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KETAMINE BRIEF INTRODUCTION

* NMDA receptor antagonist, FDA approved 1970

* Approved: dissociative anesthetic
—Minimal respiratory depression at anesthetic doses

e Off-label:

—Sedation for brief procedures, intubation, ICU ventilation
—Agitation

—Status epilepticus

—Acute and chronic pain

—Treatment-resistant depression

P uw PACC
©2024 University of Washington



CINDY’S EXPERIENCE

* Ketamine (sub-dissociative dose, oral and sublingual)
—12 years, 600+ patients: chronic pain and depression
—RCT of ketamine for chronic pain in 32 subjects
—3 peer-reviewed publications (ketamine)

* Buprenorphine
—12 years, 1000+ patients

—Co-founder and first Medical Director of the Olympia Bupe Clinic
(2019-2021)

—3 peer-reviewed publications (buprenorphine)
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KETAMINE-ASSISTED BUPRENORPHINE INITIATION
(KABI)

Buprenorphine 0.25-16 mg/day

Buprenorphine (8-32 mg/day)

Ketamine 4—16 mg PRN
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1 mg/kg IV 0.5 mg/kg IV 16 mg SL

25% Bioavailable, 80 kg person
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MECHANISMS OF ACTION G

* Blocking the NMDAr rapidly reverses central nervous system
adaptations mediating opioid dependence and tolerance

* Ketamine rapidly increases both the concentration and
efficacy of endogenous opioids, thereby potentially
functioning as a proxy opioid agonist
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Grande et al Addiction Scence & Ciinical Practice  (2024) 19:60 Addiction Science & Clinical
httpss//doi.org 1001 186451 3722-024-00494-2 F‘ra.[tice

Ketamine-assisted buprenorphine initiation: =
a pilot case series

Lucinda A. Grande'#*, Tom Hutch®® Keira Jack?, Wendy Mironov?, Jessica lwuoha?®, Martin Muy-Rivera®, Jacob Grillo®,
Stephen A Martin® and Andrew Herring®

Published August 29, 2024
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KABI PROJECT - LOGISTICS

* We Care Daily Clinics: intake, prescribed bupe & comfort meds

 WCDC referred patients to Cindy for KABI

* Cindy prescribed ketamine and clonazepam

* Daily monitoring by Cindy & WCDC team, telemed & in-person

* Ketamine dispensed by local compounding pharmacies
—S$20-25 for each patient

e Support and follow-up care with WCDC team or Cindy
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KEY DISCOVERIES

3 ways ketamine is useful during buprenorphine initiation:
—To treat fentanyl withdrawal

—To prevent BPOW (as premedication before bupe)

—As treatment if BPOW occurs

16 mg SL works! (most of the time)

Anxiety is not addressed by ketamine. Benzo is needed.

Daily patient contact is essential
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LEARNING PROCESS

eLesson 1: Prophylactic pre-medication
eLesson 2: Short induction duration
el esson 3: Discontinue fentanyl, use ketamine for fentanyl withdrawal
eLesson 4: Use a benzodiazepine to prevent panic attacks
eClonazepam 1 mg daily x 4
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OUTCOMES 5/2022 -7/2023

e 37 Patients: (22 F, 15 M), Ages 19-62, 2 methadone
* 24 patients tried ketamine and reported back
* 16 patients completed initiation
—43% of the 37 patients prescribed ketamine
—67% of the 24 who actually tried ketamine

—75% of the last 16 patients
*30-day retention among the last 16 patients: 92%
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Earlier
12

Later
25

Eeferral K Trosches BFOW Bupe 30 day
o Age  Sex  soumrce Rx date doses  orsyrup  B/BEN Imitiation style Dther meds Fentanyl Eenzo MTD  Days  severity Completed  dose retention
1 25 F oEoT 57242022 10  troche BH milro fentany €15 - - - 3 none yes ]
z I M oTP &7 2022 4 troche B mire methadons LG X - - g mild sl
3 ir F oTP &fs/zo2z 4  troche BN micre fentany CLG ] - - - moderats h -
< 23 F oEoT Ef12/2022 15 troche BN Hsh s chiordisz - chiordiaz - 3 mild 15-24
5 i3 F oTP 12752022 25  troche BH milcro mathadons €15 ® - - - am.ie:-ll h -
k3 37 M oTP 12752022 4 troche BH - - - - - - - mok nisp - s
7 28 F oTP 12/15/2023 4 troche BN - - - - - - - disp red infa - na
= a F oTP 12/23/2022 4 troche BN micre methadone CLG ] . - - - - -
g 3% F oTP 1/19/2023 13  troche BN mire methadons LG X - - 1z moderate e ER-BUFP e
10 33 F oTP 17302023 4 troche BH - - - - - g none disp red info - s
11 43 F oTP 1/34/2033 15  troche BH milro fentany THLC, CI, G ® - - - am.ie:-ll - -
13 27 F oTP 8 troche BN ofcfent, traditional CLGLD +- - - 4 mild yes p S
14 4% F oTP 3/3/2023 22 troche B milro fentany €1,5,H,0,0 ® clonaz - 35 am.ie:-ll yes - ] yes
i3 I M oTP 372023 & troche BN - - - - - - - disp ra infa - -
16 27 M oTP 3122023 &  troche BN fcr=ne, niEr dose C1L,E - - - 3 sEyans yes E yes:
17 34 F oTP 3302023 2 troche BN miicro methadoms CLE - - x E moderats [ %]
18 35 F oTP 4/25/2023 24  troche BN micro fentany €150,2 X clonaz - - anwety h - i
i3 27 M oTP e f2023 g  troche BH d/'c fent, traditional Alkcohol - - - 3 moderats ER-BUP
0 T M oTP 3/15/2023 4  troche B mire methadone €& X - - - severe h - i
P11 [ | oEoT 5222023 12 syrup BN d/c fent, high dos= £1,E,T - - - a4 nmety yes ER-BUP yeEI
22 43 M oTP 57302023 g  troche BH d/c fent, high dos= 1,5, alcobal - - - 4 mnEaty yes is S
i3 Iz M oTP &7 2023 4 troche BN - - - - - - mok disp - -
24 4r F ptref B/10 2023 2 syrup BH dfc fenk, micro C1,5,CT.00 - clonaz - E sayars yes ER-BUP yeS
3 o0 F outreach 6/10/2023 & syrup B - - - - - - - gisproinfo - -
] a3 F artramch B0/ 20Es B syrup E - - - - - - - d isp ma infa - -
7 44 M putraach B/10 2023 B syrup BH - - - - - - - d isp e infa - -
2B ¥ M oTP Bf14/2023 & troche BN - - - - - - - mot disp - -
i) 23 M oTP 6/29/2023 & troche B taper methacons LG - clanaz x E moderate yes g yes
20 as F pt ref 7142023 15 syrup BN dc fent, traditional - - clonaz - 3 mild yes ER-BUF yes
31 43 F oTP Fii12003 g  troche BH - - - - - - - disp ra infa - s
32 47 F ptref 7i/is/2003 15 syrup BH d/'c fent, traditional 6,00 t'n:r oit clonaz - 3 am.ie:-ll dfcfent a
33 43 M putraach 7202023 B syrup BH d/c fent, traditions €£1,5,0,C - clonaz - 3 sayars dfcfent a yes
Ee] 3F F oTP Tiasfzoes & troche BN - - - - - - - d i.ip e infa - -
39 44 M putraach 7iasf2023 B syrup BH - - - - - - - mok disp - -
38 27 M oTP 7iaz2023 g  troche BH d/c fent, traditions €15 t'n:r oit clonaz - 4 mild yes - ]
37 33 F oTP 7iaz2023 g  troche BH d/c fent, traditions €l - clonaz - 4 mild yes ] i



Procedure for a smooth 4 day initiation (Patients #30, #32, #36 and #37)

Day Premedication Ketamine + Buprenorphine Optional
Ketamine 16 mg as needed to
1and 2 clonazepam 1 mg treat fentanyl withdrawal (1-3 adjunctive medications
doses per day)
(ketamine 8-16 mg then _ _ o
3 clonazepam 1 mg buprenorphine 2 mg) every 3 adjunctive medications
hours x 4
: ketamine 8-16 m
buprenorphine 4 mg every 3 hours L. &
4 clonazepam 1 mg 4 premedication,
adjunctive medications
5, buprenorphine 8 mg, repeat as

needed up to 32 mg
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Ketamine-Assisted Rapid Start LAl Bupe

m 4 patients so far, unique circumstances

m Ketamine and clonazepam premedication and 2-3 follow-up
doses over the first 12 hours

m Ketamine also helps with the “icky” feeling of the next few
days

m Could the antidepressant effects promote retention in
treatment?
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Engeriser Alabama Protocol

m 24-hour behavioral health crisis center

m 30 patients, 12+ hours since last fentanyl, COWS 9+
m Ketamine 10 mg IM

m Wait 30 minutes

m Buprenorphine 8 mg SL

m If w/d occurs, treat with buprenorphine, ketamine,

clonidine
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Engeriser Alabama Results

COWS (mean)
m Baseline 13.7
m 30 minutes after ketamine: 5.9

m 30 minutes after buprenorphine: 4.0

m Total buprenorphine administered first 4 hours: 9.6 mg
m 1 patient had severe withdrawal requiring overnight stay
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KETAMINE-ASSISTED ONE-VISIT
LAl BUPE START - NEW PROTOCOL

i S

Lorazepam 1 mg PO +
Ketamine 10 mg IM

k | Long-acting injectable
Buprenorphine 16 mg SL buprenorphine 300 mg SQ
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Ketamine-Assisted One-Visit
LAl Bupe Start - New Protocol
(still being refined)

Lorazepam 1 mg PO
LAl bupe 300 mg SC

Ketamine 10 mg IM
Wait 30 minutes

Buprenorphine 16 mg SL
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FUTURE PLANS

* Local clinics:

—We can help you implement this treatment in your setting

cgrande@pioneerfamilypractice.com

tom.hutch@WeCareDailyClinics.com

* Formal research plans underway with Drs. Sackett & Saxon


mailto:cgrande@pioneerfamilypractice.com
mailto:tom.hutch@WeCareDailyClinics.com
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