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Working with communities.

< The SAMHSA-funded Opioid Response Network (ORN)
assists states, tribes, organizations and individuals by
providing the resources and technical assistance they
need locally to address the opioid crisis and stimulant
use.

< Technical assistance is available to support the
evidence-based prevention, treatment and recovery of
opioid use disorders and stimulant use disorders.



Working with communities.

< The Opioid Response Network (ORN) provides local,
experienced consultants in prevention, treatment and
recovery to communities and organizations to help
address this opioid crisis and stimulant use.

< ORN accepts requests for education and training.

< Each state/territory has a designated team, led by a
regional Technology Transfer Specialist (TTS), who is an
expert in implementing evidence-based practices.



Contact the

Opioid Response Network

< To ask questions or submit a technical
assistance request:

* Visit www.OpioidResponseNetwork.org
* Emalil orn@aaap.org



Substance Abuse and Mental Health

Services Administration (SAMHSA)

Funding for this initiative was made possible (in part) by grant no.
1H79T1088037 from SAMHSA. The views expressed in written
conference materials or publications and by speakers and moderators
do not necessarily reflect the official policies of the Department of
Health and Human Services; nor does mention of frade names,

commercial practices, or organizations imply endorsement by the
U.S. Government.



Objectives

Discuss kratom use in the United States, including motivation for
use, formulations, dosing, and demographics.

Describe the potential benefits and risks of kratom use.

Evaluate strategies for treatment and shared decision making in
patients using kratom.

YA
¥



i~
v/
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U.S. Overdose Deaths 2021-2023
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DruGsData.ora

Erowid’s anonymous drug analysis program
Formerly called EcstasyData

aq= .

Test Results Test Result Statistics About Tests & Data About Us Contact Us FAQ

ey White Powder « 3-CMC Aug 24, 2024 Zurich, Switzerland SaferParty.ch
‘w Sold as: 3-MMC / 3- e i50-3-CMC (Tested: Jun 14, 2024) [ Direct Link ]
- Methylmethcathinone
- White Powder « 3-CMC Aug 24, 2024 Zurich, Switzerland SaferParty.ch
#‘; i Sold as: 3-MMC [ 3- * is0-3-CMGC (Tested: Jun 15, 2024) [ Direct Link ]
i Methyimethcathinone
Majora's Mask « 2C-B « 17.0mg Aug 24, 2024 Bern, Switzerland SaferParty.ch
Zelda; Triforce « Synthesis Byproduct(s) e 1.2 (Tested: Jun 19, 2024) [ Direct Link ]
Sold as: MDMA | Ecstasy
hilipp Plein « NMDMA « 24580 mg Aug 24, 2024 Basel, Switzerland SaferParty.ch

(Tested: Jun 08, 2024) [ Direct Link ]

3-Methylmethcathinone Aug 24, 2024 Lausanne, Switzerland SaferParty.ch
(Tested: Jun 06, 2024) [ Direct Link ]

Kant FR
Sold as: MDMA / Ecstasy

Sold as: MDMA / Ecstasy

Totenkopt / MyBrand
Skull
Sold as: MDMA / Ecstasy

The Punisher

Sold as: MDMA / Ecstasy

Prada Holland
Sold as: MDMA / Ecstasy

Pop Smoke
KA

Sl ac- RMNAAA | Erctacy

147 mg

176.50 mg

215.20 mg

209.90 mg

233.80 mg

261.10 mg

Aug 24, 2024
(Tested: Jun 08, 2024)

Aug 24, 2024
(Tested: Jun 08, 2024)

Aug 24, 2024
{Tested: Jun 12, 2024)

Aug 24, 2024
(Tested: Jun 07, 2024)

Aug 24, 2024
(Tested: Jun 11, 2024)

Aug 24, 2024
(Tested: Jun 12 2024,

Zurich, Switzerland

Basel, Switzerland

Bern, Switzerland

Zurich, Switzerland

Lucerne, Switzerland

Bern, Switzerland

SaferParty.ch

[ Direct Link ]

SaferParty.ch

[ Direct Link ]

SaferParty.ch

[ Direct Link ]

SaferParty.ch
[ Direct Link |

SaferParty.ch
[ Direct Link ]

SaferParty.ch
[ Direct Link 1
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CLASSIC

PLANT-BASED
HERBAL SUPPLEMENT

CONSUME RESPONSIBLY

2 FL 0z (s9mI)

7-Hydroxymitragynine
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Motivating Factors

N (%) Mean Efficacy
(SD)
8

Just to feel less crappy in general and improve quality of life. 6 (66.7) 74.2 (£21.9)
Self-treat anxiety symptoms. 9 (53.5) 69.4 (+22.9)
Address occasional feelings of sleepiness or low energy. 5 (50.4) 78.0 (x21.2)
Relieve short-term pain (acute pain management) 4 (49.6) 71.9 (x22.1)
For recreation, fun, or to relax. 3 (48.8) 72.4 (£24.6)
Boost energy, stamina and/or endurance (for work, exercise). 2 (48.1) 77.1(£21.8)
Reduce social anxiety. 60 (46.5) 75.8 (x17.4)
Self-treat depression symptoms. 4 (41.8) 66.6 (x22.7)
Self-treat long-term pain issues and symptoms (chronic pain management) 6 (35.7) 72.1 (x21.6)
Kratom is safer than other substances. 3 (33.3) 90.4 (x11.2)
To achieve a euphoric high. 9 (30.2) 70.9 (x22.3)
As a short-term substitute/replacement for opioids (prescription opioids, 2 (24.8) 66.7 (x27.1)

heroin).

Smith KE et al. AmJ Drug Alcohol Abuse. 2022; 48(6):684-94.



Kratom Alkaloids

Minor Alkaloids

Corynanthe-type
monoterpenoids



Mitragynine 7-OH-Mitragynine

338.18 mg/oz ND

— 4.6 mg/capsule ND

— 8.7 mg/gram ND




Mitragynine 7-OH-Mitragynine

58.92 mg/tab ND

0.4 mg/tab 15.27 mg/tab
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Mean Alkaloid Concentration

Alkaloid White Red Green Green | Red |p-
Maeng | Maeng Bali Maeng| Bali |value
Da Da Da
Mitragynine 1.54% 1.52% 1.44% 1.41% 1.56% 1.4% 0.362
Paynantheine 0.28% 0.3% 0.28% 0.27% 0.29% 0.27% 0.917
Speciogynine 0.22% 0.23% 0.22% 0.21% 0.22% 0.21% 0.803

Speciociliatine 0.4% 0.32%  0.35% 0.36% 0.35% 0.32% 0.762

Huisman G et al. IntJ Environ Res Public Health. 2023; 20(14):6425.



Kratom Alkaloids

Mitragynine 7-Hydroxymitragynine



Receptor Activity

Opioid (y, 9, K) Serotonin (5-HT1A/2A/2B) Adrenergic



B-Arrestin2 G-Protein " G-Protein pB-Arrestin 2



Kratom Dose

Opioid Effects

Stimulant Effects




CNS Depression Tachycardia/HTN
Nausea/Constipation Seizures
Dependence/SUD Hepatotoxicity

Withdrawal
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NDC 69547-353-02

*
NARBAN(@&alnxune HC)
NASAL SPRAY 4

Spray for known
ults and children

Important: For use in the nose only.

Do not remove Ortest the NARCAN®
until ready to use

0.1 mLintranasal spray per unit
For use in the nose only

Rx Only

Use NARCAN® Nasal

or suspected
opioid overdose ip ad

Nasal Spray

Ihis box contains two (2) 4-mg doses of naloxone HC|
10.1 mL of nasal spray,

i N
WO P ack/Mountainside Medical
8 quipment
HECK PRODUCT EXPIRATION DATE BEFORE USE,

RT GUIDE
RE FOR QUICK STA )
gp‘;(E)?(‘f gserdose Response Instructions




Kratom Metabolism

=

Mitragynine CYP 3A4, 2D6, 2C9 7-OH-mitragynine
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Tanna RS etal. Clin Pharmacol Ther. 2023; 113(6):1315-25.



Kratom Cardiotoxicity

QTc Interval Mean Serum Mitragynine

Normal (< 430 ms) 417.6 ms (n = 95) 5.9 mg/L

Prolonged (> 450 ms) 468.3 ms (n =4) 15.9 mg/L*

*p-value =0.045

Leong Bin Abdullah MFI, Singh D. Front Pharmacol. 2021; 12:723567.
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Holton Ket al. Cureus. 2024;16(10):e72129.






Breastfeeding and NAS

Any

Breastmilk

No
Breastmilk

Treatment — median days (IQR) 14 (9 - 22)

Hospitalization — median days (IQR) 19 (13 -28)

Re-admission —n (%) 7 (1.6)

17 (10 - 26)

20 (13 -31)

17 (1.3)

0.04

0.01

0.3

Favara MT et al. J Perinatol. 2019; 39(6):876-82



Salmonella Infections
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Substance Use Disorder

Lifetime Kratom Use Kratom Use to Reduce NPO Use Non-Rx Buprenorphine Use

90

Smith KE et al. Drug Alcohol Depend. 2017; 180:340-348.




Antinociception
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Vicknasingam B et al. Yale J Biol Med. 2020; 93(2):229-38.



Treating Withdrawal

Mean responses

Morphine-treated
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Harun N et al. Psychopharmacology (Berl). 2020; 237(3):855-67.



Buprenorphine Dosing

Maintenance Buprenorphine-Naloxone Opiocid Agonist

Therapy in Milligrams

20

18

=
o

Buprenorphine-Naloxone Amount Versus Amount of Kratom Used
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Weiss ST, Douglas HE. J Addict Med. 2021;15(2):167-172.



Vendor Health Information

Is it clear what sources of information were used to compile the
publication (other than the author or producer)?

1.75/5

Is it balanced and unbiased?
2.06/5

Does it refer to areas of uncertainty?
2.02/5

Does it describe the benefits of each treatment?
2.36/5

Does it describe the risks of each treatment?
2.03/5

HillK et al. Subst Abuse Treat Prev Policy. 2023; 18(1):21.



Marketing and Labeling

FDA Disclaimer

Amount of Kratom in Baottle

Wellness

Matural/Organic

Energy/Focus

Relaxed/Calm

Dose Suggestion

Ingredient List

Substance-Waming

Fast Release

L= ]

25

50
Percent

B Product Label [} Product Description

75

Perry T, Chin S. Subst Use Misuse. 2025:1-4.



Kratom Misbranding

Product ID [Mitragynine content, |7-HMG content, mg/g |7-HMG % label
claim

Brand 1-1 4.0 28.0 118%

Brand 1-2 2.7 29.0 125%

Brand 1-3 5.6 25.3 107%

Brand 2-1 2.9 93.9 105%

Brand 2-2 3.2 95.6 108%

Brand 3 2.1 22.4 121%

Brand 4 14.6 74.7 107% (front) 128%
(back)

Brand 5 2.1 29.9 109%

Brown PN et al. JAOAC Int. 2026; 109(1):124-30.



2y U.S. FOOD & DRUG

ADMINISTRATION

FDA NEWS RELEASE

FDA Takes Steps to Restrict 7-OH Opioid Products
Threatening American Consumers

Agency alerts health care professionals and consumers of 7-hydroxymitragynine risks

For Immediate Release: July 29, 2025



Kratom Regulation

B llegal
B Regulated
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Adapted from: Legislative Analysis and Public Policy Association. Kratom: Summary of State Laws. April 2025.
Available from: https://legislativeanalysis.org/wp-content/uplo - -of- e-



https://legislativeanalysis.org/wp-content/uploads/2025/07/Kratom-Summary-of-State-Laws.pdf
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Kratom Proposed Legislation

B Regulate/Schedule
B Regulate

»~

Adapted from: Legislative Analysis and Public Policy Asso
gislativeanalysis.org/wp-conte

ciation. Kratom: Summary of State Laws. April 2025.
Available from: https://legisla ana D - _of-State-
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MGM-15 TABLETS

POWERED BY HYDROTEQOLOGY

100MG

10MG_PER TABLET
NET CONTENT.“40'COUNT

| 21:nly
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NDC 50580-317-06

OC

A Loperamide Hydrochloride Tablets, 2mg
i Anti-Diarrheal

Anti-Diarrheal™ -
Caplets

Controls the symptoms
of diarrhea

Actual Size

12 Caplets*
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