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Obijectives/Expectations

* Review a chronic pain framework and

describe the multi-modal approach to
chronic pain management and how
pharmacological therapy applies

* Review the pharmacology of commonly
used medications to manage chronic pain

* Understand the applications of naloxone
in opioid overdose




Correct Assessment of Chronic Pain Should Inform the

Rational Selection of Pharmacotherapy

Pain related to
damage of somatic
or visceral tissue,
due to trauma or

Nociceptive inflammation

Pain
EXAMPLES:

rheumatoid arthrtis,
ostecarthntis, gout

NSAIDs, acetaminophen’=
Treatment of underlying inflammatory
condition may include corticosteroids,

biologics and disease-modifying agents

Neuropathic

FIRST-LINE PHARMACOLOGIC TREATMENT (based on strength of clinical evidence)

TYPES OF PAIN

Pain related to
damage of
peripheral or
central nerves

Pain without
identifiable nerve
or tissue damage;
thought to result from
persistent neuronal

Pain EXAMPLES: dysregulation
painful diabetic
penpheral neuropathy, EXAMPLE:
postherpetic neuralgia fibromyalgia

AEDs, SNRIs, TCAs1.358

OPIOID USE

When other treatment options are inadequate, Opioids should be
considered for the management of pain severe enough to require
daily, around-the-clock, long-term treatment 3.5.6.8-12

Opioids should be avoided
in patients with sensory
hypersensitivity. 1312
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The Multi-Modal Approach to Pain

Pharmacological therapy is only ONE slice of the pie



Pharmacological Options

Non-opioid analgesic
* APAP, Aspirin, NSAIDs, COX-2 Inhibitors
Tramadol

Anti-depressants (TCAs or SNRIs)
Anti-epileptics (gabapentin, pregabalin)

Muscle relaxants
Topical analgesics

Opioids




World Health Organization Step
Ladder

Severe
(Pain Score: 7-10)

Moderate to Severe
(Pain Score: 4-6)

Mild to Moderate
(Pain Score: 1-3)
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Presentation Notes
Defining strong/weak opioids is misnomer. POTENCIES are more important. 

The World Health Organization's (WHO) "analgesic ladder" approach to cancer pain management, which was originally published in the mid-1980s, outlines an approach to pain control that is based upon the severity of pain (figure 1) [10]. The WHO analgesic ladder should not be viewed as evidence-based or a best practice guideline, but it has widely influenced cancer pain management, and many of the strategies are used in nonmalignant pain.

Although originally published for Cancer Pain Relief, the World Health Organization’s Step Ladder is used by many clinicians when treating pain, whether it is acute or chronic. 

The treatment of mild to moderate pain scoring 1 to 3 on the pain scale optimizes the use of non-opioid analgesics, such as non-steroidal anti-inflammatory drugs (NSAIDs) and acetaminophen (APAP), along with adjuvants, such as TCAs, antidepressants (amitriptyline, duloxetine), antiepileptics (gabapentin, pregabalin), muscle relaxants, anxiolytics). 
During step one, prescribers are encouraged to maximize the dose of NSAIDs and APAP, prior to the initiation of opioids. 

But in the case of persisting or increasing pain or if the patient is presenting with a pain score of 4 to 6 (classified as moderate to severe pain), a moderate short-acting opioid analgesic in combination with another non-opioid agent, such as hydrocodone with Tylenol (Norco®) or oxycodone-APAP (Percocet®), should be considered or initiated. 

If the patient fails step two or is presenting with a 7 to 10 pain level (classified as severe pain), consider switching to a more potent opioid, such as morphine, or a long-acting opioid. 

Keep in mind that the combination of non-opioid analgesics, adjuvants and non-pharmacological therapies should be utilized during each step to keep the opioid dose to a minimum, in efforts to decrease the risk of adverse events and developing drug dependence. 

Also when starting opioids  start low and go slow! 








Table of Select Non-Opioid Analgesics

Acetaminophen

Aspirin
Ibuprofen
Naproxen

Ketorolac

Celecoxib

500-1000mg

500-1000mg
200-400mg
250-500mg

15-30mg

100-200mg

Q4-6H

Q4-6H

Q4-6H

Q6-8H

Q6H

Q12H

4 grams

4 grams
2400mg
1500mg

150 mg first day
then, 120mg
thereafter.

5 day maximum

400mg

Liver toxicity in overdose

Gil, bleeding, renal
Gil, bleeding, renal
Gil, bleeding, renal

Gil, bleeding, renal

Gl (less), bleeding, renal
Cardiac/Stroke risk?
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Presentation Notes
Selective COX-2 inhibition is associated with reduced prostaglandin I2 (PGI2 or prostacyclin) production by vascular endothelium with little or no inhibition of potentially prothrombotic platelet thromboxane A2 production [2]. The relatively selective reduction in prostacyclin activity could predispose to endothelial injury [3].


Acetaminophen (Tylenol)

* NO anti-inflammatory properties
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Presentation Notes
Liver Warning: 
Significant liver disease or heavy alcohol is a relative contraindication and the maximum dose is conventionally thought to be 2,000mg per day.
http://www.fda.gov/Drugs/DrugSafety/InformationbyDrugClass/ucm165107.htm




Ex. Acetaminophen Combination Prescription Products

Tylenol w/ Codeine® APAP
Codeine

Lortab® APAP
Hydrocodone

Norco® APAP
Hydrocodone

Vicodin® APAP
Hydrocodone

Percocei® APAP
Oxycodone

Ultracet® APAP
Tramadol

Fioricei® APAP
Butalbital
Caffeine

FDA Update: March 26, 2014

All manufacturers have discontinued combination products with APAP >325mg
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State the FDA update


* Anti-inflammatory at higher doses

* 5 day maximum (bleeding risks)

Bleeding (interfering with platelet aggregation)

Gl upset

Nephrotoxic (reversible, vasoconstriction)

CVD (interferes with ASA, potentiate heart failure, raises BP)?




NSAIDs and Cardiovascular Risk

* The risk of CV events can occur as early as the first weeks and
may increase with longer use

* Risk appears greater at higher doses

* Individual CV risk profiles should be evaluated prior to
prescribing

* Administration of NSAIDs may interfere with apsirin’s
cardioprotective effect

* NSAIDs should be avoided in heart failure patients
* Lowest effect dose should be used for the shortest duraction
* Use with caution in HTN patients

https://www.fda.gov/Drugs/DrugSafety /ucm451800.htm
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 The presumed mechanism of interference with the antiplatelet activity of aspirin is that nonselective NSAIDs compete with aspirin for a common binding site on COX-1 and prevent aspirin from binding [50,51]. As a result, aspirin is unable to acetylate a serine residue on COX-1, an irreversible reaction that inhibits COX-1 for the remaining life of the platelet 


Tramadol and Tapentadol

* Can be an option in cirrhosis/alcoholic patients

* Can be an option in Gl bleeds/ARF
* Note: Avoid in severe renal impairment

* Binds to the mu-receptor + inhibits serotonin/NE

* Similar side effects as opioids (but less)

* Tramadol (Ultram) 25mg PO Q4-6H (max 300mg...Schedule IV in NY)
* Tapentadol (Nucynta) 50mg PO Q4-6H (max 600mg)...Schedule Il in NY)

Note: Risk of interaction with serotoninergic drugs (serotonin syndrome)
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Main Tapentadol advantages over Tramadol:
Lack of cytochrome P450 drug interactions
Lower risk of seizures (no listed risk of idiopathic seizures in the FDA labeling4)
Lower risk of serotonin syndrome6
Better analgesia thanks to stronger binding affinity for µ-opioid receptors
Earlier onset of action
No individual variation in drug response
Lesser incidence of nausea and vomiting
Main Tramadol advantages over Tapentadol:
Lower risk of respiratory depression, drowsiness, and lethargy7
Less abuse potential
Not contraindicated in patients with asthma, hypercarbia, and paralytic ileus
Inexpensive - wide availability of generic formulations



The healthcare provider is reluctant to
start opioids.

Which of the following would be a good option for
this patient?

».  Acetaminophen 500mg PO Q6H
8. lbuprofen 400mg PO Q8H

c. Oxycodone 5mg PO Q6H

p. Tramadol 25mg PO Q6H




Neuropathic Pain

Anti-depressants
(TCAs)

Anti-depressants
(SNRIs)

Anti-convulsants
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TCA’s – anticholinergic side effects

Each medication has side effects – it is a risk vs benefit for every medication we prescribe/dispense


Anti-depressants for Pain

Considered 1% or 2" line for neuropathic pain

Analgesic effect appears sooner vs. anti-depressant effects

Doses are lower for pain vs. depression

All TCAs are used off-label for pain (no FDA indication)

Some SNRIs (duloxetine & milnacipran) have FDA indications

‘ ) Structurally similar agents
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TCAs
Analgesic effect appears sooner than antidepression effects (1 week vs 4 weeks)
Lower doses than antidepressant dose
All used off-label (no FDA indication)
Likely due to SNRI mechanism
Side effects: anticholinergic, orthostatic hypo, QT prolongation, sedating (may be a benefit)



Amitriptyline
(Elavil)

Desipramine
(Norpramin)

Imipramine
(Tofranil)

Nortriptyline
(Pamelor)

150mg/day

150mg/day

150mg/day

160mg/day

Anticholinergic
Orthostatic hypotension
QT prolongation
Sedation

Should all be taken at bedtime for sedation reasons
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Side effects: anticholinergic, orthostatic hypo, QT prolongation, sedating (may be a benefit)



Duloxetine 60mg daily 120mg/day * Headache

(Cymbadlta) * Drowsiness
*  Weight loss

Milnacipran 50mg Twice daily  200mg/day * Headache

(Savella) * Hot flashes
* Nausea

Approved only for

Fibromyalgia

Venlafaxine 37.5 = 75mg daily 225mg/day * Headache

(Effexor) e Drowsiness

Used “off label” e Sweating

e  Weakness

* Hypertension




Anti-convulsants for Pain
-1

Considered 1% or 2" line for neuropathic pain

Binds to calcium channels to inhibit neurotransmitter release

Used for diabetic neuropathy, post-herpetic neuralgia, fibromyalgia

Pregabalin may work faster than gabapentin

Pregabalin is a Schedule V medication (euphoria)

Carbamazepine approved for Trigeminal Neuralgia (5™ cranial nerve)



Anti-convulsants for Pain

Gapabentin 300mg 3600mg/day Dizziness
(Neurontin) Sedation

Pregabalin 75mg Twice daily  600mg/day Peripheral edema
(Lyrica) Dizziness
Drowsiness

Carbamazepine 100mg Twice daily  1200mg/day Dizziness
(Topamax) Nausea
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Carbamazepine (or oxcarbazepine)
First line due to short-term trials

May act quicker than gabapentin
Max 
Schedule V (euphoria)



Muscle Relaxants

Antispasmodics (skeletal muscle relaxants)
Effect may be more from sedation

May cause CNS depression (careful in combination)

Cyclobenzaprine 30mg/day Drowsiness
(Flexeril) Low muscle tone

Baclofen 80mg/day Hypo'rensio.n
(Lioresal) Bradycardia

Methocarbamol 6000mg/day
(Robaxin)

Metaxalone 3200mg/day
(Skelaxin)
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Cyclobenzaprine
10 mg three times daily (10 to 40 mg/day)
Carisoprodol (Soma)
350 mg three times daily
Baclofen (Lioresal)
5 mg once a day, titrated gradually to 5 to 10 mg three times daily
Methocarbamol (Robaxin)
1500 mg four times daily


Don’t forget your Topical Options..

* Diclofenac 1.5% topical (Voltaren Gel)

* 5% Lidocaine patch or gel
* Good for localized neuropathic pain

* Capsaicin 0.025% cream (Zostix)

* Methylsalicylate 15% cream (BenGay)
* Menthol 2.5% cream (lcy Hot)
* Camphor 11% (Tiger Balm)




Opium Poppy Plant




Opioid Receptors

0 Three opioid receptors:
0 mu (W)
0 delta (6)
O kappa (K)

0 Mechanism of Action:
0 All opioids produce effects through
binding mu-receptors
o Full agonists
O Partial agonists
O Mixed (partial agonists/antagonists)

O Antagonists

mu receptors found throughout the body (CNS + PNS + Stomach)

b Note: we have endogenous opioids called “endorphins”

http://www.nejm.org/nal01 /home/literatum/publisher /mms/journals/content /nejm/2016 /nejm_2016.37 4.issue-13/
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delta (δ)�DOR�OP1 (I)δ1,[15] δ2brain 
pontine nuclei
amygdala
olfactory bulbs
deep cortex
peripheral sensory neurons
analgesia
antidepressant effects
convulsant effects
physical dependence
may modulate μ-opioid receptor-mediated respiratory depression
kappa (κ)�KOR�OP2 (I)κ1, κ2, κ3brain 
hypothalamus
periaqueductal gray
claustrum
spinal cord 
substantia gelatinosa
peripheral sensory neurons
analgesia
anticonvulsant effects
depression
dissociative/hallucinogenic effects
diuresis
dysphoria
miosis
neuroprotection
sedation
stress



Morphine
Hydromorphone
Oxymorphone
Methadone
Fentanyl

Codeine aF

Hydrocodone (partial)
Oxycodone

Buprenorphine + -- -

(mixed) (mixed) (mixed)

Naloxone - -

Naltrexone (antagonist) (antagonist) (antagonist)
Methylnaltrexone

Binding: mu receptors
Desired: analgesia

26 Other Effects: bradycardia, sedation , euphoria, respiratory depression, dependence , miosis
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+++ agonist

+ partial

-- antagonist


Medical Uses of Opioids

A\

Severe acute pain <

Severe cancer pain

Severe chronic pain
Cough suppressant

Diarrhea

Sedation

AN




Common Opioids

* Used mainly for mild pain or cough (off-label)
* Antitussive effects directly suppresses cough reflex in the medulla
* Converted to active morphine via CYP2Dé6

* Used in moderate pain with APAP
* Converted to hydromorphone by CYPD6

* Used for moderate to severe pain
* Standard to compare all opioids

* Used in moderate-severe pain
* IR also available with ibuprofen or aspirin

* Very potent opioid (severe pain)

* Most potent opioid (doses are in mcg and NOT mg)
* Mainly used in cancer pain or palliative care (sedation)

All C-ll medications



Starting Opioids...Not so

* Weigh expected benefits vs. risks carefully before initiating opioids
* Relieves pain while body heals and improves function

* Decreases the unpleasantness of pain (perception)
* Patients will report that although pain is still present, it bothers them less

* Can be used for severe acute pain

* Start with the lowest dose
* Start with easiest route (PO/IV/PR/PCA)

* Not recommended upon initiation
* Avoid in opioid-naive patients
* Not used PRN
* Reserved Cancer pain or palliative care
* Controversial for chronic pain




Opioid Equivalence Chart

Opioid Duration of action

Codeine 3-4h

Tramadol 3-7h

Hydrocodone 3-5h

Morphine 3-4h

Oxycodone 3-5h

Hydromorphone : : 2-3h

Fentanyl 0.1 (100mcg) 1-3h

All opioids are considered equipotent at these doses
Can use to convert between opioids
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Refer to Morphine equivalents chart…do not need to thoroughly discuss this chart!


Opioid Conversion
-

Recommended to convert to MORPHINE EQUIVALENT DOSE first (MED)
Keep in mind: All conversions are ESTIMATES (not exact)

NCCN Guidelines. Adult Cancer Pain. V.. 2016



Discontinuing Opioids

Success of therapy + Quick cessation
Patient returns to normal daily function

Failure of therapy (use alternatives)
Intolerable side effects (opioid rotation)
Discuss withdrawal symptoms and agree on exit strategy (scheduled taper)

Opioid hyperalgesia
Development of opioid use disorder

Overdose
Death




Clinical Pharmacy Opioid Taper Algorithm

Assist FCP with
alternate pain
management options if
patient requires taper
to dscontinue opioids

Is patient on

methadone? WES——»| Ses Appendic 3

MO

Is the patient
taking both short
and long-acdting
BEents T

¢ " 1

Deoess eshort-acting sgent by 10% of
total MDE ewery 3-F days until Eone

Deoease dose of Ione-ading agent by 10-2588 ewverny
FF days untilonbky 354 of original WMDE remaim

o~

Withdrawal
Symptoms T

NO

v

Areall short-
ading opioids
Econtinued?

Slows taper andor initiate
adjunctive therapies
[Ses Appendix 3]

MO

o~

TES

v

Decrezxe dos e of lone-acting agent by 10- 2584 ewery 37
days until onke 2086 of original MDE remains

Withdrawal
Symptoms?

- -
Froviding withdrawal symptoms are mmtrolled, ‘/ Essentla Health
continue to decrease opioid dose by 51096 of [n]

initial WDE every 1-4 weeks until taper mmplete Here with you




Clinical Pharmacy Opioid Taper Algorithm

Assit PCP with
alternat e pain
management options i
patient requires taper
to dis@mntinue opinids

Is patient on
methadone ¥

YES——e{ SeeAppendic 3

APPENDIX 3 : Tapering Methadone (in the setting
of chronic, non-cancer pain)

Ha Suggested Steps for Tapering Methadone:

1.Decrease dose by 20-50% per day until you reach
30mg/day.

2.Then decrease by 5mg/day every 3-5 days to
10mg/day.

5 the patient
taking boths hort
and long-acting

aents? 3.Then decrease by 2.5mg/day every 3-5 days.

Essentia Health

Here with you



Clinical Pharmacy Opioid Taper Algorithm

Is the patient
taking bothshort
and lone-ading
FEentsy

¢ i ES
Deoesw e shot-acting a=ent by 10P4 of
total MDE awery 3-F days until gone

Y

MO ¢

Degease dose of long-ading agent by 10-25P48 ewvary
F7 days until onky 2P of orginal MOE remairs

Withdrawal
Symptoms?

\Il- E

MO

Slow taper and/ or initiate
adjunctive therapies
[See Appendix 4)

Areallshor-
ading opigids
scontinued?y

NO

.

F Y
ES
Decrems e dose of lone-acting agent by 10- 2% every -7
days until onby 205 of original MOE remains
Withdrawal YES

Symptoms?

\\ﬂ Essentia Health

Here with you

Froviding wit hdrawal symptoms are @ntrolled,
continue to decrease opioid dose by 5-10P4 of
initial MDE ewery 1-4 weeks until taper mmpletsa




Appendix 2: Morphine Equianalgesic Dose Chart and Calculator

APPENDIX 2
Morphine Equianalgesic Dose Chart and Calculator
Medication Equi- Route of Half-life | Duration of | Comments
analgesic | Admin {hours) | analgesic gglggg;"ﬂﬂiate
doses effect {SR= Sustained
{hours) Release)
{ER = Extended
Release)
Fentanyl patche | 125 Transdermal 4872
meghr
Levorphansg! 4 mg Oral 11-16 4.5
Hydromarphone | 7.5 mg Oral 2-3 3-8 IR, SR or ER
forms have same
. .
potency
Chaymaorphons 15 mg Cral 7-9 4-6 IR and ER forms
have same
. .
potency
Cycodone 20mg Qral 2-3 -6 IR and SE forms
hawve same
. .
potency
Marphine 20 mg Dral 23 2-6 IR, Sk ar ER
forms have same
. .
potency
Hydrocodone 30 mg Oral 34 4.8
Tramadal (IR} 200mg Oral 5-9 M
—odeine 200 mg Qral 2-4 4.5
Meperidine 200mg Cral 2.5-4 2-4

\\Z Essentia Health

Here with you



Taper Conversion Link

Initial Total Do==

Opioid Ty p= Ba==line Qpioid Curremt JCurrent % of Total
me/Cay | MEDY Cay WEDH
Short Acting Hyvdrocodane (Lartab, Vicading Zydone, Larcet) |T| 1= 15 ED{:J%
Long Acting Cycodaone (OxyConking Ceoycodone ER) |z| |4':'1 &0 BD.IE
Total Morphine Equianal gesic Dnser 75

First taper Short Acting Marcotics (Hydrocodone) q week if = 10% of total MED if combined vrith a long acting opioid.

Week Day Total MED of |Week Day Total MWED of
meSday: Short mefday: Short
dos age Acting dos age Acting
schedule |0Opioid schedule |Opioid

111-7 10 10 5] 36-42 o o
218-14 5 5 7]42-439 o o
5ji1c-21 i} i} gl c0-56 o o
A 22-28 o o gjs7-63 o o
5] 293-35 o o 10] 6470 o

Then taper long acting narcotics {Oxycodone) weekl
dose {(milligrams). Then, taper by 10% of t

he remaining 30%: of the initial ta

v by 10% reduction from Initial Total Dose until down to 30%: of the initial
per (milligTams).

Wieek Date Total MED of |Weesk Date Total MED of |Weesk Date Total MED of
meSday: Long meSday: Long meSday: Long
dos age Actine dos age Acting dos age Acting
schedule [Opioid schedule [Opioid schedule [Opioid

1 25 E2.5 7 5 7.5 12
2 ) 45 g o 14
2 25 375 g 15
q 20 20 10 16
=1 15 22.5 11 17
-] 1ad 15 1z
-y

isentia Health

Tapering and Discontinuing COAT | 37

Here with you



Opioid Withdrawal Symptom Management

 Opioid withdrawal symptoms should not be treated with opioids or benzodiazepines
 First step to management of withdrawal symptoms = SLOW THE TAPER

* Opioid doses of 25-50% ofthe
* usual dose will generally prevent

severe withdrawal symptoms.

* If needed, adjunctive therapy options:

— Clonidine 0.1mg PO two to three times daily as needed for hypertension, nausea,
cramps, diaphoresis, tachycardia

— Trazodone 25-50 mg PO at bedtime as needed for insomnia
— Diphenhydramine 25-50 mg PO every four hours as needed for insomnia, restlessness
— lbuprofen 200-400 mg PO every eight hours as needed for muscle aches

— Acetaminophen 500-1000 mg PO every six hours as needed for muscle aches; do not
exceed 4000 mg / 24 hours
— Loperamide 2 mg PO after each loose stool; do not exceed 16 mg__{day
\iﬂ Essentia Health

Tapering and Discontinuing COAT | 38 Here with you



=
Side Effects of Opioid Use

Short-Term § Long-Term
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Opioid side effects — The side effects of opioids are mediated at multiple sites.
●Nausea and vomiting result from activation of the chemoreceptor trigger zone in the medulla and from changes in the vestibular system.
●Within the gastrointestinal system, opioids delay gastric emptying and cause constipation via an effect upon the central vagus nerve and the mesenteric plexus in the gut.
●The cardiovascular effects of opioids are mediated centrally at the central vagal nucleus and, in the case of morphine, directly in the sinoatrial node. Much of the blood pressure instability that occurs with morphine results from histamine release; there also are direct effects upon venous and arterial vasculature. In general, opioids administered in patients who are not hypovolemic maintain cardiac stability fairly well and depress myocardial contractility only slightly. Meperidine is the notable exception, displaying a mild vagolytic and a negative inotropic effect.
●Opioid-induced hyperalgesia is a state of nociceptive sensitization with a paradoxical response whereby a patient receiving opioids for the treatment of pain may actually become more sensitive to certain painful stimuli and in some cases, experience pain from ordinarily nonpainful stimuli (allodynia) [140]. The phenomenon of opioid-induced hyperalgesia has been demonstrated in animal models, but has uncertain relevance in the clinical setting [140-142]. When suspected, it is reasonable to consider opioid rotation [143], or the use of a nonopioid strategy for pain control.
●The narcotic bowel syndrome is a form of opioid-induced hyperalgesia resulting in severe chronic abdominal pain in the setting of chronic opioid use, with relief upon gradual opioid withdrawal [144].
●Other opioid actions are seen in the biliary tract, the genitourinary system, and the skin.



The Controversy of Opioids for Chronic Pain

Can worsen pain (hyperalgesia) and function

Most studies only go up to 6 weeks

Doses 50-100MED increases mortality 9 fold

Abuse, dependence, overdose, side effects, hyperalgesia

Substantial risk vs. uncertain benefits

There is ~100% agreement that the medical profession has become overly opioid-centric for chronic pain



Speaking of Dose Escalation...

Are we going in the wrong direction?



Mortality from Drug Overdoses

OVERDOSE DEATH RATES IN AMERICA

I Opioid Pain Relievers [l Heroin [l Cocaine [l Marijuana

All underlying causes of death*

25k
20k

15k

10k

5k

0
‘99 ‘00 ’'O1 ‘02 ‘03 ‘04 ‘05 ‘06 ‘07 '08 '09 '10 '11

*ncludes deaths from unintentional drug poisoning, suicide drug poisoning, homicide drug poisoning or drug poisoning of undetermined intent.

SOURCE: Wonder.cdec.gowv

Remember JCAHO mandated pain as the 5™ vital sign in 19992

Increasing prescribing and misleading marketing of opioids for chronic pain
http://www.huffingtonpost.com/2014,/02/21 /america-heroin-charts_n_4817130.html



Presenter
Presentation Notes
19,000 american deaths due to opioid overdose in 2010 (11,000 gun homicide)



How to Recognize an Opioid Overdose
I

Up to 3 hours (progression not instantaneous)



* Constriction of the pupil (appears pinpointed)
* Opposite of mydriasis (dilation of pupil)

* Note: nicotine and cholinergic agents can also cause miosis

R

Opiate use or overdose is one
of the most common causes
of



Responding to an Overdose

* Shake, Shout, Sternal Rub (grind knuckles into chest bone)

* Report overdose
* Time & Location

* If not breathing, chest compressions (rescue breaths if properly trained)




What is Naloxone®?

* 80% was used for heroin overdoses

* Effective for 30-90mins

* Agitation, hypertension, violent behavior, fever, sweating

* Not addictive

* Inserting glue into a door lock
* Does not prevent deaths caused by other drugs
* Benzodiazepines

* Alcohol
* Cocaine




What is Naloxone?¢
KA

/"

Indication <

AY4

How supplied <

N~

Lower doses recommended to prevent sudden opioid withdrawal



Naloxone

Outer Case

Speaker ~

o (e
P e

IV or IM or Intranasally - Evzio

e e

-y -

NALOXONE
HYDROCHLORIDE
INJ., USP

(1 mg/mL)

VENDUS, NTRAMLISCULAR Wi
08 SUBCATANEOUS S/ AN DFIO ANTAGONST ans
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What happens if you administer Naloxone to a
person NOT using opioids?

A Withdrawal
2.  Sedation
c. Pain Relief

. Nothing



Naloxone Prices

Injectable Mylan $23.72 (2014) $23.72
e 0.4mg/ml vial

Auto-Injector (Evzio) Kaleo $690 (2014) $4500
* 2 pack pre-filled

Nasal spray $150 (2015) $150

* Single use

Gupta R, Shah N, Ross J. The rising price of naloxone. Dec. 2016. NEJM 375;23. 2213-15




Naloxone kits
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Which of the following is a recommended route of
administration for Naloxone?

A Intramuscular

B. hfravenous

c. Intranasal
p. Subcutaneous

. All of the above are recommended routes



Stocking Naloxone

Pharmacies




Conclusions




- You warned him

~ . about the monsters
in his closet,
not the ones in

who abuse
et them from

https:
https:/ /www.bmc.org /research/maximizing-opioid-safety-naloxone-moon-study /moon-study-opioid-safety-and-naloxone-public/2016-winners

neuroethicscanada.wordpress.com/tag/dsm



Presenter
Presentation Notes
Please, have the discussions with your patients about a plan, talk about the risks and benefits, talk about the reversal agent if you have a dose greater than 50mme, if they are taking home a dose more than 50mme…

What questions do you have?


https://neuroethicscanada.wordpress.com/tag/dsm/

CDC 2016 — Opioids for Chronic Pain

* Non-pharmacologic therapy and non-opioid therapy are preferred
for chronic pain

* Only consider opioids if expected benefits for both pain and
function outweigh the risks

* If used, should be combined with non-pharm + non-opioid therapy

* Before starting opioid therapy for chronic pain, providers should
establish treatment goals (realistic) and consider how therapy will
be discontinued

* Before starting opioid therapy, providers should discuss known risks
and realistic benefits




CDC 2016 — Opioids for Chronic Pain

* Prescribe immediate-release opioids instead of extended release

* Use the lowest effective dosage
* Precautions when increasing dosage to >50MED per day
* Avoid >Q0MED per day

* If initiating for acute pain, 3 days or less will often suffice
* More than 7 days rarely needed

* Evaluate benefits and harms within 4 weeks of starting opioids and
then every 3 months.

* Reduce or discontinue if benefits do not outweigh the harm (decrease
by 10% per week)




CDC 2016 — Opioids for Chronic Pain

* Evaluate other risk factors for harm
* History of overdoses, substance abuse)
* Offer naloxone if necessary

* Review patient’s history of controlled substance prescriptions using state
prescription drug monitoring programs

* Use urine drug testing before and at least annually to screen for other
controlled and illicit drugs

* Avoid using opioids with benzodiazepines whenever possible

* Offer or arrange buprenorphine or methadone with behavioral therapies
for patients with opioid use disorder

CDC Guideline for Prescribing Opioids for Chronic Pain — United States, 2016
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