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Objectives

* At the end of this presentation, the participant will be able to:

Describe the pathophysiology of pain as it relates to the concepts
of pain management.

Identify evidence-based non-opioid options for the treatment
of pain.

Manage ongoing o
may be associated

Tips

* References

= Listed throughout and at the end of the
presentation

Pathophysiology of Pain




Acute and Chronic Pain’
Acute Pain Chronic Pain
Temporal Features Recent, well-defined onset; Remote, ill-defined onset; duration
P expected to end in days of weeks | unpredictable
. . . Essential warning; impels rest and
Biologic Function avoidance of further harm None apparent
Intensity Variable Variable
Associated Affect An><|et¥ common when severe or Irritability or depression
cause is unknown
Associate pain-related Pain behaviors common when May or may not give an indication
y severe or cause is unknown h
behaviors ) . - of pain
(i.e., rubbing, splinting)
. . May have vegetative signs
Associated features hMay havg §|gns of sympathetic (i.e., weight loss, loss of appetite,
yperactivity when severe N .
insomnia)
Types and examples Post-operative trauma, burns, AIDS, cancer, osteoarthritis,
ypP P headache, IBS neuropathic pains, osteoarthritis

THE NEUROMECHANISMS OF PAIN

Periphera Pain

Modulators },},
= Histamines
- Prostaglandins | © e

» Cytokines

+ Bradykinin

= Substance P
= Others

®

Descending
Neurotransmitters:

= Serotonin

+ Norepinephrine

» Endogenous opiates
= Others

<

X
e | b TR L

Physiology of Pain — Neurochemical Mediators

* Alarge number of Excitatory Inhibitory
t itt d oth (Promotes or (Blocks or dampens
neuro‘ ransmi _ers and other | ipiensifies the pain the pain process)
chemical mediators play a process)
role in p_aln processing and Key mediators Key mediators
modulation. * Glutamate « Opioids
* Mediators actin a « Substance P « Norepinephrine
complex and « Prostaglandins « Serotonin
interrelated process. Gamma-
aminobutyric acid
(GABA)




Slide 7

RKO Sally, is this source (please see under slide), a "classic" or should it

be updated?
Renee Kirshner, 2023-07-21T16:45:14.853

WWO 0 Please leave this - this is the citation that all use for this

differentiation
Wendy Wright, 2023-07-26T12:42:24.408

RKO 1 Left as is.
Renee Kirshner, 2023-07-28T15:36:36.386



Physiology of Pain — Pathways and Effects on Pain Perception?

* Pain is a complex process mediated by multiple pathways and
mechanisms both in the periphery and central nervous system
(PNS and CNS [spinal cord and brain]).

* Fundamental characterization of pain
= Nociceptive/inflammatory

* Activation of pain-sensitive afferent neural pathways in response to injury
= Neuropathic

* Abnormal pain processing due to lesion of peripheral or central nervous
system or both

10

Nociceptive Pain — Somatic?

¢ Somatic pain
= Pain resulting from activation of nociceptors in the cutaneous (skin
and underlying tissues) or deep tissues such as bone, blood vessels,
muscles, and other supporting structures
= Superficial somatic pain

Pain syndrome examples
= Traumatic bone fractures
= Muscle sprains
= Post-op incision pain

11

Nociceptive Pain — Visceral?

* Visceral pain
= Activation of nociceptors in the organs and linings of the body
cavities capable of responding to stimuli caused by stretching,
inflammation, or ischemia to visceral structures

Pain syndrome examples
= Pancreatitis
= Hepatic metastases
= Irritable bowel syndrome

12




Neuropathic Pain3

* Pain believed to be sustained by aberrant somatosensory
processing in the peripheral nervous system (PNS) or CNS
= “Centrally mediated”

¢ Deafferentation pain (e.g., phantom pain)

* Sympathetically maintained pain (e.g., Complex Regional Pain
Syndrome - CRPS)

= “Peripherally mediated”
* Originate in the nerve root, plexus, or nerve
* Polyneuropathies and mononeuropathies

Prevalence of Neuropathic Pain
Tie douloureux | ]
HiV-associated pain :]
Poststroke pain | |
Phantom
(postamputation) pain :]
Multple sclerosis | |
sympanent dysvomy |
Spinal cord injury
Cancer-related pain
Postherpetic neuralgia
Diabetic neuropathy
Low back pain V/a
o 0'1 0'2 0'3 0'4 0‘5 0‘64 20 21
U.S. prevalence (millions of cases)
Image source: Adapted from Bennett, G.J. (1998). Neuropathic pain: new insights, new interventions. Hosp Pract (1995), 33(10):95-8, 101-414 14
10710 0z acol oln b goo7ga5as)
Possible Descriptions of Neuropathic Pain
Sensations*
* Numbness * Lancinating
* Tingling * Electric-like
* Hot-burning * Raw skin
* Paresthetic * Shooting
* Paroxysmal * Deep, dull, bone-like ache

15



Slide 14

RKO This chart is generic enough that | don't believe it needs to be an
image. The source used is from 1998. Did you want to update the

info on this chart? (It's 25 yrs old of data)
Renee Kirshner, 2023-05-25T719:26:20.007

WWO0 0 Renee - truly the only point of this slide is to set up the reason |

speak on the top three scenarios in this lecture
Wendy Wright, 2023-06-04T18:05:08.725

RKO 1 Sally, based on what Wendy mentions above, | am going to
assume that the reference at 1998 is okay and will leave as is. Let

me know if that is not correct. Thanks
Renee Kirshner, 2023-07-21T715:31:21.591

WWO 2 Please leave as is -
Wendy Wright, 2023-07-26T12:42:45.746

RKO 3 Left as is.
Renee Kirshner, 2023-07-28T15:38:24.190

Slide 15

RKO Wendy, source from 1990s. Too long ago? Alternatives to consider

under the slide. Hope one works. Thanks
Renee Kirshner, 2023-07-21T716:52:15.451

WWO 0 https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6003018/

Can use this one
Wendy Wright, 2023-07-26T12:43:29.752

RKO 1 Completed.
Renee Kirshner, 2023-07-28T15:44:32.274



Possible Descriptions of Neuropathic Pain (continued)

Signs/Symptoms*

¢ Allodynia: Pain from a stimulus * Muscle and tissue spasm,

that does not normally evoke

tightness, and tenderness

pain
= Thermal
= Mechanical

* Muscle weakness and atrophy

¢ Skin color changes, rashes,
swelling, and temperature

* Hyperalgesia: Exaggerated abnormality

response to a normally painful
stimulus

16

Nociceptive vs. Neuropathic Pain

| Nociceptive Pain | |

Mixed Type

| | Neuropathic Pain |

Caused by activity in
neural pathways in
response to
potentially tissue-

Caused by a
combination of both
primary injury and
secondary effects

Initiated or caused
by primary lesion or
dysfunction in the
nervous system3

damaging stimuli?

Postoperative

pain

lechanical
low back pain

Pain from
injuries

Postherpeti

neuralgia

Neuropathic
low back pai

Trigeminal
neuralgia

Central
post-stroke
pain

Distal
polyneuropathy
e.g., diabetic, HIV,

17

TYPES OF PAIN

NOCICEPTIVE /
INFLAMMATORY

v

NOCIPLASTIC

v

MIXED TYPES
(NOCICEPTIVE /
NEUROPATHIC)

vv

NEUROPATHIC

Pain in response to
an injury or stimuli;

Pain that arises from
altered nociceptive
function; typically

Pain that develops
when the nervous
system is damaged;

Primary injury and
secondary effects

pically acute chronic chronic
Post-operative pain, Fibromyalgia, neu’;’ft:ifz‘:‘mal
sports injuries, irritable bowel 'gia, trig
° neuragia, distal
arthritis, sickle cell syndrome, Borsicpisin
disease, mecharical | | nonspecifc low back | | oRBE nellopatio
W back pi pal low back pain

18




Slide 16

RKO Wendy, source from 1990s. Too long ago? Alternatives to consider

under the slide. Hope one works. Thanks
Renee Kirshner, 2023-07-21T716:56:31.751

WWO 0 https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6003018/
Wendy Wright, 2023-07-26T12:43:36.526

RKO 1 Completed.
Renee Kirshner, 2023-07-28T15:45:07.265



)
What is mixed pain?

Which of the following pain combinations are possible
representations of mixed pain?

. Somatic and visceral pain

. Somatic and neuropathic pain

. Visceral and neuropathic pain

. Somatic, visceral and neuropathic pain
. All of the above

moow>»

19

|y
What is mixed pain?

Which of the following pain combinations are possible
representations of mixed pain?

. Somatic and visceral pain

. Somatic and neuropathic pain

. Visceral and neuropathic pain

. Somatic, visceral and neuropathic pain
. All of the above

moow >

20

20

Mixed Pain

* Mixed pain includes®®:
= Specific pain syndrome such as fibromyalgia, headache syndromes,
and low back pain
= Specific disease states such as cancer or AIDS

= Presentations of pain caused by multiple etiologies (e.g., cancer-
related pain and post-herpetic neuralgia)

= Mixed neuropathic pain is characterized by both peripherally and
centrally mediated pain (e.g., stump pain from amputation and
phantom limb pain).

21

21




Slide 19

DLMO Wendy- do you want this slide repeated with the answer
highlighted?
Dunsmuir, Larlene M, 2023-07-24T16:03:31.998

WWO0 0 UPON CLICK - ANSWER IS E - CAN HIGHLIGHT OR MAKE

YELLOW
Wendy Wright, 2023-07-26T12:44:01.178

RKO 1 See next slide for answer slide.
Renee Kirshner, 2023-07-28T15:46:31.339

Slide 20

DLMO Wendy- do you want this slide repeated with the answer
highlighted?
Dunsmuir, Larlene M, 2023-07-24T16:03:31.998

WWO0 0 UPON CLICK - ANSWER IS E - CAN HIGHLIGHT OR MAKE

YELLOW
Wendy Wright, 2023-07-26T12:44:01.178

RKO 1 completed
Renee Kirshner, 2023-07-28T15:47:17.259



What is multimodal therapy?

Which statement is true in regard to multimodal drug therapy?

1. Combines drugs and techniques that target more than one
pain mechanism

2. Provides balanced and safer pain therapy
3. Incorporates into major pain management guidelines

moow

A.
. Option #2

. Option #3

. All of the above

. None of the above

Option #1

22

What is multimodal therapy?

Which statement is true in regard to multimodal drug therapy?

1. Combines drugs and techniques that target more than one
pain mechanism

2. Provides balanced and safer pain therapy
3. Incorporates into major pain management guidelines

A.

moow

Option #1

. Option #2

. Option #3

. All of the above

. None of the above

2

23

Multimodal Therapy

24




HOW IS PAIN MANAGED?

25

Treatment Goals for Acute and Chronic Pain

Acute Pain Chronic Pain

* Diminish suffering,
including pain and
associated emotional
distress”

* Early intervention, with
prompt adjustments in
the regimen for
inadequately controlled

*Multidisciplinary
pain management?
*Reassess and

i djust pai
pain’® acjust pain - « Increaselrestore physical,
* Reduction of pain to management plan social, vocational and
as needed® :

acceptable levels” recreational function”

* Facilitation of recovery
from underlying disease
or injury?

*Monitor processes
and outcomes of
pain management?

* Optimize health including
psychological well being?

* Improve coping ability and

relationships with others?

26

Drug Therapy of Acute Pain — An Evolving Understanding

* Recognizing the need for a multimodal approach to drug therapy

= Combinations of drugs and techniques that target more than 1 pain
mechanism, not 2 drugs that target the same°

= Not a new concept, but one that is gaining increasing attention as a
therapeutic framework®

= Strong evidence to support the utility of this approach; incorporated
into major pain management guidelines

* American Society of Regional Anesthesia and Pain (ASRA)!"
* American Pain Society (APS)®
* American Society of Anesthesiology (ASA)'"

27
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Slide 26

RKO Wendy, source is from 1997. (too old?) Alternatives for

consideration under the slide.
Renee Kirshner, 2023-07-21T17:56:11.726

WWO 0 PLEASE LEAVE - THIS IS A PIVOTAL PAPER
Wendy Wright, 2023-07-26T12:44:24.605

RKO 1 Left as is
Renee Kirshner, 2023-07-28T15:50:15.058



POTENTIAL SITES OF ACTION FOR ANALGESIC AGENTS

WP My
f‘.é

Peripherally } Centrally
Mediated Pain: g Mediated Pain:

- Acetaminophen | + Alpha-2 agonists
+ NSAIDs | * Anticonvulsants
- Opioids - Ca* channel

- Topical anesthetics | \L‘ % & antagonists
= oY . NMDARAs
r ‘4 + Opioids
3 + TCA/SNRI
2 y

antidepressants

Most pain conditions are a combi of
peripherally and centrally mediated processes

28

Drug Therapy for Acute Pain — Moving to a Multimodal Strategy

* Multimodal therapy: Combining classes of agents

= Opioids plus NSAIDs reduced postoperative morphine use by
approximately 50%, with associated decrease in opioid-induced
adverse effects and increase in patient satisfaction’24

= Opioid plus gabapentin or pregabalin reduced opioid
requirements, pain, and opioid-induced adverse effects. % 16

= Combining 2 classes of agents with opioids extends the
multimodal model.

29

Case-based Learning
Acute Pain from End-stage OA

30




Clinical Case: End-stage Osteoarthritis (OA)

* Mrs. R is a 72-year-old woman presenting to her primary care
provider with a 2-week history of swelling on the lateral aspect of
her right knee and painless right sided foot drop.

* Imaging studies revealed end-stage osteoarthritis with swelling

over the fibular head.

i * The patient rated her pain a 7 out of 10.

31

Clinical Case: End-stage Osteoarthritis (OA) (continued)

* Mrs. R is a candidate for primary replacement of her knee.
= She will undergo surgery in two weeks.
* Previously maintained on daily NSAID doses
= Patient must discontinue NSAID in preparation for surgery to avoid
interference with coagulation.

32

Osteoarthritis (OA)

* A degenerative disorder that
results from breakdown of
articular cartilage in the synovial
joints
= Thought to be due primarily to

wear and tear
= Non-specific inflammatory
changes may also affect the joints

33




Slide 33

RKO The image is from Medscape. Thank you providing the URL.
Unfortunately Medscape is copyrighted. Did you want to write for
permission? If not, please change image out. Thank you.

Should | use the source as a reference for the information on the

slide? Please advise. Thanks,
Renee Kirshner, 2023-05-26T01:31:46.786

WWO0 0 You can remove - not sure if you have any pictures of
osteoarthritis knee - or joints that available = the review course has

one
Wendy Wright, 2023-06-04T18:09:45.997

RKO 1 Wendy, please see far left off the slide. | found 2 possible

alternative images for knees. Hope one of them works.
Renee Kirshner, 2023-07-21T15:47:09.526

WWO0 2 Shutter stock image is fine - either
Wendy Wright, 2023-07-26T12:48:15.275



Clinical Case: Osteoarthritis

What is the BEST pharmacologic treatment for the patient’s end-
stage OA pain during the 10-day time period prior to her knee
replacement surgery?

. Continue NSAIDs with acetaminophen at higher and more frequent doses.
. Opioid therapy

. Antidepressants

. Topical anesthetics

moom>»

. None of the above

34

Clinical Case: Osteoarthritis

What is the BEST pharmacologic treatment for the patient’'s end-
stage OA pain during the 10-day time period prior to her knee
replacement surgery?

. Continue NSAIDs with acetaminophen at higher and more frequent doses.
. Opioid therapy

A

B

C. Antidepressants
D. Topical anesthetics
E

. None of the above

35

Pain Management Best Practices: 2019 Report?!

¢ Patient-centered care in the diagnosis and treatment of acute and
chronic pain
* A multimodal approach that includes medications, nerve blocks,
physical therapy, and other modalities should be considered for
acute pain conditions.
= Acetaminophen can be effective for mild to moderate pain.
= NSAIDs such as aspirin, ibuprofen, and naproxen can provide
significant pain relief for inflammation, such as from arthritis, bone
fractures or tumors, muscle pains, headache, and acute pain caused
by injury or surgery.

36




Slide 35

RKO Please provide answer. Thanks
Renee Kirshner, 2023-05-26T01:38:35.489

WWO0 0 There is no one correct answer - B and D are both correct but |

talk through this
Wendy Wright, 2023-06-04718:10:28.060

RKO 1 Thanks, will leave as is.
Renee Kirshner, 2023-07-21T15:48:05.308



OTC Analgesics:
Where do they fit in pain management?

Multiple guidelines recommend OTC analgesics for the management of
acute and chronic pain.

Numerous products, formulations, and delivery options are available.

directed by healthcare providers to use OTC analgesics.

OTC analgesics are often more cost-effective for the consumer given the
trend of higher deductibles and copays.

[Consumers can self-manage pain with OTC analgesics but are often also }

[May be used individually or as an adjunct to RX medications
7

3

OTC Analgesics — Numerous Options

[ NSAIDS |
| Oral [ Topical |
[ Acetaminophen |
| Oral [ Suppository |
[ Capsaicin |
[ Gel [ Patch |
7
[ Lidocaine |
[ Gel [ Patch |

7
[ Menthol/methyl salicylate |

| Gel | Patch |

38

What’s coming soon? * Nerve growth factor inhibitors
= Fasinumab

= Tanezumab (Rejected by FDA)

39




How do you want to treat
this patient?

40

Case-based Learning
Postherpetic Neuralgia

@

41

Clinical Case: Cancer-related Pain and Post-herpetic Neuralgia

* Mrs. M is a 56-year-old woman with advanced breast cancer with
bony metastases in the right femur and iliac crest and hepatic
metastases maintained on stable doses of opioids.

* Four months ago, she developed acute herpes zoster (shingles)
treated only with antiviral therapy and additional intermittent opioids
with little relief.

a2

42




Clinical Case: Cancer-related Pain and Post-herpetic Neuralgia
(continued)

* At her medical oncologist'’s office, she reports steadily increasing
pain in the area of her torso, unrelieved by her opioid medication.
¢ She states that wearing clothing over that area of her body causes

excruciating pain.

= Current pain status
* Severe pain in the torso and upper limbs
* Average pain intensity 6 to 8 (0 to 10)
* Worst pain intensity 8 to 10

43

Clinical Case: Breast Cancer History

¢ Health history

= Advanced but relatively stable breast cancer

= Recent recovery from varicella zoster infection
* Analgesic therapy

= Extended-release morphine 60 mg q12h

= Short-acting morphine 15 mg q2h PRN

44




Slide 45

RKO

RK1

| couldn't find a source for this image on Google search. | tried
accessing the URL, it went to page not found.

| did find: https://www.micromedexsolutions.com/home/dispatch/
(I do not have a login and didn't know if | needed to create one or
if allowed)

Can you provide a different URL? Please advise. Thanks
Renee Kirshner, 2023-05-26T11:09:39.776

| did find an article that may have one or two images that may fit.
However permission to use images will need to be obtained.
Please see far left for one of the images, the article and URL to gain

permission. Thanks.
Renee Kirshner, 2023-05-26T11:24:58.763

WW?1 0 Is there an image on zoster that is available? Picture from derm

images??
Wendy Wright, 2023-06-04T18:12:21.548

RK1 1 Wendy, found the image on the slide from FNP Derm. Hope it

works.
Renee Kirshner, 2023-07-21T15:55:35.664

WW1 2 fien

Wendy Wright, 2023-07-26T712:48:41.099

WW1 3 fine

Wendy Wright, 2023-07-26T712:48:44.388



o
Clinical Case: Breast Cancer Initial Assessment

* Patient reports excruciating pain in her torso and upper arms.
= What type of pain is she experiencing?
* Chronic cancer pain (somatic and visceral in origin)

* Postherpetic neuralgia (PHN)
¢ Cutaneous hypersensitivity (allodynia and hyperalgesia)
* All of the above

46

Typical Locations of Herpes Zoster

* 56% thoracic
* 13% lumbar

* 13% cranial

* 11% cervical
* 4% sacral

* 3% other sites

47

Characterization of Pain Associated With PHN

* Dysesthesia

= An unpleasant abnormal sensation, spontaneous or evoked?324
* Hyperalgesia

= Pain of exaggerated severity in response to normally painful stimulation2324
* Allodynia

= Pain evoked by a normally innocuous stimulus?3 24

¢ Allodynia in some patients with PHN is a form of chronic secondary
hyperalgesia maintained by input from intact and possibly “irritable” primary
afferent nociceptors to a sensitized CNS.25

48




Slide 46

RKO Is this a question that needs an answer slide or just a "talking

point" to the case?
Renee Kirshner, 2023-05-26T11:28:09.976

WWO 0 It is a talking point
Wendy Wright, 2023-06-04T18:17:06.502

RKO 1 Thanks
Renee Kirshner, 2023-07-21716:00:18.321

Slide 47

RKO | couldn't find this image on Google search. Please provide URL.
Please see far left off the slide for possible alternatives (from

Shutterstock). Thanks
Renee Kirshner, 2023-05-26T11:39:26.828

WWO0 0 We can use shutter stock if you keep the numbers next to it and

just sub out the image
Wendy Wright, 2023-06-04T18:17:41.809

RKO 1 Let me know if there is an issue. Thanks
Renee Kirshner, 2023-07-21T16:06:03.027

WWO 2 This is great
Wendy Wright, 2023-07-26T12:49:40.354

RKO 3 Glad it works :)
Renee Kirshner, 2023-07-28T19:40:08.285

Slide 48

RKO Wendy, 1990s source: Alternatives to consider below the slide.
Renee Kirshner, 2023-07-21T18:12:19.943

WWO0 0 https://www.ncbi.nIm.nih.gov/pmc/articles/PMC5036669/#:~:text=

https://trialsjournal.biomedcentral.com/articles/10.1186/s13063-01¢

Use both
Wendy Wright, 2023-07-26T12:49:55.095

RKO 1 completed
Renee Kirshner, 2023-07-28T16:24:42.884



PHN - Risk Factors * Age26-28

* Severity of acute pain26-28
* Severity of acute rash26-28
* Painful prodrome26

* Gender — Female?®

49

Duration of Pain Associated with PHN and Increased Age?®

100

w1 Year
@6-12 Months
016 Months
m<1 Month

Patients reporting pain (%)*

o i

019 2029 30-39 4049 50-59 6069 270
Age (years)

*Population represents those referred to a pain clinic. 50

RK0)

50

Clinical Case — Breast Cancer Treatment Plan

How would you manage this patient's PHN pain?

. Lidocaine 5% patch

. Opioid analgesics

. Tricyclic antidepressants (TCAs)
. Anticonvulsants

. Multimodal therapy

mooOw>»

51




Slide 49

RKO Wendy, please see source from 1990s. Alternatives to consider

below the slide.
Renee Kirshner, 2023-07-21T718:18:13.059

WWO0 0 Alternative sources to consider:
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4932239/

https://karger.com/drm/article-abstract/235/5/426/114198/Analysis

These are fine
Wendy Wright, 2023-07-26T12:50:16.598

RKO 1 completed
Renee Kirshner, 2023-07-28T16:26:33.584

Slide 50

RKO Larlene, Please see source. It's NEJM. | can't seem to access the
entire article to see if this chart was used or is actually adapted
from (as stated). Normally, the chart is generic enough to let slide
but it's NEJM which is a BIG NO...so | just want to verify not part of
the initial article. Can you verify one way or another for me?

Thanks
Renee Kirshner, 2023-05-26T11:52:02.223

DLMO 0 Yes, | think it is generic enough and fine to use. | do wish it was
more current.... | have done a search and really can't find anything

more current to replace it with.
Dunsmuir, Larlene M, 2023-07-24T17:50:31.955

WWO 1 Keep please
Wendy Wright, 2023-07-26T12:50:25.178

RKO 2 Left as is
Renee Kirshner, 2023-07-28T16:33:23.486

Slide 51

RKO Is an answer slide needed for this question?
Renee Kirshner, 2023-05-26T12:11:23.157

WWO 0 It is a talking point
Wendy Wright, 2023-06-04T18:18:02.888

RKO 1 Thanks
Renee Kirshner, 2023-07-21T716:08:50.519



Management Strategies for PHN?°

Therapy Limitations
« Erythema or rash
Lidocaine 5% patch « Caution in patients receiving class |

antiarrhythmics
« Anticholinergic AEs, sedation, cardiac

Antidepressants conduction abnormalities
) « Somnolence, dizziness, gait disturbances,
Anticonvulsants
Gl upset
Opioid analgesics * CNS- and Gl-related AEs

Dual mechanism agents |+ Similar to opioids but with better Gl profile

52

Classes of Pain Medications — Local Anesthetics??

Examples: Lidocaine,
bupivacaine
* Modulate sodium channels
* When administered peripherally,
may produce differential
* Also known as sensory block
= Interrupts some nerve
conduction, but leaves motor
function unaffected
= Some nerves are more readily
blocked than others, depending
on size and myelination.

Image source: Used with permission from Wendy Wright

53

Classes of Pain Medications — Local Anesthetics?? (continued)

Examples: Lidocaine,
bupivacaine (cont.) (7] - w
¢ Interrupts pain input at the ® [}

® &% ® o

nerve roots
LOCAL ANESTHETIC

* Associated with few adverse

Image source: Used with permission from Wendy Wright

54



Slide 52

RKO Wendy, source from 1990s. Alternatives to consider under the

slide.
Renee Kirshner, 2023-07-21T718:23:00.781

WWO 0 That's because this is when the product was developed; please
leave
Wendy Wright, 2023-07-26T12:50:48.378

RKO 1 Left as is
Renee Kirshner, 2023-07-28T19:40:46.527

Slide 53

RKO Could not find source for image after Google search. Please see
far left off the slide for possible alternative...unless you have a URL
to provide for existing image. s this a FHEA image? Please advise.

Thanks (Decision will effect slide 70, same image used)
Renee Kirshner, 2023-05-26T12:32:39.365

WWO0 0 It is so generic that | don't think it an issue to use - if you have to

- remove it
Wendy Wright, 2023-06-04T18:18:38.661

RKO 1 Sally, remove image and/or use "use with permission from Wendy
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I@Topical vs. Transdermal Medication Delivery Systems

Topical (lidocaine patch 5%)% 32-34 Transdermal (fentanyl patch)* 35

Peripheral tissue activity Systemic activity
Applied directly over painful site Applied away from painful site
Minimal systemic absorption Serum levels necessary
Systemic AEs rare Systemic AEs common
From Biish Columbia nstiute of Technology (BCIT).(2017), Applying lying_ransdermal_patchpg) CC
BY 4.0; From Tahar, D. (2018).Generic Fentanyl Transdermal Patch 55
(https://commons.wikimedia.org/wiki/File:A_generic_fentanyl_transdermal_patch, with_a_release_rate_of 12mcg_per_hour, applied to_the_skin_%28cropped%29.ipg) CC BY-SA 4.0.
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Lidocaine Patch 5%

¢ Lidocaine 5% in pliable patch3®

* Up to 3 patches applied once daily directly over painful site37. 39
= 12 h on, 12 h off (FDA-approved label)
= Recently published data indicate 4 patches (18—-24 h) safe

* Efficacy demonstrated in 3 randomized controlled trials
on PHN32 38,39

* Drug interactions and systemic adverse effects unlikely.3 3240
= Most common adverse effect: Application-site sensitivity

* Clinically insignificant serum lidocaine levels?

* Mechanical barrier decreases allodynia3®
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Classes of Pain Medications — Antidepressants??

* Tricyclics
= Examples: Amitriptyline, nortriptyline, desipramine

= |Inhibit both norepinephrine (NE) and serotonin reuptake to varying
degrees

= Possesses other properties (e.g., local anesthetic-like activity)
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* Commonly reported AEs
(generally anticholinergic)
= Blurred vision
= Cognitive changes
= Constipation
= Dry mouth
= Orthostatic hypotension
= Sedation
= Sexual dysfunction
= Tachycardia
= Urinary retention

Tricyclic Antidepressants — Adverse Effects??

Most

AEs
* Amitriptyline
* Doxepin
* Imipramine
* Nortriptyline
* Desipramine

Fewest

AEs
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Antidepressant Use for PHN
2005 study revealed that TCAs and SSRIs reduced PHN pain, with
desipramine providing satisfactory relief in 80% of those treated.

A Comparison of Pain Intensity Reduction
with 3 Antidepressants

50%

40%

30%

20%

10%

0%

Reduction in Pain Intensity

Desipramine

Amitriptyline

Fluoxetine
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F Classes of Pain Medications — Antidepressants?? (continued)

S HT RECEPTOR

* Serotonin norepinephrine
reuptake inhibitors (SNRIs)

= Examples: Venlafaxine,
duloxetine

= Selective serotonin reuptake
inhibitors (SSRIs) have not been
shown to be particularly effective
as pain therapy.

Adverse effects vary by class of

agent, and include dry mouth,

blurred vision, nausea,

constipation, agitation, dizziness,

and drowsiness
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s
Classes of Pain Medications — Local Anesthetics??

Examples: Gabapentin, pregabalin,

lamotrigine, topiramate

®

* Decrease excitability of neurons by o . j
modulating sodium channels; does not ® @ ol
act on GABA =

* Emerging as top-line adjunct in acute
pain and first-line therapy in chronic pain |-
¢ Adverse effects/limitations
= Most common adverse effects are CNS

related, including sleepiness, dizziness,
and fatigue.

Image source: Used with permission from Wendy Wright
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Treatment Plan and Outcome for Mrs. M.

* 56-year-old breast cancer patient with PHN

= After weighing treatment options, the patient was eventually treated
with multimodal therapy.
* Continue current opioid therapy.
* Gabapentin was given and topical lidocaine was given for local relief.
or
¢ Consider treatment with a single acting dual mechanism agent.
= The patient recovered comfortably over the next 3 weeks.
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Case-based Learning

Chronic Low Back Pain

6

63
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Clinical Case — Chronic Lower Back Pain (CLBP)

® Mr. L is 46-year-old man with history of CLBP, Type 2 diabetes,
and osteoarthritis.

* Presents with an acute episode (onset 1-day prior) of low back
pain

* Body mass index (BMI) — 38 kg/m?

* History of depression (currently taking sertraline)
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Clinical Case — CLBP History

¢ Current pain status

= Intermittent unilateral pain in the left leg with radiating weakness to
the foot

= Intensity ranges from 5/10 to 9/10
* Health history
= Moderate osteoarthritis in the knees

= Moderate chronic low back pain for approximately 5 years after an
automobile accident
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Clinical Case — CLBP History (continued)

* Medication history
= Increasing doses of extended-release oxycodone over past year
= Diclofenac sodium topical gel 4 g QID to each knee

= Oxycodone extended-release 80 mg q12h with short-acting
oxycodone 15 to 30 mg every 3 to 4 hours as needed
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Clinical Case — CLBP Initial Assessment

Current status

¢ Currently patient presents with unrelieved intermittent unilateral
radiating pain down the left leg and increased pain in both knees from
osteoarthritis.

* Mr. L. is insisting that doses of his opioids be increased as he cannot
stand the pain.

* He reports that he is tired of being on disability and wants to have a
better quality of life.
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Clinical Case — CLBP Initial Assessment (continued)

Identify the possible pathophysiological
mechanisms for his pain.

Why is this patient not achieving adequate pain relief with his opioid
regimen?

. Opioid nonresponsive neuropathic pain
. Opioid tolerance

. Worsening depression

. Opioid hyperalgesia

. Aberrant drug-seeking behaviors

moow>»
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Does this patient have opioid nonresponsive neuropathic pain?

Examples: Morphine,

oxycodone, fentanyl

* Remains therapeutic mainstay
for moderate to severe pain
management??

* Most common agents in the
class act at the mu receptor.22 MU RECEPTOR

* Agonistic effects both in
peripheral nociceptors and
centrally (spinal cord and
descending pathway)??

Image source: Used with permission from Wendy Wright
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Does this patient have opioid nonresponsive neuropathic pain?
(continued)

Examples: Morphine,

oxycodone, fentanyl (cont.)

* Considerations
= Past hx of drug or alcohol abuse
= Low starting dose '
= Dosing spread around the clock

and not PRN Mu RECEPTOR [

'

Image source: Used with permission from Wendy Wright
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Is this patient developing tolerance or is pain worsening?

* Opioid tolerance is a “shift to the
right” in the dose-response curve.
= Higher dose required over time to

maintain the same level of
analgesia

* Tolerance can be
pharmacokinetic...
= Drug or concomitant medications

upregulate metabolic pathways
that remove opioids from the body

Image source: Used with permission from Wendy Wright
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Is this patient developing tolerance or is pain worsening?
(continued)

¢ ...or pharmacodynamic
= Desensitization

* Physiological changes to the
opioid receptors

= Downregulation

* Internalization of opioid
receptors by endocytosis,
reducing their numbers

Image source: Used with permission from Wendy Wright
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"

Is depression worsening? Psychological factors?

* Prolonged back pain may be
associated with a psychological
disturbance, manifesting as...42-44
= Behavioral
= Cognitive
= Affective

= Somatoform
(psychophysiological)

* Psychological factors that may
contribute to or be caused by
chronic LBP include...42.43
= Depression
= Anxiety
= Somatization
= Posttraumatic stress disorder

= Pre-existing bipolar or other
disorders

]
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pain (CLBP).4%

Social issues may contribute to chronic lower back

¢ Job dissatisfaction/loss of ability to work

¢ Pursuit of disability compensation

¢ Substance abuse

¢ Family dynamics

* Financial issues

* Loss of social identity or context

* Loss of ability to participate in recreational activities
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Could this patient have opioid-induced hyperalgesia (OIH)?

* Increased sensitivity to pain resulting from opiate administration*®

* Opioids, in addition to providing analgesia, set in motion anti-
analgesic or hyperalgesic processes*’

* Pain-free animals made tolerant to morphine have significantly

decreased tolerance to pain.4”

* Opioid “tolerance” may not be a downregulation of analgesic
systems, but an upregulation of hyperalgesic systems.48
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Differential Assessment46

* General principles

= Presence of worsening pathology or psychological influences can
contribute to reports of increased pain, but are not related to opioid
administration

= Tolerance, withdrawal-related symptoms, pseudo-addiction, or
addiction can be differentiated by increasing opioid dose and/or
frequency.

= |f reports of pain increase with upward opioid titration, OIH should be
considered.
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Clinical Case — CLBP Initial Assessment

Identify the possible pathophysiological
mechanisms for his pain.

Why is this patient not achieving adequate pain relief with his
opioid regimen?

. Opioid-nonresponsive neuropathic pain
. Opioid tolerance

. Worsening depression

. Opioid hyperalgesia

. Aberrant drug-seeking behaviors

moow >
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Designing an Effective Treatment Plan for Mr. L

* Initial treatment plan
= Continue current opioid regimen (avoid escalating doses).
= Complete opioid treatment agreement.
= Initiate NSAID use while monitoring renal function.
= |nitiate acetaminophen use on a schedule.
= Initiate topical analgesic use.
= Provide patient education (body mechanics, maintaining activity).
= Schedule physical therapy.

78




Slide 77

RKO Please see option A. Is it "unresponsive" instead of nonresponsive?

Does this slide need an answer slide?
Renee Kirshner, 2023-05-26T14:44:49.671

WWO 0 It is nonresponsive
Wendy Wright, 2023-06-04718:20:27.296

RKO 1 thanks
Renee Kirshner, 2023-07-21716:36:26.721



WAFHC Policy, per CDC 2016...

* For all pain patients (acute and chronic)
= Document history and physical examination.
= Complete opioid risk assessment tool.

= Document treatment plan with nonpharmacologic/
pharmacologic treatments.

= Document opioid prescription and rationale.
= Consent form signed for opioids
= Query the NH PDMP and print for electronic health record.
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WAFHC Policy, per CDC 2016...(continued)

¢ Acute pain patients (in addition to items in I)
= Discuss adverse effects, addiction, overdose risks.
= Discuss risks of keeping unused medications in household.

= Discuss options for safely securing and disposing of unused
medications.

= Discuss risks of operating heavy machinery and driving.

= Amounts: 3 days or less; maximum 7 days if warranted and
documented rationale why 7 days is needed

= If pain persists for more than treated time, can renew up to 30 days;
however, after thirty days, must be seen for reevaluation.
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WAFHC Policy, per CDC 2016... (continued)

¢ Chronic pain patients (in addition to items in 1)

= Written Treatment Agreement (Provider Patient Agreement) must be
signed.

= Refer to specialty for high risk of abuse/addiction.

= Refer to specialty for comorbid psych disorder.

= Query PDMP at least two times per year (ideally before every visit).
= Random drug screening

= In general, do not treat chronic pain in office. (Refer to subspecialty.)
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2022: New CDC Guidance*®

* Removes restrictions on dosing

* Encourages providers to use best judgment

* Nonopioids first-line; but opioids when appropriate
= Pendulum is swinging back to the middle.

* Now available

= CDC Clinical Practice Guideline for Prescribing Opioids for
Pain — United States, 2022
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Initiating Opioids

* Begin with IR.

* Prescribe the lowest effective dosage.

* Use caution at any dosage, but particularly when...
= Increasing dosage to 250 morphine milligram equivalents (MME)/day
= Carefully justify a decision to titrate dosage to 290 MME/day.

¢ Always include dosing instructions, including daily maximum.

* Be aware of interindividual variability of response.

* Co-prescribe naloxone (if indicated).

* Co-prescribe bowel regimen.
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Initiating Opioids (continued)

* Re-evaluate risks/benefits within 1-4 weeks (could be as soon as
3-5 days) of initiation or dose escalation

* Re-evaluate risks/benefits every 3 months; if benefits do not
outweigh harms, optimize other therapies and work to taper and
discontinue.

There are differences in benefit, risk and expected
outcomes for patients with chronic pain and cancer pain,
as well as for hospice and palliative care patients.

84



OPIOID RECEPTORS IN THE BRAIN:
RELATIONSHIP TO ANALGESIA, OUD, AND WITHDRAWAL

1. Periaqueductal

gray
Prefrontal {pain center)

cortex
2. Nucleus accumbens
(reward center)

3. Locus coeruleus
(physical dependence/withdrawal center)
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Opioid Adverse Effects

* Respiratory depression — Most * Sweating, miosis, urinary
serious retention
* Opioid-induced constipation * Hypogonadism

(OIC) — Most common * Tolerance, physical dependence,

* Sedation, cognitive impairment hyperalgesia

* Falls and fractures ¢ Addiction in vulnerable patients

Prescribers should report serious AEs to the FDA:

www.fda.gov/downloads/AboutFDA/ReportsManualsForms/Forms/
UCM163919.pdf or 1-800-FDA-1088
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Opioid-induced Respiratory Depression5% 51

* Chief hazard of opioid * Manifested by reduced urge to
agonists, including ER/LA breathe and decreased
opioids respiration rate
= |f not immediately recognized = Shallow breathing

and treated, may lead to
respiratory arrest and death

= Greatest risk: Initiation of
therapy or after dose increase

= CO2 retention can exacerbate
opioid sedating effects
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Opioid

More Likely to Occur ‘

’ Reduce Risk

* In elderly, cachectic, or debilitated
patients
= Contraindicated in patients with
respiratory depression or conditions
that increase risk
* If given concomitantly with other
drugs that depress respiration
* Patients who are opioid-naive or
have just had a dose increase

* Proper dosing and titration are
essential.

* Do not overestimate dose when
converting dosage from another opioid
product.
= Can result in fatal overdose with first

dose

¢ Instruct patients to swallow tablets/
capsules whole.
= Dose from cut, crushed, dissolved, or

chewed tablets/capsules may be fatal,
particularly in opioid-naive individuals
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WHEN TO MOVE FROM IR TO ER/LA OPIOIDS

PRIMARY REASONS

OTHER POTENTIAL REASONS

+ Maintain stable blood
levels (steady state
plasma)

« Longer duration of action

« Multiple IR doses
needed to achieve
effective analgesia

- Poor analgesic efficacy
despite dose titration

« Less sleep disruption

- Patient desire or need to try a new
formulation

« Cost or insurance issues
- Adherence issues

« Change in clinical status requiring an
opioid with different pharmacokinetics

« Problematic drug-drug interactions

@
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Considerations for Change from IR to ER/LA Opioids50-53

/ Drug and dose selection

is critical.

ﬂonitor patients closely for
respiratory depression.

* Some ER/LA opioids or dosage
forms are only recommended
for opioid-tolerant patient.
= Any strength of transdermal

fentanyl or hydromorphone ER
= Certain strengths/ doses of other
ERJ/LA products (check drug /

prescribing information)

* Especially within 24—72 hours of
initiating therapy and increasing
dosage

%
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Considerations for Change from IR to ER/LA Opioids50-53
(continued)

Individualize Dosage by Titration Based on Efficacy,
Tolerability, and Presence of AEs

* Check ER/LA opioid product PI for minimum titration intervals.

* Supplement with IR analgesics (opioids and non-opioid) if pain
is not controlled during titration.
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OPIOID TOLERANCE

If opioid tolerant, still use caution at higher doses

Patients considered opioid tolerant are taking at least

- 60 mg oral morphine/day “‘o“-‘\‘ANT“\
- 25 mcg transdermal fentanyl/hour '.\_‘E ,—/
- 30 mg oral oxycodone/day FOR 1 WEEK
- 8 mg oral hydromorphone/day OR LONGER

- 25 mg oral oxymorphone/day rkkFE
Ve

- An equianalgesic dose of another opioid

Also use caution when rotating a patient aj

on an IR opioid to a different ER/LA opioid

Products restricted to opioid tolerant individuals include transdermal fentanyl
(Duragesic) and hydromorphone (Exalgo).

SOURCE:
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START WITHAN EDT FOR ADULTS

EQUIANALGESIC DOSE USUAL STARTING DOSE
DRUG scnv | PO PARENTERAL | PO
255mgSC/V | 5-15 mg q3—4hr
Morphine 10 mg 30mg | q3-4hr (IR or oral solution)
(1.25-2.5 mg) (2.5-7.5 mg)
5-10 mg q3—4hr
Oxycodone NA 20 mg NA (2.5mg)
5 mg q3-4hr
Hydrocodone NA 30mg  |NA @25me)

0.2-0.6 mg SC/IV
Hydromorphone 1.5mg 7.5mg q2-3hr
(0.2 mg)

1-2 mg q3—4hr
(0.5-1 mg)
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GUIDELINES FOR OPIOID ROTATION

REDUCE CALCULATED EQUIANALGESIC
DOSE BY 25%-50%*

’ SELECT % REDUCTION BASED ON CLINICAL JUDGMENT

Calculate
equianalgesic " N
dose of new CLOSER TO 50% REDUCTION CLOSER TO 25% REDUCTION
opioid from
EDT IF PATIENT... IF PATIENT...
- Is receiving a relatively « Does not have these

high dose of current opioid characteristics
regimen

« Is changing route of
« Is elderly or medically frail administration

*75%-90% reduction for methadone

Q)
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GUIDELINES FOR OPIOID ROTATION (continued)

IF SWITCHING TO METHADONE:

Standard equianalgesic dosing tables are less helpful in opioid rotation to
methadone

For opioid tolerant patients, methadone doses should not exceed
30-40 mg/day upon rotation

- Consider inpatient monitoring, including serial EKG monitoring
For opioid-naive patients, do not give methadone as an initial drug
IF SWITCHING TO TRANSDERMAL:

Fentanyl: calculate dose conversion based on equianalgesic dose
ratios included in the drug package insert
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Informed Consent

Before initiating a trial of opioid analgesic therapy, confirm patient
understanding of informed consent to establish:

Analgesic and Functional .
Goals of Treatment The potential for and how to manage
*Common opioid-related AEs (e.g.,

constipation, nausea, sedation)

Expectations

} * Other serious risks (e.g., abuse, addiction,
} respiratory depression, overdose)

Potential Risks

* AEs after long-term or high-dose opioid
therapy (e.g., hyperalgesia, endocrinologic
or sexual dysfunction)

{ Alternatives to Opioids
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Consider a patient prescriber agreement (PPA). oL

Reinforce expectations for appropriate and safe opioid use.

KObtain opioids from a KSafeguard opioids
single prescriber. = Do not store in medicine
* Fill opioid prescriptions at cabinet.
a designated pharmacy. = Keep locked (e.g., use a

medication safe)

= Do not share or sell
medication.

* Instructions for disposal
J when no longer needed
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Consider a patient prescriber agreement PPA. (continued)

Reinforce expectations for appropriate and safe opioid use.

* Commitments to return for * Frequency of prescriptions
follow-up visits * Enumerate behaviors that
* Comply w/ appropriate may lead to opioid
monitoring. discontinuation.
= e.g., random UDT and pill * An exit strategy
counts
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Patient Prescriber Agreement (PPA)

Document signed by both patient and prescriber at time an
opioid is prescribed.

Clarify treatment plan and goals of treatment w/patient, patient’s
family, and other clinicians involved in patient’s care.

Assist in patient education.

| I S
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URINE DRUG TESTING (UDT)

TO the patient

Urine testing is done FOR the patient, not

Helps to identify drug misuse/addiction

Assists in assessing and documenting adherence

regulations

CLINICAL CONSIDERATIONS
+ Recommend UDT before first prescription (baseline), then
intermittently, depending on clinical judgment and state

Document time and date of last dose taken

Be aware of possible false positives or negatives

Clarify unexpected results with the lab before confronting
patient to rule out poor specimen or error
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SCREENING VERSUS CONFIRMATORY UDTs

rm )
|

SCREENING (Office-based)

CONFIRMATORY
(Send to lab)

Analysis technique

Immunoassay

GC-MS or HPLC

Sensitivity Low or none when testing for
(power to detect a class semi-synthetic or synthetic High
opioids
(meiigs:zt . Varies (can result in false High
it positives or false negatives)
Turnaround Rapid Slow
Lower cost; infended for adrug- | oo
Cost/Other free population; may not be 9 : legally

useful in pain medicine

defensible results

quid
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WINDOWS OF SPECIFIC DRUG DETECTION

How soon after How I fter taking di
taking drug will there | O long after taking drug
Drug P will there continue to be a
be a positive drug ositive drug test?
test? P g test?
Cannabis/ -7 days (can be up 0 1
(tHg) | 173 hours month if long-term use)
Crack (cocaine) 2-6 hours 2-3 days
Heroin (opiates) 2-6 hours 1-3 days
Speed/uppers
(amphetamine, 4-6 hours 2-3 days
methamphetamine)
Angel dust/PCP 4-6 hours 7-14 days
Ecstasy 2-7 hours 2-4 days
2-7 hours 1-4 days
Barbiturates 2-4 hours 1-3 weeks
3-8 hours 1-3 days (up to 2 weeks)
Tricyclic antidepressants 8-12 hours 2-7 days
Oxycodone 1-3 hours 1-2 days

SOUR
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EXAMPLES OF OPIOID METABOLISM

g O
l CODEINE l:>l MORPHINE l<:]l 6-MAM* @l HEROIN

Ty, = 25-30 min T,,=3-5 min

l HYDROCODONE ]:>l HYDROMORPHONE l

l OXYCODONE ]:>l OXYMORPHONE l

*6-MAM = 6-Monoacetylmorphine
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Management of Acute Pain%

* "The implications for people taking opioids like morphine,
oxycodone and methadone are great, since we show the
short-term decision to take such opioids can have
devastating consequences of making pain worse and longer

lasting. This is a very ugly side to opioids that had not been
recognized before.”

¢ Study looked at just 5 days of morphine use; increase in
pain with 5 days of exposure

¢ Study co-leader Prof. Linda Watkins, CU-Boulder /
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Multimodal Strategy — Implications for Practice

* Effective and safe practices with multimodal strategies
require that nurses

= Understand the rationale for combining analgesics.55 56. 58
= Be knowledgeable about classes of analgesics.55 56 58

* Mechanisms of action and pharmacodynamics

* Synergistic and AEs

= Ensure timely administration of all analgesics, avoiding gaps
in analgesia.56-58
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Multimodal Strategy — Implications for Practice (continued)

¢ Effective and safe practices with multimodal strategies
require that nurses (cont.)

= Institute proper assessment and monitoring practices% 57
= Aggressively manage AEs of analgesics® %6 58

= Remain informed about novel dual-mechanism analgesics and
drug delivery systems55 56. 58
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A CLOSER LOOK AT THE ORT-OUD

Oploid Risk Tool - GUD {ORT-OUD)

Substance use disorder
history does not prohibit
treatment with opioids but
may require additional
monitoring and expert
consultation or referral.

Scoring:
+ <2:lowrisk

+ 2 3: high risk

'SOURCE: Cheatle, M., etal. J Pain2019; Jan 26.
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Naloxone®

(' Every person using opioids should have naloxone available.J

(' Now sold over the counter without a prescription J

* lllicit opioids may be associated with rigid chest wall
syndrome requiring multiple doses.
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specialist?4°

¢ Complex pain syndromes
* Unsuccessful outcomes
* Multimodal therapy

* History or pre-existing
substance abuse

When should patients be referred to a pain management

* Problems with adherence
* Interventional procedures

* Behavioral or cognitive therapy
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Drug-related Behaviors that Need to be Evaluated®®

Probably Less Predictive

Aggressive complaining

Medication hoarding when symptoms
milder

Requesting specific medications

Acquisition of medications from other
medical sources

Unsanctioned dose escalation once or
twice

.

.

.

.

Probably More Predictive
Selling prescription medications
Prescription forgery

Stealing or “borrowing” medications
from another person

Injecting oral formulation

Obtaining prescription medications
from nonmedical source

Multiple episodes of prescription “loss”
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Drug-related Behaviors that Need to be Evaluated® (continued)

Probably Less Predictive

Probably More Predictive

» Unapproved use of the medication to
treat another symptom

» Reporting psychic effects not intended
by the clinician

« Occasional impairment

.

Concurrent abuse of related

illicit drugs

Multiple dose escalations despite
warnings

Repeated episodes of gross
impairment or dishevelment

m
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Slide 110

RKO Wendy, please see source on slide 1990s. Alternatives to consider
under the slide.
Renee Kirshner, 2023-07-21T19:15:18.557

WWO 0 https://nida.nih.gov/research-topics/parents-educators/conversati
Wendy Wright, 2023-07-26T12:56:57.200

RKO 1 completed
Renee Kirshner, 2023-07-28T19:50:35.773



| would be happy to entertain
any questions or comments
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Thank you for your time and attention.

Wendy L. Wright,
DNP, ANP-BC, FNP-BC, FAANP, FAAN, FNAP

WendyARNP@aol.com
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RKO Sally, many of these sources are from mid 90. What is the cut off

for updated sources?
Renee Kirshner, 2023-05-26T20:30:27.141

WWO0 0 See all of the changes in the program
Wendy Wright, 2023-07-26T12:57:12.135

RKO 1 Left many sources in 1990s as indicated.
Renee Kirshner, 2023-07-28T19:51:11.854
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