{EO Timely Information March 2018 - Issue No. 3
R, | wheia OPIOIDS & BENZODIAZEPINES
South Carolina JUST DON’T MIX

An outreach service for Medicaid providers to help identify and prevent potential gaps

in evidence-based care, as well as detect fraud, abuse, overuse or inappropriate use. h tt P S: / / ms p .SC d h h S. g ov / t i p SC /

PICK UP QUICK TIPS ON...tapering opioids and/or QU|CKtiP

benzodiazepines to reduce risk of overdose

Avoid combining opioids and benzodiazepines whenever possible to reduce the risk Co-prescribing naloxone
of respiratory depression and overdose; work to taper one or both to a reduced dose or and opioids may save a life
discontinuation in patients already on both medications.

QUICK FACTS TO CONSIDER

* Almost 1in 3 opioid overdose cases involves a * Opioid withdrawal symptoms can be highly distressful but
benzodiazepine; the combination may quadruple risk of rarely medically serious; benzodiazepine withdrawal
fatality versus opioids alone. symptoms can be life-threatening.

* Tapering opioids before tapering benzodiazepines may ¢ Slow opioid tapers decrease and often eliminate withdrawal
lessen anxiety that can be associated with opioid withdrawal. symptoms; slow benzodiazepine tapers help minimize

withdrawal symptoms.

CLINICAL PEARLS

Risks for respiratory depression with opioids, in additionto | Conversations about an opioid or benzodiazepine taper can be

concurrent benzodiazepines, include: difficult. Consider:
* Use with any CNS depr essant (eg., Rx cough suppressants, o Expressing safety concerns “/ care about your safety...” “l am
OTC sleep aids, alcohol, illicit drugs) r worried...”

¢ Co-existing conditions such as older age, obesity, COPD o o .
and sleep apnea r Using Motivational Interviewing techniques to help make

decisions as equals as much as is clinically appropriate
* Opioid doses = 50 Morphine Milligram Equivalents

(MME)/day (Opioids by the Numbers [Sept 2017 Issue No. 1]) ir L{i:steni?g to Fand|’]ad<:knoBvlt;dgingfpaltient’s fears (eg,, fear
of pain, fear of withdrawal) “So you feel...”

In the office, monitor closely for sedation that could be an
important early warning sign of respiratory depression.
The Epworth Sleepiness Scale can be used to identify or track
excess sleepiness. Educate the patient, family and caregivers to o Reassuring patients you will not abandon them “//l stick by
report excess sleepiness, nodding off during conversations, and r

frequent dozing or napping during the day.

i’ Sharing that many patients improve and do better at
reduced dose or discontinuation, even if briefly worse at first

you...

FIND FREQUENCY OF OPIOID + BENZODIAZEPINE* COMBINATIONS IN SCRIPTS

SCRIPTS (DHEC) PRESCRIBER REPORTS, updated and emailed quarterly, include a barometer on the prevalence of selected high risk medication
combinations for each individual prescriber’s patients. To view these reports in SCRIPTS, click MENU then PRESCRIBER REPORT [under Rx Search].

DANGEROUS COMBINATION THERAPY

COMBO PRESCRIPTIONS FOR OPIOID + BENZO IN SAME MONTH COMBO PRESCRIPTIONS FOR OPIOID + BENZO + CARISPORODOL IN SAME MONTH
BYYOU BY YOU + OTHER PRESCRIBERS BYYOU BY YOU + OTHER PRESCRIBERS

*Includes benzodiazepines AND any other anxiolytic/sedative/hypnotic medications (barbiturate and non-barbiturate [e.g.,z-drugs such as zolpidem])
Disclaimer: All SCRIPTS reports are based on data submissions from the dispenser. Contact DHEC at 803-896-0688 if not receiving your quarterly report.



https://msp.scdhhs.gov/tipsc/sites/default/files/tipsc_mailer_Sept%202017_hot_links.pdf

OPIOID TAPERING CONSIDERATIONS

When it is decided to initiate an opioid taper to a reduced dose or .
discontinuation, individualize the plan, evaluate the patient frequently (at least (308 Substance Abuse Treatment Services Locator:
before each dose change), and engage the patient throughout the process. & https://www.findtreatment.samhsa.gov

Prior to initiating the taper, screen for opioid use disorder (OUD)
(e.g., decline in functioning, difficulty controlling use [Rx or illicit], continued
use despite negative consequences); and be alert to signs of mental

EI#4E SCMedication Assisted Treatment Practice Support:
health concerns (e.g., anxiety, depression) or OUD that may unmask %

http://www.scmataccess.com

later during the taper. Refer to or coordinate care with specialists and © Phone: 845792.5550 )
medication assisted treatment (MAT) providers if needed.
Many people who taper Non-opioid pain medications (e.g., Speed of taper, In general, the longer the
opioids to reduced dose NSAIDS and acetaminophen) and non- ranging from days duration of opioid therapy,
or discontinuation have meds (e.g., physical therapy, cognitive to weeks to weeks to the slower the taper.
improved function behavioral therapy, meditation) can be months (and even A more rapid taper may be
without increase in pain used to manage withdrawal pain. It is years), depends on appropriate for patients on
and may have less pain also good to haYe a Plan in place to manage level of concern, low dose opioids for less than
(even though may have otsherff)otentlal W;;:drawél symptoms. duration of use and one month or patients with
transitory increase at first). (See: ttng:;;c;;draigzzﬁzgme page/ current dose. apparent harm/risk.

BIEXE Offering naloxone as a rescue to patients at risk for opioid overdose includes those on a taper. For more information
s On co-prescribing naloxone visit: http://prescribetoprevent.org/

“SLOWER” TAPERS FROM SELECTED GUIDELINES FOR PATIENTS ON CHRONIC OPIOID THERAPY

Percent reductions below are based on the original dose before starting the taper, NOT the previous dose (e.g., if the initial decrease is 15 mg, you
decrease by 15 mg every time if using same percent reduction)

SLOWER TAPER RECOMMENDATIONS

GUIDELINE (until discontinue or at dose reduction goal)
VA/DoD Clinical Practice Guideline for *5-20% reduction every 4 weeks' (see taper example below)
Opioid Therapy for Chronic Pain - 2017 * Pauses in taper as needed
Canadian Guideline for Use of Opioids *5-10% reduction every 2 - 4 weeks
for Chronic Non-Cancer Pain - 2017 * Frequent follow-up
CDC Guidelines for Prescribing *10% reduction every month?, especially if long term use
Opioids in Chronic Pain - 2016 * Pauses in taper as needed

5-20% reduction every week if faster taper is needed. 2SC State Boards of Dentistry, Medical Examiners, Nursing and Pharmacy - 2017 align with CDC Guidelines. 210% every
week is a ‘reasonable’ starting place to minimize withdrawal symptoms.

OPIOID TAPER EXAMPLE

Morphine ER 90 mg (60 mg + 30 mg) q8h = 270 MME/day

16% monthly reduction of original 270 mg total daily dose There is an increased risk of overdose if patient resumes
a previous dose (using prescription or illicit drugs); patient

Month 1 75 60 15 ER q8h

o mg (60mg + 15mg) ERq tolerance (including respiratory depression) to previous opioid
Month 2 60 mg ER q8h dose is lost after 1 - 2 weeks on a reduced dose or abstinence.
Month3 45mgER q8h
Month 4 30mgER q8h Tapers may be slowed or paused according to patient’s response, but not reversed
Month 5 30 mg ER q8h
Month 6 15mg ER q8h
Month7 15 mg ER q12h % Once the smallest dose is reached, the interval between doses can be extended
Month 8 15 mg ER ghs, then stop |

Example adapted with permission from VA PBM Academic Detailing Service.
Opioid Taper Decision Tool. 2016 Oct. IB 10-939; P96820.


http://prescribetoprevent.org/
http://www.llr.state.sc.us/pol/Medical/pdf/FINAL%20Joint%20Revised%20Pain%20Management%20Guidelines%20August%202017.pdf


https://www.pbm.va.gov/AcademicDetailingService/Documents/Pain_Opioid_Taper_Tool_IB_10_939_P96820.pdf
https://www.pbm.va.gov/AcademicDetailingService/Documents/Pain_Opioid_Taper_Tool_IB_10_939_P96820.pdf
https://msp.scdhhs.gov/tipsc/site-page/opioidwithdrawalsxmeds
https://msp.scdhhs.gov/tipsc/site-page/opioidwithdrawalsxmeds
https://www.healthquality.va.gov/guidelines/Pain/cot/VADoDOTCPG022717.pdf
https://www.healthquality.va.gov/guidelines/Pain/cot/VADoDOTCPG022717.pdf
http://nationalpaincentre.mcmaster.ca/documents/Opioid%20GL%20for%20CMAJ_01may2017.pdf
http://nationalpaincentre.mcmaster.ca/documents/Opioid%20GL%20for%20CMAJ_01may2017.pdf
http://dx.doi.org/10.15585/mmwr.rr6501e1
http://dx.doi.org/10.15585/mmwr.rr6501e1

BENZODIAZEPINE TAPERING CONSIDERATIONS

A single written communication to the patient discussing risks of long term use and benefits of tapering can promote
successful discontinuation. There are few indications for benzodiazepine use beyond 4 to 6 weeks; longer use results in loss of

effectiveness for short term indications and development of dependency. Guidelines generally agree:

* People who taper to reduced dose or discontinuation frequently do better - less daytime fatigue, fewer falls, improved brain
performance, alertness and reflexes - especially as patients age

* Gradual tapers over 2 - 6 months (maybe longer) are more likely to be successful

* Anticipate rebound insomnia and anxiety: consider cognitive behavioral therapy and offer sleep hygiene advice (even if the
benzodiazepine is not used to treat insomnia). See: https://msp.scdhhs.gov/tipsc/site-page/healthysleeppatienthandout

BENZODIAZEPINE TAPERS FROM SELECTED GUIDELINES/RESOURCES
RESOURCE ‘ SELECTED RECOMMENDATION

* 10-25% reduction every 1- 2 weeks', individualizing subsequent reductions based on response to initial reduction
National Center for PTSD Guidance - 2013

S e . N
(see taper example below) Consider stabilizing at 50% dose before proceeding with taper

* Consider switching to long acting benzodiazepine

* 10% reduction every 1- 2 weeks | * Reduce dose by no more than 5 mg diazepam equivalent per week until
College of Physicians & Surgeons of Alberta until the dose is at 20% of the QR dose is below 20 mg diazepam equivalent, then consider 1 -2 mg diazepam
Clinical Toolkit - 2016 original dose, then 5% reduction equivalent reduction per week

every 2 - 4 weeks * Adjust rate of taper according to symptoms

Deprescribing.org Algorithm - 2016? * ~25% reduction every 2 weeks, then, if possible, 12.5% reduction near end and|or planned drug-free days

"For once daily bedtime dosing, 25% reduction every week. 2 Full guideline to be published June 2018.

BENZODIAZEPINE TAPER EXAMPLE

LORAZEPAM 4 MG BID
“ ™~ Switch to longer acting benzodiazepine

No Switch (i.e., same benzodiazepine)

Lorazepam' 4 mg BID (divide total mg/day dose) Convert to 40 mg Diazepam'? Daily (divide total mg/day dose)

Week 1 7 mg/day Week 1 35 mg/day

Week 2 6 mg/day (25% of initial dose) Week 2° 30 mg/day (25% of initial dose)

Week 3 5 mg/day Week 3 25 mg/day

Week 4 4 mg/day (50% of initial dose) Week 4 20 mg/day (50% of initial dose)

Weeks 5-8 4 mg/day (hold dose then reduce by 25% of current dose Weeks 5-8 20 mg/day (hold dose then reduce by 25% of current dose

every 2 weeks) every 2 weeks)

Weeks 9-10 3 mg/day Weeks 9-10 15 mg/day

Weeks 11-12 2 mg/day Weeks 11-12 10 mg/day

Weeks 13-14 1mg/day Weeks 13-14 5 mg/day

Week 15 Discontinue Week 15 Discontinue

' Available as 2 mg (scored), 1 mg (scored), 0.5 mq tablets. 2Reduce dose by " Available as 10 mg (scored), 5 mg (scored), 2 mg (scored) tablets. 2 Diazepam can

10-25% every 4 weeks for a longer taper (e.g., 6 months). cause prolonged sedation in elderly and those with liver impairment. ®Reduce dose by

10-25% every 4 weeks for a longer taper (e.g., 6 months).
NO SWITCH VS SWITCH Benzodiazepine Equivalency Table
L . . . . Generic Brand Elimination | Dosage | Approximate
SW|tch|r.19 Fro.m a short or intermediate acting to a |ong. acting Example E - Equivalent Dose®
benzodiazepine has not been shown to be more effective or to
. . Alprazolam® Xanax® 12-15 hours | Tab 1mg

reduce the severity of withdrawal symptoms.
Chlordiazepoxide Librium® >100 hours | Cap 25mg

Consider switchin.g toa longer acting or different benzod!azepine Clonazepam Klonopin® | 20-50 hours | Tab 1mg

if current benzodiazepine does not allow for dose reduction 5 Vi A -

(e.g., capsules, tablets difficult to halve or quarter). azepam etum >100 hours | Ta 10 mg
Lorazepam Ativan® 10-20 hours | Tab 2mg

A more gxtensive |i'st of be.nzodi'azepines with a range of Temazapem Restoril® 10.20 houre | Tab smg

dose equivalency estimates (since different sources do not : . : :

| f . lable at: htt // dhh May include active metabolites. ? These are estimates and vary among resources.
always agree) or conversion Is avallable at: htips://msp.scanns. *High dose alprazolam may not have complete cross-tolerance.
gov//tipsc/site-page/benzoequivtable Example adapted with permission from VA PBM Academic Detailing Service.

Re-evaluating the use of benzodiazepines: a focus on high-risk populations. 2016 Aug.
IB 10-928; P96810.


https://msp.scdhhs.gov//tipsc/site-page/benzoequivtable
https://msp.scdhhs.gov//tipsc/site-page/benzoequivtable
https://www.pbm.va.gov/PBM/AcademicDetailingService/Documents/Academic_Detailing_Educational_Material_Catalog/22_Benzodiazepine_Provider_AD_Educational_Guide_IB_10_928.pdf
https://www.pbm.va.gov/PBM/AcademicDetailingService/Documents/Academic_Detailing_Educational_Material_Catalog/22_Benzodiazepine_Provider_AD_Educational_Guide_IB_10_928.pdf
https://www.pbm.va.gov/PBM/AcademicDetailingService/Documents/Academic_Detailing_Educational_Material_Catalog/22_Benzodiazepine_Provider_AD_Educational_Guide_IB_10_928.pdf
https://msp.scdhhs.gov/tipsc/site-page/healthysleeppatienthandout
https://www.va.gov/PAINMANAGEMENT/docs/OSI_6_Toolkit_Taper_Benzodiazepines_Clinicians.pdf
https://www.va.gov/PAINMANAGEMENT/docs/OSI_6_Toolkit_Taper_Benzodiazepines_Clinicians.pdf
http://www.cpsa.ca/wp-content/uploads/2017/06/Benzodiazepine-Clinical-Toolkit-Use-and-Taper.pdf
http://www.cpsa.ca/wp-content/uploads/2017/06/Benzodiazepine-Clinical-Toolkit-Use-and-Taper.pdf
http://www.open-pharmacy-research.ca/evidence-based-deprescribing-algorithm-for-benzodiazepines/

REFERENCE LIST

Benzodiazepine & Z-drug (BZRA) deprescribing algorithm [Internet]. Montreal (QB): Bruyére Research Institute, deprescriping.org; 2016 Mar [cited 2018 Mar 21].
Available from: http://www.open-pharmacy-research.ca/evidence-based-deprescribing-algorithm-for-benzodiazepines/

Benzodiazepines and Opioids [Internet]. Bethesda (MA): National Institute on Drug Abuse; 2017 [cited 2017 Dec 6]. Available from: https://www.drugabuse.gov/drugs-abuse/opioids/benzodiazepines-opioids
Berna C, Kulich RJ, Rathmell JP. Tapering long-term opioid therapy in chronic noncancer pain: Evidence and recommendations for everyday practice. May Clin Proc. 2015;90(6):828-842.

Busse JW, editor. The 2017 Canadian guideline for opioids for chronic non-cancer pain [Internet]. Hamilton (ON): McMaster University; 2017 [cited 2018 Mar 21].
Available from: http://nationalpaincentre.mcmaster.ca/documents/Opioid%20GL %20for%20 CMAJ_01may2017.pdf

Centers for Disease Control and Prevention (CDC). Pocket Guide: tapering opioids for chronic pain. [cited 2017 Dec 6]. Available from: https://www.cdc.gov/drugoverdose/pdf/clinical_pocket_guide_
tapering-a.pdf

Centers for Disease Control and Prevention (CDC). Pharmacists: on the front lines. [cited 2017 Mar 6]. Available from: https://www.cdc.gov/drugoverdose/pdf/ Pharmacists_Brochure-a.pdf

College of Physicians & Surgeons of Alberta (CPSA). Clinical Toolkit. Benzodiazepines: use and taper [Internet]. Hamilton (ON): McMaster University; 2016 Mar [cited 2018 Mar 21].
Available from: http://www.cpsa.ca/wp-content/uploads/2017/06/Benzodiazepine-Clinical-Toolkit-Use-and-Taper.pdf

Cupp M. PL Detail-Document, Appropriate Opioid Use. Pharmacist’s Letter/Prescriber’s Letter. 2016 May [cited 2018 Mar 6].
Cupp M. PL Detail-Document, Benzodiazepine Toolbox. Pharmacist's Letter/Prescriber’s Letter. 2014 Aug [cited 2018 Mar 6].

Dowell D, Haegerich TM, Chou R. CDC Guideline for Prescribing Opioids for Chronic Pain — United States, 2016. MMWR Recomm Rep 2016;65(No. RR-1):1-49. DOI:
http://dx.doi.org/10.15585/mmwr.rr6501e1

Effective Treatments for PTSD: Helping patients taper from benzodiazepines. National center for PTSD, 2013. [cited 2018 Mar 22].
Available from: https://wwwya.gov/ PAINMANAGEMENT/docs/OSI_6_Toolkit_Taper_Benzodiazepines_Clinicians.pdf

Intermountain Healthcare. Clinical guideline: Tapering opioid pain medication for patients with chronic pain. Salt Lake City (UT): Intermountain Healthcare; 2015 Aug [cited 2018 Mar 22].
Johns MW. The Epworth Sleepiness Scale [Internet]. Melbourne (AU): Murray W Johns; 2015 [cited 2018 Mar 22]. Available from: http://epworthsleepinessscale.com/

Kahan M, Mailis-Gagnon A, Wilson L, et al. Canadian guideline for safe and effective use of opioids for chronic non-cancer pain. Can Fam Physician 2011;57:1257-66.

Lader M. Benzodiazepines revisited--will we ever learn. Addiction. 2011;106(12):2086-109.

The Management of Substance Use Disorders Work Group. VA/DoD clinical practice guideline for management of substance use disorders [Internet]. Version 3.0. Washington (DC): Department of
Veterans Affairs, Department of Defense; 2015 [cited 2018 Mar 22]. 169 p. Available from: https://www.healthqualityva.gov/quidelines/MH/sud/ VADoDSUD CPGRevised22216.pdf

Melton ST, Kirkwood CK. Anxiety Disorders: Generalized Anxiety, Panic, and Social Anxiety Disorders. In: DiPiro JT, Talbert RL, Yee GC, Matzke GR, Wells BG, Posey L. eds. Pharmacotherapy:
A Pathophysiologic Approach. 10th ed. New York, NY: McGraw-Hill; 2017.

Mugunthan K, McGuire T, Glasziiou P. Minimal interventions to decrease long-term use of benzodiazepines in primary care: a systematic review and meta-analysis. Br J Gen Pract.2011;61(590):e573-8.
Oregon Pain Guidance. Opioid tapering flow sheet. [cited 2017 Dec 7]. Available from: https://www.oregonpainguidance.org/app/content/uploads/2016/05/Opioid-and-Benzodiazepine-Tapering-flow-sheets.pdf
Paquin AM, Zimmerman K, Rudolph JL. Risk versus risk: a review of benzodiazepine reduction in older adults. Expert Opin Drug Saf. 2014;13(7):919-34.

Park TW, Saitz R, Ganoczy D, ligen MA, Bohnert AS. Benzodiazepine prescribing patterns and deaths from drug overdose among US veterans receiving opioid analgesics: case-cohort study. BMJ
2015;350:n2698.

Prescribing drugs of dependence in general practice, Part B - Benzodiazepines. Melbourne: The Royal Australian College of General Practitioners, 2015.
Rickels K, Rynn M. Pharmacotherapy of generalized anxiety disorder. J Clin Psychiatry. 2002;63(Suppl 14):9-16.
RxFiles Academic Detailing. Opioid tapering template. Saskatoon (SK): RxFiles; 2017 Oct [cited 2017 Oct 17]. Available from: http://www.rxfiles.ca/rxfiles/uploads/documents/Opioid-Taper-Template.pdf

Tannenbaum C, Martin P, Tamblyn R, Benedetti A, Ahmed S. Reduction of inappropriate benzodiazepine prescriptions among older adults through direct patient education: the EMPOWER cluster
randomized trial. JAMA Intern Med. 2014;174(6):890-8.

U.S. Food & Drug Administration. FDA Drug Safety Communication: FDA warns about serious risks and death when combining opioid pain or cough medicines with benzodiazepines; requires its strongest
warning [Internet]. Silver Spring (MD): Department of Health & Human Services; 2016 Aug 31 [updated 2017 Sep 20; cited 2018 Mar 22]. Available from: https://www.fda.gov/ Drugs/DrugSafety/ucm518473.htm

U.S. Veterans Affairs Administration (USVA). Clinical Practice Guideline for the Management of Opioid Therapy for Chronic Pain. 2017. [cited 2017 Dec 7].
Available from: https://www.healthqualityva.gov/guidelines/Pain/cot/ VADoDOTCPG022717.pdf

VA PBM Academic Detailing Service. Patient management opioid taper decision tool. Washington (DC): Department of Veterans Affairs, Department of Defense; 2016 Oct [cited 2018 Feb 27]. 16 p.
Available from: https://www.pbm.va.gov/AcademicDetailingService/ Documents/Pain_Opioid_Taper_Tool _|B_10_939_P96820.pdf

VA PBM Academic Detailing Service. Re-evaluating the use of benzodiazepines: a focus on high-risk populations. Washington (DC): Department of Veterans Affairs, Department of Defense; 2016
Aug [cited 2018 Feb 27]. 32 p. Available from: https://www.pbm.va.gov/PBM/AcademicDetailingService/ Documents/Academic_Detailing_Educational_Material_Catalog/22_Benzodiazepine_
Provider_AD_Educational_Guide_IB_10_928.pdf

Vermont Academic Detailing Program. Advanced management of opioids. Burlington (VT): University of Vermont; 2017 Nov [cited 2018 Mar 9].

Washington Agency Medical Directors Group (AMDG). Interagency guideline on opioid dosing for chronic non-cancer pain. 2015. [cited 2017 Dec 7]. Available from: http://www.agencymeddirectors.
wa.gov/ Files/2015AMD GOpioidGuideline.pdf

Webster L, Andrews M, Stoddard G. Modafinil treatment of opioid-induced sedation. Pain Med. 2003 June;4(2):135-40.

WRITING GROUP

Writing Group (and Disclosures for Pharmaceutical Relationships): Sarah Ball, PharmD (none), Kelly Barth, DO (none), Sandra Counts, PharmD
(none), Nancy Hahn, PharmD (none), Jenna McCauley, PhD (none), Joseph McElwee, MD (none), William Moran, MD (none), Megan Pruitt, PharmD
(none), Chris Wisniewski, PharmD (none).

Acknowledgements: The MUSC Drug Information Center provided assistance with background research.

This information is intended to assist primary care providers in the management of pain in adults in a primary care setting. This information is advisory only and is not intended to replace sound
clinical judgment nor should it be regarded as a substitute for individualized diagnosis and treatment. Special considerations are needed when treating some populations with certain conditions
(such as respiratory/sleep disorders; cardiac; liver/renal impairment; addiction; debility; elderly; and pregnancy/breast-feeding). Tapering opioids and/or benzodiazepines during pregnancy/
breast-feeding is beyond the scope of this issue.



