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What has been your experience managing
chronic benzodiazepines use?

(D Start presenting to display the poll results on this slide.



OBJECTIVES

1. Review the epidemiology of benzodiazepine use disorder

2. Review the current models for management for

nenzodiazepines use disorder

3. Discuss challenges with management of benzodiazepines use
disorder

4. Discuss management of benzodiazepines use disorder through
a harm reduction lens
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“THIS HAPPENS ONCE EVERY FEW LIFETIMES...”

M is a 35 y.0 F w/ hx of newly diagnosed thyroid ca, recurrent sinus infection, MCV six
months ago presented to your clinic for detox from benzodiazepines. She started
buying alprazolam from a pharmacy in Mexico while on vacation about two years ago.
Her first purchase of 30 tablets of alprazolam 1mg lasted 6 months. More recently, she
has been traveling to Mexico every 2-3 months to purchase more tablets. She ran out
of supply 2 weeks ago and have been borrowing from her friends.

How would you classify M’s benzodiazepine use?
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SEDATIVE HYPNOTIC USE DISORDER

* Benzodiazepines, Barbiturates, Z-drugs and Carbamates
* Use, “mis-use,” Use Disorder

e Co-occurring with other Substance Use Disorders (Votaw et al, 2019)
— OUD: 20x more misuse than general population
— AUD: 3-4x more misuse than general population

- UW PACC
©2024 Universit ishington



Adults who uses benzodiazepines in the US 2015-2016

5.2 Millions

m As prescribed Not as prescribed = Use disorder

Blanco et al, 2018
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BENZODIAZEPINES OVERDOSE

(STATE UNINTENTIONAL OVERDOSE REPORTING SYSTEM)

No. of benzodiazepine overdose deaths
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“THESE CHEMICALS HIT ME LIKE WHITE WINE” (BENZO INTOXICATION)

* Focusing on the ABCs
* Supportive Care

Amnesia
e Activated charcoal not
recommended (risk of

aspiration)
Loss of
Slurred Speech i hibition
CNS
depress Delirium

Telg!
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FLUMAZENIL

* reverse the sedative effect of short acting benzodiazepines
e Associated with risk of cardiac arrythmia, seizures

— Rapid titration of flumazenil
— Co-ingestion of other substances that lower seizure threshold

— Patients with physiologic dependence

* Preliminary studies using flumazenil for withdrawal management (due to the partial
agonist property)
— Weak binding, partial agonist at benzodiazepines sites
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How would you manage M's use disorder

(D Start presenting to display the poll results on this slide.



“THE HOSPITAL IS A DRAG...”
INPATIENT VS OUTPATIENT MANAGEMENT

* Inability to complete outpatient taper
—Hx of incomplete tapers prior

—Severe Use Disorder/more compulsive habits- “...if | had
more, | would take more”

* High risk for seizures or complicated withdrawal
e Unstable comorbid medical or psychiatric conditions
e ? Other unstable substance use disorders

. ’
* Patient’s preference Peng et al, 2020
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“..WORST SLEEP | EVER HAD” (WHY IS BENZO WITHDRAWAL SO HARD TO MANAGE)
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Figure 52-1 Time course of sedative—hypnotic withdrawal. Time course
and potential withdrawal intensity as influenced by dose and duration of
drug action. HD, high dose; LD, low or therapeutic dose; SA, short
acting; LA, long acting; PW, prolonged withdrawal.
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BENZODIAZEPINES WITHDRAWAL

* Factors effecting withdrawal
— Pharmacokinetics

» Short acting — occurs <24 hours of last use, peaks 1-5 days
* Long acting — occurs <5 days, peaks 1-9 days
— Potency

* More potent, short acting — higher tolerance, more intense withdrawal

— Doses and duration
e Usual prescribed doses
* Doses > 3-5x of upper therapeutic limits
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TABLE m Sedative—Hypnotic Withdrawal Symptoms

Mild

Anxiety

Insomnia

Dizziness

Headache

Anorexia

Perceptual hyperacusis
Irritability

Agitation

Moderate

Panic

Decreased concentration
Tremor

Sweating

Palpitations
Perceptual distortions
Muscle fasciculations
Muscle aches

Gl upset

Insomnia

Elevated vital signs

Depression

ermia
Vital sign instability
Muscle fasciculations
Seizures
Delirium
Psychosis
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POST ACUTE WITHDRAWAL SYMPTOMS

 Self-limited, fluctuating day to day, persisting weeks to months after the acute
symptoms
* Symptoms
— Insomnia
— Perceptual disturbances
— Tremors
— Sensitivity to light and touch
— Tinnitus
— Anxiety
* Exclude recurrence of psychiatric condition
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ADJUNCTIVE MEDICATIONS

AEDs
-Carbamazepine
Clonidine

-Valproate
-Gabapentin
-Pregabalin

Prazosin Trazadone
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“THAT CHILD’S PLAY BACK IN SCHOOL...”

Risa4ly.o M w/ hx of hypothyroidism, panic disorder, MDD, OUD on methadone,
chronic benzodiazepine use and housing instability presented to your outpatient clinic
for management of chronic benzodiazepine use. R was started on clonazepam in his
teens for panic disorder. He was recommended a taper 3-4 years after the initial
prescription, did not tolerate the withdrawal symptoms so started purchasing
benzodiazepines on the internet for the next few years. He was incarcerated in 2014
and underwent a rapid taper which resulted in a withdrawal seizure. He resumed non-
Rx benzodiazepines after release. He reports currently using several “Xanax bars” daily.
He is on 125mg methadone daily and continues to smoke several “blue pills” a day.

- UW PACC

sity of Washington



slido

Would you start the patient on a taper?

(D Start presenting to display the poll results on this slide.
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What expectations/goals would you set
with the patient?

(D Start presenting to display the poll results on this slide.



YOU’RE READY TO TAPER...ARE YOU?

e Patient’s buy-in....

Evaluate and treat co-occurring disorders
How much time do you have?

— Aims for weeks — months, slower for higher doses
Which benzo to use?

— Stay on current benzo — lower doses, on long acting, patient driven

— Switch to long acting: clonazepam, chlordiazepoxide, diazepam — from shorter acting benzos, patients using non prescribed
benzos

Adjunctive Medications
Psychotherapy support

— CBT+ taper have the most benefit in benzodiazepine abstinence at 4 weeks and 3 months, benefits less clear at 3 and 12
months follow up

— No benefit for CBT alone
— MI modest benefit in small studies

Darker et al, 2015
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Study protocol | Open access | Published: 20 March 2013

An educational intervention to reduce the use of
potentially inappropriate medications among older
adults (EMPOWER study): protocol for a cluster
randomized trial

Philippe Martin, Robyn Tamblyn, Sara Ahmed & Cara Tannenbaum &

Trials 14, Article number: 80 (2013) | Cite this article

7602 Accesses | 32 Citations | 1 Altmetric | Metrics
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ADDICTION SSA B

Long-term effectiveness of computer-generated tailored
patient education on benzodiazepines: a randomized
controlled trial

Geeske Brecht Ten Wolde i Arie Dijkstra, Pepijn Van Empelen, Wilbert Van Den Hout,
Arie Knuistingh Neven, Frans Zitman

First published: 13 March 2008 | https://doi.org/10.1111/j.1360-0443.2008.02141.x | Citations: 37
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OUTCOME POST TAPER VARIES GREATLY

High dose use pre-taper, 25% bzd free 12 months post taper

Low dose use, 80% free-post taper at 6 months

Worse outcomes for those who used alcohol and over 10mg diazepam equivalent daily

How we ta per matters-

— Gradual dose reductions and brief interventions provided superior cessation rates at post treatment to
routine care

— Psychological treatment plus GDR were superior to GDR alone
— Abrupt substitution of benzodiazepines by other pharmacotherapy less effective than GDR alone

Voshaar et al, 2006
Vorma et al, 2003
Parr et al, 2009
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DESIGNING A TAPER PLAN

First half of taper

generally more
tolerated

Reduce by 10%
or 5mg
diazepam
equivalents per
week (or every
other week) Reducing dose generally

more well tolerated than
reducing interval

Slow down on the final 1/3
of the taper

If withdrawal symptoms
become distressing, pause
the taper to stabilize the
patient
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Pharmacology of benzodiazepines used to treat anxiety symptoms/disorders

Adult oral total Comparative Onset after Elimination
Drug daily dose . oral dose Metabolism half-life
potency (mg)7 =
(mg)* (hours) (hours)
Alprazolam 0.5to 6 0.5 1 CYP3A4 to 11 to 15
mir::irrt;alll::r active 16 (older adults)
metabolites.
Alprazclam 0.5 to 6 once daily 0.5 1 20 (hepatic
extended release impairment)
22 (cbesity)
Bromazepam°§ S to 30 7.5 1 CYP1AZ. No active 3 to 20
metabolite.
Chlordiazepoxide® 5 to 100 10 1 CYP3A4 to active 30 to 100
metabolites. Prolenged in older
adults and hepatic
impairment
Clonazepam 0.5to 4 0.25 to 0.5 0.5to 1 CYP3A4. No active 18 to 50
metabolite.
Clorazepate 15 to 60 7.5 0.5to 1 CYP3A4 to active 36 to 200
metabolite.
Diazepam 4 to 40 5 0.25 to 0.5 CYP2C19 and 3A4 50 to 100
to ad've_ Prolonged in older
metabolites. adults and renal or
hepatic impairment
Lorazepam 0.5to 6 1 0.5to 1 MNon-CYP 10 to 14
immediate release 0.5 to 4 (hypnotic) glucurenidation in
liver. No active
metabolite.
Lorazepam 1to 6 mg¥ 1 0.5to 1 Non-CYP 13 to 27
extended release glucurcnidation in
liver. No active
metabolite.
Oxazepam 30 to 120 15 to 30 1l1to2 MNon-CYP 5to 15
15 to 30 (hypnotic) glucurenidation in
liver. No active
metabolite.
F‘r’aze[:riilr‘h"§ 15 to 60 15 2to3 CYP3A4 to active 30 to 200

metabeolites.

Prolonged in older
adults

Data on drug metabolism and activity of metabolite(s) are for assessment of potential for CYP drug interactions and risk of
accumulation. Risk of accumulation is greater, and dose reduction necessary, for clder or debilitated adults and for patients with
renal or hepatic insufficiency.

* Range of usual total daily dose for treatment of adults with anxiety or panic disorder typically given in divided doses two to

four times daily.

9 Important: Data shown are approximate eqgual potencies relative to lorazepam 1 mg crally and are NOT recommendations for
initiation of therapy or for conversion between agents.

A Half-life of parent drug and pharmacclogically active metabelite, if any.

< Mot available in the United States.

§ Use only when other preferred agents are unavailable or not tolerated.

¥ To be used only when converting from immediate release lorazepam. Total daily dose is equal to the current total daily dose of
immediate release lorazepam. Dose is given once daily in the morning after discontinuing immediate dose lorazepam tablets the
night before.
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EXAMPLES OF SLOW TAPERS OVER MONTHS USING SIMPLE TAPER OR
SUBSTITUTION AND TAPER STRATEGIES

benzo.org.uk : Benzodiazepines: How They Work & How to

Withdraw, Prof C H Ashton DM, FRCP, 2002

Professor C. Heather Ashton, DM, FRCP lzomg Diazepum)
. Daily Diazepam
Morning Midday/Afternoon Evening/Night )
Equivalent
BENZODIAZEPINES Starting dosage | alprazolam 2mg alprazolam 2mg alprazolam 2mg 120mg
How They Work and How to Withdraw Stage 1 alprazolam 1.5mg
alprazolam 2mg alprazolam 2mg 120mg
: (one week) diazepam 10mg
also known as
The Ashton Manual
Stage 2 alprazolam 1mg
alprazolam 2mg alprazolam 2mg . 120mg
(one week) diazepam 20mg
Medical Research Information from a o 5 I , s I | )
Benzodiazepine Withdrawal Clinic a9e Alprazofam £.2ma alprazolam 2mg “prazeiam =ma 120mg
(one week) diazepam 10mg diazepam 20mg
Stage 4 alprazolam 1mg alprazolam 1mg
=R ) alprazolam 2mg . 120mg
. (one week) diazepam 20mg diazepam 20mg
Stage 5 alprazolam 1mg alprazolam 1mg alprazolam 1mg 10
m
(1-2 weeks) diazepam 20mg diazepam 10mg diazepam 20mg g
Stage 6 alprazolam 1mg alprazolam 1mg alprazolam 0.5mg 100
mg
A PROTOCOL FOR THE TREATMENT OF BENZODIAZEPINE WITHDRAWAL (1-2 weeks) diazepam 20mg diazepam 10mg diazepam 20mg
Stage 7 alprazolam 1mg alprazolam 1mg Stop alprazolam %
m
(1-2 weeks) diazepam 20mg diazepam 10mg diazepam 20mg g

Schedule 1 withdrawal From High Dose (6mg) Alprazolam (Xanax Daily With

Diazepam (Valium) Substitution. (6mg Alprazolam Is Approximately Equivalent To

©2024 University of Washington



https://www.benzo.org.uk/manual/

“THERE WAS NO CHANCE TRYING TO BE THE GREATEST IN THE LEAGUE”

? Phenobarbital Substitution taper

Helpful when degree of dependence is difficult to determine (non Rx use, unknown
amount, multiple substances, high doses)

Requires (at least) initial inpatient monitoring

No head to head trial for bzd vs phenobarbital

Contraindicated in hepatic impairment
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SYMPTOMS TRIGGERED FIXED DOSE

Phenobarbital 60mg PO g2H
PRN x 48H for CIWA-Ar >15

¢ Hold doses for signs of toxicity
e Monitored hourly

Total dose from previous 48H
divided by 2 to get the 24 hours
stabilizing dose

60mg g8H

X 3 doses

Reduce the 24 hours stabilizing
dose by 20-30% everyday for the

first half of the taper. Then 10%
every other other day for the
second half of the taper
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sity of Washington



KAWASAKI ET AL, 2012

e Record review of 310 patients treated w/ 3
days fixed dose phenobarbital taper for
benzodiazepines dependence between 2004-
2009

* Taper was well tolerated, % patients had at
least one dose held due to sedation

Table 4 Main outcomes

Seizures 0 (0%)
Delirium 3 (1.0%)
Falls 0 (0%)
Sedation 84 (27.1%)
Left against medical advice 53 (17.1%)
ED visits within 30 days 22 (7.1%)
Readmission with 30 days 19 (6.1%)

Note. ED = emergency department.
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“WHERE’S THE TROPHY?”

e Ris started on clonazepam 2mg TID (a previously stable dose per patient) and
levothyroxine 25mcg daily. At his 2 weeks follow up, patient reports increased
anxiety, diarrhea, Gl upset which he attributes to opioid withdrawal so have been
increasing his fentanyl use. He has not been using non-Rx benzo.

- UW PACC
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How would you manage his clonazepam
dose at this point

(D Start presenting to display the poll results on this slide.



e Patient was continued on clonazepam 2mg TID, levothyroxine lowered by 25% total
weekly dose. Unfortunately, he did not return for the next follow up.

* He was later admitted to the hospital due to opioid overdose. He was incarcerated
during the period of absence. Methadone was not continued and he was put on a
rapid diazepam taper during the incarceration. He used an unknown amount of
fentanyl on release (with the intention to overdose). He also reports use of non Rx
benzodiazepines. Methadone was restarted and patient was placed on CIWA-B with
lorazepam by the primary team
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Addiction Medicine was consulted. How
would you manage his benzodiazepines use?

(D Start presenting to display the poll results on this slide.



“WHO ARE WE TO FIGHT THE ALCHEMY?” (?BENZODIAZEPINES
MAINTENANCE THERAPY)

Weizman et a |’ 2003 Table 1. Success and failure rates of clonazepam detoxification (CDTX) and maintenance (CMT) at

. .. . . 2,4, 6,8 10and 12 months
* Open, naturalistic study on patients in methadone

maintenance treatment with benzodiazepines 2months | 4months | 6months | 8months | 10months | 12months
dependence (DSM |V criteria)

CDTX n = 33 n = 3 n = 30 n = 30 n = 29 n = 29

* N=66 Success  9(27.3%) 7(22.6%) 5 (16.7%) 5 (16.7%) 4(13.8%) 4(13.8%)

e Patients with benzodiazepines dependence were
given a choice of clonazepam detoxification

Failure 24 (72.7%) 24 (77.4%) 25(83.3%) 25(83.3%) 25 (86.2%) 25 (86.2%)

. CMT n = 33 n = 33 n = 32 n = 29 n = 28 n = 26
(CDTX) or clonazepam maintenance (CMT)
. . Success 26 (78.8%) 25 (75.8%) 24 (75%) 201(69%) 19 (65.5%) 17 (65.4%)
: BOth grOUpS Sta rted Wlth 6mg Clonazepam dally Failure 7(22.2%) 8 (24.2%) 8 (25%) 9(31%) 9 (34.5%) 9(34.6%)
CDTX group had a taper over 6 weeks. CMT group
was gradually tapered until a dose that patient
reports is effective for their symptoms, takes 4-8 Mean maintenance clonazepam dose 2.64 (SD 1.46)

weeks

* Failure = benzo use above what is prescribed by
the clinic on two consecutive days
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“HE JOKES THAT IT’S HEROIN, BUT THIS TIME WITH AN E”

Shares of samples sold as benzos positive for key

substances
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SELECTED SAFER USE STRATEGIES

* Drug Checking

—Can influence drug use behaviors (Betzlet et al,
2021)

* Avoid Using Alone
—Virtual Spotting App
* Naloxone




TOUCH DOWN...

* Benzodiazepines tapering can be a long and challenging
process. Patient engagement is important

* Cognitive Behavior Therapy has a role in long term
outcome

* No current pharmacological treatment for
benzodiazepine use disorder although some patients
may benefit from benzodiazepine maintenance therapy.

- UW PACC
©2024 University of Washington



REFERENCES

1. Blanco, C., Han, B., Jones, C. M., Johnson, K., & Compton, W. M. (2018). Prevalence and Correlates of Benzodiazepine Use, Misuse, and Use Disorders
Among Adults in the United States. The Journal of clinical psychiatry, 79(6), 18m12174. https://doi.org/10.4088/JCP.18m12174

2. Miller, S. (2018). The ASAM principles of addiction medicine. Wolters Kluwer.

3. Peng, L., Morford, K. L., & Levander, X. A. (2022). Benzodiazepines and Related Sedatives. The Medical clinics of North America, 106(1), 113—-129.
https://doi.org/10.1016/j.mcna.2021.08.012

4, Voshaar, R. C., Gorgels, W. J., Mol, A. J., van Balkom, A. J., Mulder, J., van de Lisdonk, E. H., Breteler, M. H., & Zitman, F. G. (2006). Predictors of long-
term benzodiazepine abstinence in participants of a randomized controlled benzodiazepine withdrawal program. Canadian journal of psychiatry.
Revue canadienne de psychiatrie, 51(7), 445—-452. https://doi.org/10.1177/070674370605100706

5. Vorma, H., Naukkarinen, H., Sarna, S., & Kuoppasalmi, K. (2003). Long-term outcome after benzodiazepine withdrawal treatment in subjects with
complicated dependence. Drug and alcohol dependence, 70(3), 309-314. https://doi.org/10.1016/s0376-8716(03)00014-0

6. Parr, J. M., Kavanagh, D. J., Cahill, L., Mitchell, G., & McD Young, R. (2009). Effectiveness of current treatment approaches for benzodiazepine
discontinuation: a meta-analysis. Addiction (Abingdon, England), 104(1), 13-24. https://doi.org/10.1111/j.1360-0443.2008.02364.x

7. Martin, P., Tamblyn, R., Ahmed, S. et al. An educational intervention to reduce the use of potentially inappropriate medications among older adults
(EMPOWER study): protocol for a cluster randomized trial. Trials 14, 80 (2013). https://doi.org/10.1186/1745-6215-14-80

8. Soyka, M. (2017). Treatment of benzodiazepine dependence. New England Journal of Medicine, 376(12), 1147—-
1157. https://doi.org/10.1056/nejmral611832

9. Peng L, Meeks TW, Blazes CK. Complex Persistent Benzodiazepine Dependence—When Benzodiazepine Deprescribing Goes Awry. JAMA
Psychiatry. 2022;79(7):639-640. doi:10.1001/jamapsychiatry.2022.1150

10.  Weizman, T., Gelkopf, M., Melamed, Y., Adelson, M., & Bleich, A. (2003). Treatment of benzodiazepine dependence in methadone maintenance
treatment patients: a comparison of two therapeutic modalities and the role of psychiatric comorbidity. The Australian and New Zealand journal of
psychiatry, 37(4), 458—463. https://doi.org/10.1046/j.1440-1614.2003.01211

11.  Adams, L. (04/2024). An Overview of the Management of Benzodiazepine Use Disorder [Powerpoint Slides]. Duke University School of Medicine.
http://www.eventscribe.com/2015/app/presentationslides/slideshare.asp?sfp=MTkyNzd8MjYyMjYyN3w2MijlzMDU50HwWtMQ==

12. Betzler, F., Helbig, J., Viohl, L., Ernst, F., Roediger, L., Gutwinski, S., Strohle, A., & Kohler, S. (2021). Drug Checking and Its Potential Impact on
Substance Use. European addiction research, 27(1), 25-32. https://doi.org/10.1159/000507049

13.  Swift, T. (2024). The Alchemy. The Tortured Poets Department: The Anthology [Audio file]. Retrieved from Spotify

- UW PACC

©2024 University of Washington


https://doi.org/10.4088/JCP.18m12174
https://doi.org/10.1016/j.mcna.2021.08.012
https://doi.org/10.1177/070674370605100706
https://doi.org/10.1016/s0376-8716(03)00014-0
https://doi.org/10.1111/j.1360-0443.2008.02364.x
https://doi.org/10.1046/j.1440-1614.2003.01211
http://www.eventscribe.com/2015/app/presentationslides/slideshare.asp?sfp=MTkyNzd8MjYyMjYyN3w2MjIzMDU5OHwtMQ==
https://doi.org/10.1159/000507049

