14%

Always
14%

Primary Care Provider 
and Substance Testing

Yes
16%

No
73%

No 
provider

11%

Have you ever discussed psychedelics with 
your primary healthcare provider?

(n = 1,435)

Glynos et al., Journal of Psychoactive 
Drugs, 2022

Why haven't you discussed psychedelics with your 
primary healthcare provider? (Participants could select 
all that apply)

N = 1040

Stigma 56.3%
I prefer to keep my psychedelic use private 40.9%
Legal concerns 37.5%
To avoid contradicting my healthcare provider's advice 10.6%
I do not trust my primary healthcare provider 11.5%
My primary healthcare provider is not adequately 
knowledgeable about psychedelics

38.1%

I do not believe my primary healthcare provider would 
be able to integrate psychedelic use into my treatment

43.0%

Other 9.6%
How would you rate your primary healthcare provider's 
knowledge of psychedelics?
Poor 20.5%
Fair 5.6%
Good 2.9%
Very good 2.1%
Excellent 0.5%
I Don't know 68.3%
Missing 0.2%
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Slide 38 Not important
2%

A little 
important

13%

Moderately 
important

14%

Important
24%

Very 
important

47%

How important was the presence of 
the healthcare professional to the 

success of your psychedelic 
experience?

(n = 63)How do you most frequently use psychedelics?
(n = 1,435)

Not at all likely
5% Slightly likely

5%

Somewhat 
likely…

Very likely
17%Extremely 

likely
62%

How likely is it that you would use 
psychedelics under the guidance of a 

trained therapist or healthcare 
professional if this were legal and 

available?
(n = 1,435)

Glynos et al., Journal of Psychoactive 
Drugs, 2022

Therapeutic 
Support
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• Increasing availability

• Minimal integration into clinical care

• How to bridge this gap? 

Summary
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Outline

• Cannabis and chronic pain

• Parallels between cannabis and psychedelic landscape

• Psychedelics for chronic pain 
• Mechanisms related to pain

• Literature on psychedelics and chronic pain

• Psilocybin-assisted therapy for FM
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Nociceptive Neuropathic Nociplastic
Cause Inflammation or 

damage
Nerve damage or entrapment CNS or systemic problem

Clinical features Pain is well localized, 
consistent effect of 
activity on pain

Follows distribution of 
peripheral nerves (i.e. 
dermatome or stocking/glove), 
episodic, lancinating, numbness, 
tingling

Pain is widespread and accompanied 
by fatigue, sleep, memory and/or 
mood difficulties as well as history of 
previous pain elsewhere in body

Screening tools PainDETECT Body map or FM Survey

Treatment NSAIDs, injections, 
surgery, ? opioids

Local treatments aimed at nerve 
(surgery, injections, topical) or 
CNS-acting drugs

CNS-acting drugs, non-
pharmacological therapies 

Classic examples Osteoarthritis
Autoimmune disorders
Cancer pain

Diabetic painful neuropathy
Post-herpetic neuralgia
Sciatica, carpal tunnel             
syndrome 

Fibromyalgia
Functional GI disorders
Temporomandibular disorder
Tension headache
Interstitial cystitis, bladder pain 
syndrome

Mechanistic Characterization of Pain
Variable degrees of any mechanism can contribute to any disease 
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Slide 42 Psychedelic mechanisms relevant to pain
5-HT2a agonism

Direct analgesic activity? 

Changing brain network dynamics

Subjective effects (e.g., mystical experience)

→Leading to behavior change

42

Figure from: Petri, Giovanni, et al. Journal of The Royal Society 
Interface 11.101 (2014): 20140873.

Castellanos, Joel P., et al. Regional Anesthesia & Pain Medicine 45.7 (2020): 486-494.  
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Case reports and survey

• Cluster headache: Shortened attacks, and use 
during cluster period resulted in partial or 
complete cessation of attacks.1,2

• Phantom limb pain: 5/7 people with phantom 
limb pain who received LSD reported improved 
pain and decreased analgesic use3

• Decreased pain among people with high pain 
in a secondary analysis of MDMA-assisted 
therapy for PTSD

46

1. Sewell, R Andrew et al. 2006. Neurology 66 (12): 1920–1922. 
2. Schindler, Emmanuelle A. D. et al. 2015. Journal of 
Psychoactive Drugs 47 (5): 372–381. 3. Fanciullacci, M. et al. 
1977. Headache: The Journal of Head and Face Pain 17 (3). 4. 
Christie, Devon et al. 2022 Frontiers in Psychiatry. 13:939302.  
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C lin ic a l N o te

Microdosing psilocybin for chronic pain: a
case series
Matthew Lyes*, Kevin H. Yang, Joel Castellanos, Timothy Furnish

A b s t r a c t

Psychedelic serotonergic agonists such as psilocybin have recently been shown to produce sustained benefit in refractory

depression, end of life anxiety, and addiction when administered in hallucinogenic doses and coupled with psychotherapy. Although

it has been suggested that similar high-dose protocols may help chronic pain conditions, there are few published clinical trials of

psychedelics for pain. The use of these agents in subpsychedelic doses for chronic pain management has received even less

attention. This case series details the experiences of 3 individuals who have used low-dose psilocybin to manage chronic

neuropathic pain. Although the nature and etiology of eachpatient’s pain vary, they share a common experience, including inefficacy

of current therapeutics and decreased quality of life. Through self-administration of psilocybin, these patients have achieved robust

pain relief with decreased reliance on traditional analgesic medications. Despite varying preparations and uncertain potencies, the

analgesic effects for all 3 patients occurred at doses without a psychedelic experience and with minimal cognitive or somatic adverse

effects. Furthermore, the efficacy of pain relief and, in some cases, the duration of the effect were magnified when coupled with

functional exercise. In addition, in 1 case, repeated dosing seemed to produce increased relief, suggesting a possible long-term

plasticity-mediated effect. These commonalities highlight psilocybin’s therapeutic potential in the treatment of chronic pain that

warrants further investigation.

K e y w o r d s : Psilocybin, Microdosing, Neuropathic pain, Chronic pain

1. Introduct ion

Recent years have witnessed heightened interest in the medical

application of psychedelic substances, particularly 5-HT2A

agonists such as psilocybin, lysergic acid diethylamide (LSD),

and methylenedioxymethamphetamine, for the management of

treatment-resistant psychiatric conditions including depression,

addiction, and posttraumatic stress disorder.2,6,11,13,14,16 In

addition to mood and behavioral disorders, there is a growing

body of evidence that psychedelic serotonergic agonists possess

analgesic properties. Clinical trials dating back to the 1960s

demonstrated pain-relieving effects of these agents in terminally ill

patients when administered in full psychotropic doses.15,17 More

recently, limited preliminary data suggest 5-HT2A agonists maybe

efficacious in treating pain associated with migraines, cluster

headaches and phantom-limb pain.1,9,19,21–23

Although the analgesic properties of these agents have a

documented history, their clinical utility may be limited by the

profound cognitive and perceptual alterations associated with

doses that produce a psychedelic experience. More recently, a

randomized controlled trial investigated analgesic effects of LSD at

subhallucinogenic (microdosed) quantities and found that low-

dose LSD attenuates acute pain response in healthy volunteers.20

Although there have been some survey reports of patients

microdosing psychedelics for pain,3,10,12 currently no studies to

date further characterize an individual’s experience including dose,

frequency, and subjective effects, including perceived benefit.

This case series focuses on psilocybin’s potential in chronic

pain management when microdosed and provides anecdotal

evidence from 3 patients who have successfully managed

chronic pain syndromes through self-administration of psilocybin

(Table 1). Given the shortcomings of long-term opioid therapy in

the management of chronic pain, including untoward side effects

and dependency, as well as the limited efficacy of nonopioid

agents,5,25 it is worthwhile exploring the potential clinical utility of

psychedelics as an alternative analgesic.

This case series aims to characterize the onset and duration of

therapeutic effects when psilocybin is microdosed. Perceived

benefit and off-target effects in acute and repeated dosing will be

explored as well as psilocybin’s role as an adjunctive agent in

both facilitating physical therapy and reducing opioid depen-

dence. Gaining a more complete understanding of the analgesic

properties of psychotropic 5-HT2A agonists such as psilocybin

and the ways in which patients are successfully using them for

pain management may establish a basis for the future design of

randomized controlled trials.

2. Methods

Clinical and qualitative data were retrieved by the authors through

online video-based interviews with research subjects. These

research subjects directly contacted University of California San

Diego (UCSD) Pain Medicine faculty through email or other social

Sponsorships or competing interests that may be relevant to content are disclosed

at the end of this article.

Division of Pain Medicine, Department of Anesthesiology, University of California,

San Diego, La Jolla, CA, United States

*Corresponding author. Address: Division of Pain Medicine, Department of

Anesthesiology, University of California, San Diego, 9400 Campus Point Dr, La Jolla,

CA 92037, United States. Tel.: 1 1 858 249-3800.E-mail address: mlyes@health.

ucsd.edu (M. Lyes).
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• 67.9% (microdoses) to 72.4% (macrodoses) 
reported reduction in pain
• 5-3.14.1% reported increased pain

• Compared with microdosing, macrodosing
associated with greater reductions in pain 
intensity and greater acceptance of pain
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Survey with National Fibromyalgia Association

Glynos N. et al, 2022, Journal of Psychoactive Drugs  
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Slide 51 Never Used (n = 

248)

Have Used (n = 

106)
t or X2 p

Sex (Female) 94.8% 89.6% 3.1 0.08

Age: Mean (S.D.) 54.5 (12.9) 53.7 (12.2) 0.5 0.59

Income 5.7 0.06

Under $50,000 41.5% 53.8%

$50,001 - 99,999 32.3% 27.4%

$100,000 + 25.0% 16.0%

Missing 1.2% 2.8%

Education 1.0 0.81

High School Diploma, GED, or less 10.9% 14.2%

Associate's Degree or some college 44.0% 42.5%

Bachelor's Degree (BA, BS, AB, BBA) 26.6% 27.4%

Master's, Professional or Doctoral degree 18.5% 16.0%

Relationship Status 9.5 0.05

Married and living with spouse 59.7% 44.3%

Living with partner 8.1% 15.1%

Divorced or separated 16.1% 22.6%

Widowed 5.6% 8.5%

Single, never married 10.5% 9.4%

FM Score: Mean (SD) 19.85 (5.75) 19.65 (5.62) 0.3 0.76

BPI Severity: Mean (SD) 6.14 (1.36) 5.98 (1.40) 1.1 0.29

BPI Interference: Mean (SD) 7.02 (1.83) 7.25 (1.63) -1.1 0.27
51  
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Overall  (n = 36)

Used with intention to treat pain 
(n = 12)

Used for other reasons (n = 
24)

Made pain worse No change in pain Made pain better

Self-reported changes in pain associated with psychedelic use

Figure 1. Only 34% (n=36) of the study population reported having chronic pain when they took psychedelics. 
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Sex, 
Age

Duration of 
pain 
(years)

Substance 
Used

Please provide any additional information about why you believe the use of 
psychedelics improved or did not improve your chronic pain condition(s).

Participants who reported chronic pain symptom improvement following psychedelic use
F, 53 10-20 LSD “I was physically able to move around more and without pain”
F, 55 >30 LSD “I experienced a profound feeling of being pain free and as if the 'weight' of 

my illness had been literally lifted. Did not realize the physical heavy feeling my 
body exists in every day. Felt actually lighter on my feet.”

F, 22 1-3 LSD “At half of a tab, I felt absolutely no pain for about 8 hours, and was no longer 
mentally weighed down by my pain …  I have previously been prescribed 
NSAIDS and muscle relaxers which either helped slightly or made my pain 
worse in certain areas and better in others. LSD has been the only thing I have 
found that has covered everything from my entire body to my mental state.”

F, 55 20-30 Ayahuasca “It decreased my pain level significantly for about a year and allowed me to 
stop taking medication for pain. My pain has increased in the past few months, 
but it is still less than before the experience.”

Participants who did not report chronic pain symptom improvement following psychedelic use
F, 23 3-5 LSD “I took a walk and all the pain still was in my body, I still had IBS cramps, I still 

needed to rest mid-trip in pain like I do everyday. I don’t know, it helps me 
enjoy and have thoughts but it doesn’t touch the pain”

M, 63 >30 Ketamine “Although I found great insight, and it is a break from the pain, I feel my body 
is in bad shape. I believe that psychedelics can be helpful for moderate pain, I 
don't think that it is helpful for severe pain.”

F, 47 >30 LSD “Likely not a strong enough dosage taken”
F, 56 >30 LSD “I did not have a good experience. I had a bad trip.”  
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This Photo by Unknown Author is licensed under CC BY-SA

Clinical trial of 
psilocybin 

assisted-
therapy for 

fibromyalgia

• Build rapport with participant

• Explain what will occur during the psychedelic 
experience

• Educate about condition-specific concepts

Preparation 

• Session 1 is lower dose (acclimation)

• Session 2 is higher dose

Administration

• Sessions after dosing to help develop plan for behavior 
change

• Making meaning of the experience

Integration

54  
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Primary and 
secondary 
outcomes

56

Primary: Safety

• AEs

• Blood pressure and heart rate

Secondary: Preliminary efficacy

• Aggregate average worst pain from baseline (7 
days prior to initiation of preparation therapy) 
to end of therapy

• Pain Interference

• Pain Acceptance

• Sleep disturbance

• Patient Global Impression of Change
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Practical tips for working with people using 
psychedelics for pain
• If possible, test substance for 

contaminants and purity
• Vendors sell reagent test kits (e.g., DanceSafe) 

for synthetic psychedelics and fentanyl

• Be cognizant of mindset and setting going 
into the experience

• Have a trusted contact person or person to 
be with during and after the experience

• Special considerations: 
• Pregnancy, psychotic disorders, heart 

arrythmias
• Current use of psychiatric medications (e.g., 

antidepressants, monoamine oxidase 
inhibitors), which may blunt effects

57  
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This Photo by Unknown Author is licensed under CC BY-ND

https://www.inverse.com/mind-body/grossbard-bourzat-psychedelic-assisted-therapy-abuse

Closing thoughts
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Final words

• “…every time a medicine is prescribed an n=1 experiment is being 
conducted. In some patients the experiment works and in others it 
fails...”

• Cannabis and psychedelics are no different! 

59

Nutt D, Bazire S, Phillips LD, et al So near yet so far: why won’t the UK prescribe medical cannabis?
BMJ Open 2020;10:e038687. doi: 10.1136/bmjopen-2020-038687
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Thank you for your kind attention

Questions? 
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