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Learning Objectives

At the conclusion of this session, attendees should be able to:
A Describe who are getting benzodiazepines and what they are getting
A Describe top diagnosis

Target Audience
Physicians, physician assistants, advanced practice pharmaBiRiNs
residents, & fellows who prescribe controlled substances.

CME Accreditatio

This activity has been planned and implemented in accordance with the
accreditation requirements and policies of the Accreditation Council for
Continuing Medical Education (ACCME) through the joint providership of i
Warren Alpert Medical School of Brown University and the Rhode Island
Department of Health Academic Center. The Warren Alpert Medical School is
accredited by the ACCME to provide continuing medical education for physician:

Credit Designation

Physicians The Warren Alpert Medical School of Brown University designates

this live activity for a maximum of 1.AMA PRA Category 1 Credit4

Physicians should claim only the credit commensurate with the extent of their
participation in the activity.

Rhode Island SpecificThis program qualifies for 1.0 hours CME Credit in Risk
Management and Opioid Pain Management/Chronic Pain Management, two of the
required areas of section 6.0; 6.2.1 Rl CMHigensure requirements.

Other Health ProfessionalParticipants will receive a Certificate of Attendance
stating this program is designated for 1.0 haAMA PRA Category 1 Credité
This credit is accepted by the AANP, AAPA, and RI Pharmadiceasure Board.
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DisclosuresTraci C. Green

A No conflicts of interests to disclose

A My presentation wild abredloud
use of the following:
A Naloxoneis FDA approved as aspioid antagonist
A Naloxonedelivered as an intranasal spray with a mucosal
atomizer device has not been FDA approved and is off label
use

Funding: CDC National Center for Injury Prevention
Control, 5R21CE0018462 and 1R21CE00216HL;
National Institute on Drug Abuse, 1R21DA029201
02A1; Agency for Healthcare Research and Quality

Learning objectives

A Describe the epidemiology of opioid and
benzodiazepine overprescribing in the United States
ands its consequences

A Overview the epidemiology of opioid and
benzodiazepine use in Rhode Island

A Suggest risk mitigation strategies
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Figure 1. Age-adjusted rates for drug-poisoning deaths, by type of drug: United
States, 2000-2013

Doaths por 100,000 population

s
012 2013

NOTES: The number of Grug-poisoning deaths in 2013 was 43,982, the number of drug-poisoning
deaths involving opioid anaigesics was 16,235, and the number of drug-poisoning deaths involving
heroin was 8,257. A small subset of 1,342 deaths invoived both opioic analgesics and hercin. Deaths

invoiving both opioid anaigesics and hercin are included in both the rate of deaths invalving opioid
‘analgesics and the rate of deaths involving heroin. Access data table for Figure 1 % (PoF - 86Ka).
'SOURCE: CDC/NCHS, National Vita! Statistics System, Mortality.

Opioid Overdose Epidemic

5. DRUG OVERDOSES

25 doahs par 100000 peosle

Majority of opioid overdose deaths associated
with multiple sources and/or high dosages?

W multiple sources (>3 preseribers or
pharmacies) andor high dosages (100
MME)of cpiaids
fiewer sources and dosages of opioids

control patients patients with fatal everdose

Baumblatt JAG et al. High Risk Use by Patients Prescribed Opioids for Pain and  its Role in Overdose Deaths. JAMA
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The Addiction Crisis
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Rising morbidity and mortality in midlife among white
non-Hispanic Americans in the 21st century
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Benzodiazepine use, overdose trends

[ ——
anan ofbansoaseires s g ossepam scsts o 30900 8813

Z
3
3
g

Quantity and Overdose Death Rate

Biology

A Opioids, benzodiazepines operate on different receptors and h
synergistic effects on sedation and respiratory depression
i Mu (e )Kappa{ )and Deltall )vs. GABA receptors

A Receptors for both opioids and benzodiazepines highly
concentrated in the respiratory centers of the medulla

A Animal and human data from clinical studies demonstrate
synergistic effects

A Study in rats demonstrated that while high doses of an opioid (buprenorphine) and a benzodiazep
(midazolam) alone both resulted in mild, but significant increases in PaCO2, the combined administrg}
of these two drugs resulted in rapid, substantial and prolonged respiratory depression and hypoxia.




Question

A Let's say you learn that your new patient is
prescribed benzodiazepines for anxiety. How
concerned would you be about dispensing
Suboxone (buprenorphine/naloxone) or
methadone to them?

A Much more concerned
A A little more concerned
A No more concerned than usual

Question

A Let's say you learn that your new patient is
prescribed benzodiazepines for anxiety. How
concerned would you be about prescribing
Percocet to them?

A Much more concerned
A A little more concerned
A No more concerned than usual

Common Risks for Opioid Overdose

9/27/2016
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Prominence of Benzodiazepines in Prescription
Opioid Overdoses

A Of the more than 22,000 unintentional pharmaceutical
overdose deaths nationally in 2010, 75% involved opioid
analgesics, while benzodiazepines were identified in 25%
and antidepressants in nearly%0

A Opioids are involved in an estimated 75% of the overdose
deaths involving benzodiazepines

A The combination of prescribed opioids and
benzodiazepines is the most common cause of
polysubstance overdose deaths nationally

Chronicity of co-Prescription, co-Use

Co-prescription of Benzodiazepine & Opioid
confers clear risk of overdose mortality
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Interactions, Polypharmacy

Table 3

A Sedation, respiratory depressio ieladeheiancIBURreparpitie

Interaction Metnaone ‘Buprenarphine

Icohol

Heroin, opioid analgesics o rlod Sudile Aripresans  Anseovis

 Puoxtine  Mazanai
; ; ; “Buoamne  « ndinavir
Sedatives, benzodiazepines ine < Novpne
« Sertraline * Ritonavir

i Act on the same centers in the central e

nervous system as methadone, eI Fwvoramine
. _ . * Fluconazole Ketoconazole

buprenorphine, synergistic sedation &

respiratory depressing effects

Decrease Effecls  Anti-infectives Carbamazepine
of Opiold Substitute » Fusidic acid Phenobarbital

May occur, not Will occur

Short term vs. Chronic prescription
Appropriateness, life-saving?
Communication, Patient-centered care

Risk mitigation, universal precaution: naloxone Barbiturates
‘Carbamazepine
henytoin

enytoin
Rifampin

Motivations for misuse

A Studies of patient perception show that benzodiazepines potent
the intensity, duration of the analgesic, euphoric, and sedative
effects of opioids in a dogesponse patterf.» or 50, Polug abuse: A

A Economicalsmaller amounts of opioids can be consume
with similar effects

A salvage:if heroin, prescription opioid of choice is not as
available, can draw out what you have

A Selfmedicatesleep, anxiety

A Street value, supply is consiste@mparatively easy to
obtain, Afidr. shop/ phar maq

Treatment need skyrocketing

Number of Benzodiazepine and Narcotic Pain Reliever
Combination Admissions: 2000 to 2010

Source: SAMHSA Treatment Episode Data Set (TEDS), 2000 to 2010

45.7% of patients admitted in 2010 for combination opioid+benzodiazepine treatment
reported having a co-occurring psychiatric disorder

.. pRESCRIBE
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The View from Rhode Islan

Adthin the nation for benzodiazepine use per capita

A33% of fatal opioid overdoses from 2014 and 2015 were
benzodiazepineelated

ABenzodiazepines were the most common prescription
drug dispensed to overdose decedents prior to death
Koverdoses involving benzodiazepines are commonly seen

in combinations in prescription opioid overdoses
Koverdoses involving opioid maintenance therapy
medications (e.g., buprenorphine, methadone) are rare.
When they do occur tend to involve a benzodiazepine

involving high-dose buprenorphine in Fr found benzodia:

ed Australia from 1993 to 1999 found 74% involved benzodiazepines.
71999 study of 82 opioid-related deaths in Ireland found benzod: es identified in 52 (61%) of the death:

Co-Prescribing trends in RI

Nationally, about13% of all primary care visits involve benzodiazepine or
opioid prescriptions

Among all patients dispensed an opioid in the state in 2015:

R7% also were dispensed a benzodiazepine at least once within 30 days of
receiving an opioid

Of those dispensed a benzodiazepi - ais

A59% were also dispensed an opio i 2 g
at least once within 30 days of R "%
receiving a benzodiazepine ’g - "

o w3
> 2/3rd§ are prescribdyy the same .. /?:{ — o 5
prescriber % - SH i ¥
E s “ w §
- i

o o 215
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Enrollees in RI Substance Abuse Treatm
Programs

& Primary Substance At Admission
= Secondary Substance At Admission
& Any Indication of Benzodiazepene Use Disorder

Average Monthly Treatment Admissions.

(i.e. Health Hon
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Proposed fiBlack boxo

Kitizendés Petition to the FDA
Aed by Drs. Alexander-Scott and Wen, co-signed by more than 30 states and cities

Labeling for all Opioid Class Medications should read:

WARNING: CONCURRENT USE WITH BENZODIAZEPINES REDUCES THE
MARGIN OF SAFETY FOR RESPIRATORY DEPRESSION AND CONTRIBUTES
TO THE RISK OF FATAL OVERDOSE, PARTICULARLY IN THE SETTING OF
MISUSE.

Labeling for all Benzodiazepine Class Medications should read:

WARNING: CONCURRENT USE WITH OPIOIDS REDUCES THE MARGIN OF
SAFETY FOR RESPIRATORY DEPRESSION AND CONTRIBUTES TO THE RISK
OF FATAL OVERDOSE, PARTICULARLY IN THE SETTING OF MISUSE.

&, PRESCRIEE
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MOST OVERDOSES ARE PREVENTABLE

WHAT CAN YOU DO?

CDC Guideline-Concordant Care:
Avoid benzodiazepine/opioid ceprescription,
prescribe naloxone as risk mitigation

CDC guidelines for prescribing opioids for chronic pain, March 2016

Recommendation 8Before starting and periodically during continuation of

opioid therapy, clinicians should evaluate risk factors for opioierelated harms.
Clinicians should incorporate into the management plan strategies to mitigate risk,
including considering offering naloxone when factors that increase risk for opioid
overdose, such as history of overdose, history of substance use disorder,

higher opioid dosages@0 MME/day), or concurrent benzodiazepine use,

are present(recommendation category: A, evidence type: 4).

Recommendation 11 Clinicians should avoid prescribing opioid pain medication
and benzodiazepines concurrently whenever possible (recommendation
category: A, evidence type: 3).

/Re-evaluate opioid/benzodiazepine prescription
MDiscuss with patient
Avitigate the co-prescription or taper plan with counseling about risks & a
prescription for take-home naloxone

9/27/2016
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Naloxone: Effective Intervention for Opioid
Overdose

Intf@hasal

A Naloxone (Narcan), an intranasal or Nalexone
intramuscularadministered opioid
antagonist used t@verse
respiratory depression caused by
opioids

A call 911

A Rescue breathing

How Naloxone Reverses Opioid Poisoning

| Naloxone has a stronger
affinity to the opioid
Naloxone receptors than the opioid,
so it knocks the heroin off
£ the receptors for a short
Opioid time and lets the person
receptor breathe again

Rationale for Overdose Education and
Naloxone Rescue Kits

A Most people who use opioid do not use alone

A Known risk factors:

A High dose opioids, eprescription
benzodiazepine+opioid, mixing substances¥
abstinence, using alone, chronic medical illness,
starting or tapering MAT

A Opportunity window:
A Opioid overdoses take minutes to hours
A Reversible with naloxone

A Bystanders are trainable to recognize and
respond to overdoses

A Fear of public safety

9/27/2016
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http://www.google.com/imgres?imgurl=http://3.bp.blogspot.com/_c6OGZNS3CPQ/Sxl3ir9ZtuI/AAAAAAAAADg/YlDI16Hlncc/s400/Intranasal-Nalox.gif&imgrefurl=http://updates.pain-topics.org/2009/12/intranasal-naloxone-overcoming-opioid.html&usg=__xvH2NbAYz1AcSU5ohaSDPRRZth8=&h=194&w=150&sz=16&hl=en&start=21&sig2=5OEL8Y0pcTt05ByUAmqc1w&zoom=1&um=1&itbs=1&tbnid=NDbXHykBTreFnM:&tbnh=103&tbnw=80&prev=/search?q=naloxone&start=20&um=1&hl=en&sa=N&rls=com.microsoft:*:IE-SearchBox&rlz=1I7SKPB_en&ndsp=20&biw=1259&bih=600&tbm=isch&ei=4MK6TYL_AanL0QGO5MHRBg
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Endorsement for naloxone rescudits

NATIONAL DRUG
CONTROL STRATEGY

At
longtime supporter of

LINE 68y
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How to identify an opioid overdose

fOpioids repress the urgeliceatheand decr ease t he
response to carbon dioxide, leading to respiratory depression
(decrease rate of breathing) aehth

If you let her

“sleep it off,”

she may never wake up.

C Respiratory depression (shallow/no breathir
C Pinpoint pupils

C Blue or grayish lips/fingernails

C No response to stimulus

C Gurgling/ heavy wheezing or snoring sound

Occurs within minutes to hours

Naloxone Onset / Durationof Action

Takes effectin 3 - 5 minutes

If patient is not responding in this time, a second dose
may need be administered

Wears off in 30 - 90 minutes

Patients can go back into overdose if long acting opioids were
taken(fentanyl, methadone, extended release morphine, extended release
oxycodone)

Patients should avoid taking more opioids after naloxone
administration so they do not go back into overdose after
naloxone wears off

Patients may want to take more opioids during this time bec
they may feel withdrawal symptoms

Shelf-life is 12-18 months

Store at room temperature to g
minimize degradation 6
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Fatal Opioid Overdose Rates by OEND
Implementation

Naloxone coverage per 100K  Opioid overdose death rate

100%

7% reduction

46% reduction

1-100 ppl

® 100+ ppl

[ B ey Walley et al. BMJ 2013; 346: f174.
AL 1 FREVERT

Scotland National Naloxone Program:
Opioid-related Death Reduction

Number of nakoxone kits - Number and percentage of Scotkn's opioid related deaths (ORDs)

9/27/2016

fssued by with 4-sweek antecedent of

Community Prison rdease Prison or hospital discharge
Pertod andprisons Prisons only Primary outcome Secondary outcome
2011 487 570 36/430 84% 75430 17.4%
2012 878 725 221399 55%  49/399 123%
2013 5533 978 18/383 47% 57383 14.9%
2011-13: National Nalawone 11898 2273 76/1212 63% 18111212 14.9%
Programme
2006-10: preNNP bascline 193/1970 98%  374/1970 19.0%
Analysis
Reduction n outcomes during NNP period 3.6% 41%
95% confidence Interval (C1) for reduction in outcomes during 16-5.4% 14-6.7%
NNP period
95% C1 for averted prison release ORDs or secondary ORDs 19.65. 12.81
during NNP period Averted prison release ORDs - Prison or hospital dischargs ORDs|
NNP-linked ! i as 36% 2%
95% confidence Interval (CI) for % effectiveness 20-51% 7-33%

ORD = opiokd-reited death,

Evaluations of Overdose Educationand
Naloxone Distribution Programs

A Piper et al
A Doe:

i
Feasibility  [Aenteretal
nett et a

A Bel

3; 85
fth 2009: 99: 7981

88; 1am0
Viethadone and detox programs)

Increased A Tobin et alnt J Drug
knowledge er et allnt ) Drug Po
and skills

No increase in Usep Sl 5. ol
increase in drug
treatment

Benefit: Reduction in
N overdose in
164 naloxone scripts = 1 prevented death communities

per quality-adjus
life year gained

.. pRESCRIBE
10 BRESERT
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Naloxone Access Points for Active Drug Users,
Family, Friends in Rhode Island

Long-standing program
Located in one urban
setting, grassroots effo 'PONI/commtmily =
Distributes lowest cost program
formulation, for free, to
highest risk individuals
Programs train
Emergency Treatment
Depariment BTt clients & dispense
& Hospitals Prison naloxone or
coordinate with
pharmacy to
dispense

. Certified Recovery Coaches counsel nonfatal
overdose survivors at bedside, train in NIx,
connect to treatment/recovery supports post
discharge
Hospital service (trauma services, psychiatric

Pharmacists provide
naloxone upon request,

hospital) counsels and dispenses at discharge initiate prescription

Naloxone distribution has ramped up, reaching target range
shown to reduce mortality and blunting the epidemic curve.
Sustaining these levels is critical

Distributing Naloxone in Rhode Island, 2015, n=2762 kits
[Targetrange: 2196-4880 kits]

 Retail pharmacies

= Community groups

= Residential
trestment/Detox/Psychiatric
Hospital

W Emergency Department
 Providence VA

 Department of Corrections

Four initiatives to alter :

€ 5 C 1 wwwstegeiniog

A STRATEGIC PLAN
FOR RHODE ISLAND

Rl GOVERNOR'S
OVERDOSE PREVENTION

AND INTERVENTION
TASK FORCE

LEARN MORE

239 Rhode Islanders died from accidental opioid-related overdoses last vear.

9/27/2016
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Prevention Initiative:
Targeted Safer Prescribing and Dispensing

ol
=l
J

Benzodiazepine history
—0—Current =O=Former ‘-@-=None

o
=3
-3

100 000 person years
=
°
o

Overdose death rate pei

~
=3
S

2050 50100 2100
Daily opioid dose (mg/da
A Reduce dangerous prescribing of benzodiazepines through PD
alerts, provider education &
A Guidelines for use of benzodiazepines in MAT and pain

Who in your care should receive OEND?
When are they at greatest risk?

A Patients

A Patients being
A Patients that have recentiy

A Patients undergoing
A Patients that have recently conclu

4
Assess Overdose RiSk aspart olap%ient’s

A Reviewmedications Communicate with other prescribers
A Take a substanagse, chronic paihistory
A Check the prescription monitoriggogram*
A Personal Overdoshistory: Wherés the patient at as far as
overdose?
A Ask your patients whether they have overdosed, witnessed an overdose
or received training
A Have you ever overdosed?

T What were you taking?
T How did you survive?

I What s your plan to protect yourself from overdose?
T How do you keep your medications /MAT safe?
i Are they locked up?

9/27/2016
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X as part of & patient®s Mistory

Overdosevitnesshistory.

A How many overdoses have you witneszed
Wereany fataP
Whatdid you d@

A Whatis yourplan if you witness an overdose the future?
How do you:

recognize an overdose?

call for help?

rescue breathe?

1 give naloxone?

Do you have a naloxone resdut?
Do you feel comfortable using?

. PRESCRIEE
A I HEVERT

How to Respond in an Overdose

Call 911
Recognize the ity
overdose

. PRESCRIBE
EVERT

y N
@OpioidPrescribing.com N ), ) .,

Safe & Effective Opiold Prescribing for Chronic Pain
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Prescribe to Prevent:

Overdose Prevention and Naloxone Rescue Kits for
Prescribers and Pharmacists

Rogister for New Account

REGISTER

Online Continuing Education Program

To Earn Credits
o

Pharmacists Speclal Instructions
oo ] otile
Porgut your s ' wabste ARl walchang e video o rc tions
Puagi

rescribe to Prevent

Acgreditation and Faculty Listing

16



Direct & indirect effects of
Prescription Monitoring Programs

Drugs prescribed, | Risk reducion Abisse
#,type, dose detected |

counseling

‘Overdose risk
identified,
counseled

- P [T
Prescribers dispened | | idenified,
i) counseled
Public health/ Pharmacists
Safety dept.

Law
Enforceme

ersion, rogud [ Lo
investigations rrescnhels. pilmf[  inteligence

detection

Pt P 1172015

» Bob Toctpatient

PMP-facilitated Naloxone Indicator

PMP AWARLE

A

Cute g 11728181

Surmmary s o Frresrd fa— J— posey

TEsssoRER e e west

Opioid discharge
prescription
strength

For providers ordering

any discharge opioid

Serves as a reminde
of dosing equivalents,
also contributes to
overdose risk based
on user response

Risk for overdose,
naloxone
recommendation

Appears in discharge
navigator for
providers

Suggests a naloxong
Rx when patient meet:
risk criteria

Gveidose i
identified,
counseled

Naloxone embedded
within PMP

AFlago in

(standing order
prescriber), and

range

Patient Education

Appears for nurses in
the shift or discharge
navigators

Reminder to add
opioid safety and/or
naloxone education

9/27/2016

ANaloxone fills listed in
prescriptions, prescribers

dispensers for given date
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- Care Guidane (Adiscry; 1)

s

A Appears to providers when — = s
an opioid is selected in the E &
discharge med/rec E =

A Only applies to inpatients e i
on thetrauma service

A Response required to
continue

AAn answeiMEVf
>= 100 mgo co
calculated overdose risk
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Thank you!

tcgreen@bu.edu
Traci.c.green@brown.edu

A

www.prescribetoprevent.org

Free naloxone CME:
www.opioidprescribing.com

A
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