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Criteria for Successful Completion: Listening to the audio seminar, submitting completed CE Request Form with
processing fee, and achieving a minimum score of 70% on the post test.
Expiration: This program expires on March 31, 2013.

Part I - Participant Information (please print legibly)

Date Completed:
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Employer:

Occupation/Credentials:
(RN, LPN, SW/C)

Complete Mailing Address:
(Street, City, State, Zip)

Phone:

Email Certificate To:

Part II - Evaluation
Were the following objectives met?

1. Identify the causes and precipitants of dementia-related agitation. [ ] YES []NO

2. Describe a systematic treatment approach to dementia-related agitation. [ ] YES []NO

3. Outline a range of pharmacologic approaches for the management of dementia-related agitation. [ ] YES []NO
This speaker demonstrated effective teaching on a scale of 5 (excellent) to 1 (poor):

John Shuster, MD: [ 15 [14 [13 [12 []1

Comments:

Questions for Speaker:

Part I1I - Post Test
1. Which of the following drug classes has the the strongest published evidence base supporting its effectiveness in the treatment of
dementia-related agitiaton?
a. [] Serotonin Reuptake-Inhibitor Antidepressants
b. [] Beta Blockers
c. [] Atypical Antipsychotics
d. [ Benzodiazepines
2. The first treatment step in the management of dementia-related agitiaton is initiation of appropriate pharmacologic therapy.
[ITRUE []FALSE
3. When pharmacologic treatment for dementia-related agitiaton is initiated, it is important to start with high medication doses in
order to get behaviors under control rapidly. [ ] TRUE [ ] FALSE
4. Patients with dementia may demonstrate agitation or restlessness as a consequence of :
a. []Pain
b. [] Urinary retention
c. [ Depression
d. [] All of the above
5. The FDA has issued a series of warnings that antipsychotics (both conventional and atypical types) are associated with an
increased risk of mortality in elderly patients treated for dementia-related psychosis. [ ] TRUE [] FALSE
6. Length of time (IN MINUTES) to complete this self study:

Send this original completed form and $10 processing fee to:
SeniorScript, Attn: Mary Anne McDowell, 1460 Ann St., Montgomery, AL 36107
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Managing Agitation in Patients
with Dementia

John L. Shuster, MD
March 29, 2011

Disclosure

» Off-label indications for medications will
be discussed.

» Past support (research grants) include
manufacturers of relevant medications,
including:

— Abbott Laboratories
— Eli Lilly and Co.

Overview

» Background

» Approach to Assessment and Diagnosis
— Differential diagnosis

» Systematic Treatment Approach
— Serial trials

» Pharmacologic Approaches to Agitation
in Dementia

Terminology

+ Agitation
* Delirium
* Psychosis

Agitation

* A state of restlessness and increased
psychomotor activity generally observed
as an expression of emotional tension
and characterized by purposeless,
restless activity.

Delirium

+ A cognitive disorder, characterized by:

— Disturbance in consciousness and
cognition that develops over a short
period of time

» Usually occurs in the setting of a
serious physical illness that causes
widespread cerebral dysfunction

+ Agitated vs. “quiet” delirium

» Co-morbidity with Dementia is common

6




Delirium

“A transient organic mental syndrome of
acute onset, characterized by global
impairment of cognitive functions, a
reduced level of consciousness,
attentional abnormalities, increased or
decreased psychomotor activity, and a
disordered sleep-wake cycle”.

—Lipowski, 1990

3/22/2011

Delirium: DSM Ciriteria

+ Disturbance in Consciousness
— Attentional Disturbance
+ Change in Cognition
—e.g., Memory, Orientation, Language
» Develops Over a Short Period of Time
» Caused by a General Medical Condition

Psychosis

A thought disorder in which reality
testing is grossly impaired.

+ Symptoms can include seeing, hearing,
smelling, or tasting things that are not
there (hallucinations or illusions);
paranoia; and delusional thoughts.

Complications of Advancing Dementia

» Progression of dementia itself
— Diminished capacity for self care
— Incontinence
— Bedbound - sores, contractures

Agitation and delirium

Delusions and hallucinations

Depression

Fever and infections

Pain

Poor PO intake - weight loss and malnutrition
Poor sleep

Background

+ Agitation is a common and troublesome
complication of advancing dementia,
producing distress and interfering with
quality of life.

» Surveys of nursing home residents have
found that moderate to severe behavior
problems are present in up to 64% of
the nursing home population.

Background

» Pharmacologic interventions for agitation
have produced mixed results and often
modest benefits.

+ Antipsychotics are commonly used (off-label)
to reduce agitation and are generally
acknowledged as effective.

+ In fact, available data favor atypical
antipsychotics as the most reliably effective
drug class for this indication.




Background

However, recent FDA Public health advisories
warn of the risk of increased mortality among
dementia patients treated with antipsychotics
(atypical and conventional drug classes).
Additionally, there is some data to suggest
that atypical antipsychotics may exacerbate
cognitive impairments in this population.

3/22/2011

< Intoxications
« Withdrawal states
« Hypoxia

Differential Diagnosis of Agitation
in Dementia

« Delirium » Dehydration

« Pain (Painful conditions « Metabolic disturbances

« Urinary retention * Drug side effects

+ Constipation (anticholinergic)

* Fever » Novel environment

+ Infection (PNA, UTI) + Over- or under-
stimulation

» Sensory deprivation
» Depression
» Anxiety/fear

Look for the Cause

Common things are common.

Don’t neglect the physical examination
— Don't skip straight to Rx

Don’t ignore basic lab studies:

— CBC, Electrolytes, BUN/Cr, Ca++,
Glucose, Urinalysis

Be a pharmacologic detective

Most Bothersome Symptoms in
Terminal Dementia

Retrospective
; i I —
caregiver report Pain b

(Shega, et al, 2005) : ——
of “most bothersome” Respiratory |
Neurological [——————

symptoms
57 of 127 (42%) of Constitutional 7:|

reported symptoms

judged as treatable Functional ~ [———]
Treatable symptoms ENT 1
(rjated more b 1
istressing by Gl 1
caregivers Peyehiatri —
No difference in sychiatrie
severity or frequency : :
0 10

Symptom Management at the End-of-Lifc in Dementia (SM-EOLD)
(Volicer, Hurley, and Blas. 2001)

0 1 3 4 s
Every Day | Several Days| Oncea | 20r3Days | Oncea Never
a Weel Week a Month Month

Pain

Shortness of Breath
Skin Breakdown
Calm

Depression

Fear

Anxiety

Agitation
Resistiveness to Care

Instructions: Iterns are rated by professional caregivers involved in the day-to-day care of the patient. Mark the
best choice for cach ftem in response o the question, “Over the last 90 days, how frequently has the patient
demonstrated the following symptoms?”.

PATIENT DATE

RESPONDENT: DISCIPLINE: RN LPN CNA Other

Pain and Dementia

Inability to reliably report pain or remember part
episodes of pain does not render one unable to
experience pain.

Even cognitively intact patients under-report pain.

CNS degeneration may alter pain perceptions
unpredictably (analgesia, hyperalgesia,
paresthesias, allodynia) and blunt pain
behaviors.

Central pain syndromes with thalamic infarct or
degeneration?




Pain and Dementia

* Ample evidence that pain is undertreated
in dementia.

Nonverbal pain assessment scales (e.g.,
PAINAD) are available, require training to
administer with accuracy.

» Pain may present as agitation, social
withdrawal, other behavior changes.
Watch for tachycardia, vocalizations,
grimacing, splinting, or posturing.

3/22/2011

Pain in NH/LTC: Epidemiology

* Prevalence in community-dwelling older
persons is high as 56% (Helm, et al, 2000)

* In the NH setting, 45-80% have substantial
pain (Ferrell, 1995)

+ Of the 18% of seniors who report regular
analgesic use, 70% use OTC agents and

70% use prescription drugs (Cooner and
Amarosi, 1997)

20

Pain in NH/LTC: Epidemiology

» Pain is associated with:
— Depression
— Decreased socialization
— Decreased ambulation
— Sleep disturbance
— Agitation
— Delirium
« Pain contributes to caregiver strain and
depression (Shega, et al, 2005)

21

Pain in NH/LTC:
Undertreatment

* In one study, 26% of cancer patients in NH
with daily pain received no analgesics, 16%
received only acetaminophen (Bernabei, et
al, 1998)

Another study revealed that 41% of patients
assessed to have pain reported moderate or
excruciating pain 60-180 days later (Teno, et
al, 2001)

22

Pain in NH/LTC:
Undertreatment

* Predictors of pain undertreatment in NH
setting:
—Age
— Cognitive impairment
— Female sex
— Minority ethnicity

» Pain is undertreated in NH, regardless
of cognitive status

23

Pain in NH/LTC: Hindrances
to Detection

» Concerns about use of analgesic
medications:
— Pharmacokinetic/-dynamic concerns
— Concerns about dependence
— Concerns about side effects
— Concerns about precipitating delirium
— Concerns about inadvertently hastening death

» Tendency of patients to under-report

symptoms

+ Cognitive impairment

24




PAINAD

Pain Assessment in Advanced Dementia (PAINAD) Scale

3/22/2011

Itams* 0 1 2 Score
Breathing Normal Occasional labored breathing. | Nuisy labored breathing. Long
independent of Short period of hyperventilation. |period of nyperventilation.
vocalization Cheyne-Stokes respirations
Negative None Occasional moan or groan. Low- - |Repeated troubled calling out
vocalization level speech with a negative or  |Loud moaning or groaning
disapproving quality. Crying.
Facial expression |Smiingor  |Sad. Frightened. Frown Facial grimacing.
inexpressive
Body language Relaxed Tense. Distressed pacing Rigid Fists clenched. Knees
Fidgeting pulled up. Pulling or pushing
away. Striking oal.
Consalability Noneedto  |Distracted o reassured by voica  |Unable to console, distract or
console or touc! reassure.
Total**
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Pain Interventions for
Dementia Patients

« Buffum, et al (2004) - Scheduled versus as-needed
acetaminophen 650mg QID (crossover trial). No
difference between acetaminophen and placebo.

* Manfredi, et al (2003) - Low dose sustained-release
opioid for eight weeks (crossover trial). Only patients
aged >85 demonstrated decreased agitation (Cohen-
Mansfield Agitation Inventory) with opioid treatment.

« Chibnall, et al (2005) - Acetaminophen 1000mg TID
versus placebo. Participants exhibited higher levels
of activity, social interaction, and engagement while
treated with acetaminophen, but acetaminophen
treatment had no detectable effect on agitation.

26

L-DOT Study

* “Low-Dose Opiate Therapy for Discomfort
in Dementia”

» Two-week double-blind, placebo-
controlled, crossover design
— Designed to address efficacy
— Hydrocodone/APAP and placebo PRN or

scheduled
+ Six-week, open-label extension phase

— Designed to address tolerability and co-

morbidities of pain/discomfort
27

L-DOT Study

Patients with dementia who:
— Are unable to reliably report pain

— Consistently score 2 or above on the
PAINAD

* Measures to include:

— Observational scales of discomfort,
agitation, symptom burden

— Computer-assisted behavioral observation

28

Systematic Treatment
Approach

» Based on systematic assessment.
» Kovach’s Serial Trials Intervention is a
good example (Kovach, 2006)

— Systematically searches for unmet needs
in patients who cannot express them

— If assessment is unrevealing or if
interventions do not reduce symptoms by
half, proceed to next step

29

Serial Trials Intervention

+ Physical needs assessment - looking for
reversible sources of discomfort.

+ Affective needs assessment - looking for
over/understimulation, human contact.

» Non-pharmacological comfort measures.
* Analgesic trial.

+ (Consultation) and psychopharmacologic
trials.

30




First Steps

» Physical and psychological needs
assessment - see Differential diagnosis

31
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Non-pharmacologic
Interventions

* Music/“white noise”

» Moderate exercise, physical activity
+ Support and education for caregivers
+ Therapeutic activity

» Pacing activity, rest, and sleep

+ Offering food or fluids

+ Social contact

32

Analgesic Trials

» Acetaminophen alone may have limited

effectiveness (Buffum, et al, 2004)

NSAIDs poorly tolerated (Gl bleeding, renal

impairment)

» COX-2-specific drugs increase risk of adverse
CV events

» Opiates - older patients more sensitive to

therapeutic and adverse effects (Foreman,
1996)

33

WHO 3-step

3 severe
Ladder
* Morphine
2 moderate Hydromorphone
Methadone
* AlCodeine Levorphanol
1 mild A/Hydrocodone Fentanyl
AlOxycodone Oxycodone
ASA A/Dihydrocodeine =+ Adjuvants
Acetaminophen  Tramadol
NSAIDs + Adjuvants
=+ Adjuvants

34

Analgesic Trials

* American Geriatrics Society Guideline

(2002):

— WHO Ladder may be only generally
applicable

— Daily opiate use for chronic pain may be
preferable (safer) than daily NSAID use

— Caution with specific opiates (e.g.,
meperidine, propoxyphene, pentazocine,
methadone)

35

Analgesic Trials

* Adjuvants:
— Older agents (e.g., TCAs) carry more risk in older
patients
— Newer agents not always well studied in older
patients
+ Effective analgesia improves secondary
outcomes (e.g., depression, cognition,
mobility, anxiety, sleep, appetite, agitation,
participation in activities)

36




Psychotropics for Agitation

* Antipsychotics (Atypicals)
+ Alternatives:
— Antidepressants
— Anticonvulsants
— Anticholinergics and Memantine?
— Benzodiazepines?

37
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Antidepressants

» Best evidence for SSRIs (e.g.,
citalopram, sertraline) and trazodone
(Seitz, et al, 2011)

 Especially if depression is present or
suspected

+ Lag time to effect
+ Typical antidepressant doses

38

Anticonvulsants

* Best evidence for:
— Carbamazepine
— Valproate
 Cautious dosing, monitor for side

effects, lab studies (liver function, blood
counts)

39

Anticholinergics and
Memantine

» Evidence is unclear for anticholinergics

+ Some risk of exacerbating behavioral
problems with Rx withdrawal

+ Data are slightly more favorable for
memantine, at least when added to an
anticholinergic medication.

40

Benzodiazepines

» Some evidence for benefit
 But also potential for risk:
— Falls
— Sedation
— Worsening cognition
— Tolerance/withdrawal
— Paradoxical agitation

41

The Antipsychotic Bind

Best evidence of efficacy...

...but risk of death associated with treatment
— Controversial

Best evidence for atypical antipsychotics:

— Risperidone about 1mg/day

— Olanzapine 5-10mg/day

Short-term use

— Periodic trial tapers

42




Terminal Agitation

Analysis of prospective data on 32 NH residents with
dementia who died matched with 32 who did not die
during a six-month period of observation.

No differences in severity of comorbid illnesses,
functional status, observed pain, number of painful
diagnoses, or analgesic use.

Residents who died displayed:

— More verbal agitation

— Less verbal interaction with staff

— More time spent restrained

Surviving residents were more likely to receive
antipsychotic medications

- Allen, et al, Gerontologist, 2005 3
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Antipsychotics for Agitation

» Consensus recommendations:
— Assess risks/benefits

+ Severe agitation, aggression, delirium, psychosis - if
untreated, places patient and those in environment at risk

— Informed consent (caregiver)

— Use for shortest time needed - test need with
serial trail tapers

— Use non-Rx interventions and other Rx
concurrently

44
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Overview

Background

Approach to Assessment and Diagnosis
— Differential diagnosis

Systematic Treatment Approach

— Serial trials

Pharmacologic Approaches to Agitation
in Dementia

Terminology

« Agitation
 Delirium
* Psychosis
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Agitation

» A state of restlessness and increased
psychomotor activity generally observed
as an expression of emotional tension
and characterized by purposeless,
restless activity.

Delirium

A cognitive disorder, characterized by:

— Disturbance in consciousness and
cognition that develops over a short
period of time
Usually occurs in the setting of a
serious physical illness that causes
widespread cerebral dysfunction

Agitated vs. “quiet” delirium
Co-morbidity with Dementia is common




Delirium

“A transient organic mental syndrome of
acute onset, characterized by global
impairment of cognitive functions, a
reduced level of consciousness,
attentional abnormalities, increased or
decreased psychomotor activity, and a
disordered sleep-wake cycle”.

—Lipowski, 1990

Delirium: DSM Criteria

Disturbance in Consciousness
— Attentional Disturbance

Change in Cognition

— e.g., Memory, Orientation, Language
Develops Over a Short Period of Time
Caused by a General Medical Condition

3/22/2011



Psychosis

A thought disorder in which reality
testing is grossly impaired.

« Symptoms can include seeing, hearing,
smelling, or tasting things that are not
there (hallucinations or illusions);
paranoia; and delusional thoughts.

Complications of Advancing Dementia

* Progression of dementia itself
— Diminished capacity for self care
— Incontinence
— Bedbound - sores, contractures

« Agitation and delirium

* Delusions and hallucinations

* Depression

» Fever and infections

+ Pain

* Poor PO intake - weight loss and malnutrition
* Poor sleep

10
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Background

 Agitation is a common and troublesome
complication of advancing dementia,
producing distress and interfering with
quality of life.

» Surveys of nursing home residents have
found that moderate to severe behavior
problems are present in up to 64% of
the nursing home population.

1

Background

» Pharmacologic interventions for agitation
have produced mixed results and often
modest benefits.

» Antipsychotics are commonly used (off-label)
to reduce agitation and are generally
acknowledged as effective.

* In fact, available data favor atypical
antipsychotics as the most reliably effective
drug class for this indication.

12




Background

* However, recent FDA Public health advisories
warn of the risk of increased mortality among
dementia patients treated with antipsychotics
(atypical and conventional drug classes).

 Additionally, there is some data to suggest
that atypical antipsychotics may exacerbate
cognitive impairments in this population.

13

Differential Diagnosis of Agitation

in Dementia
* Delirium * Dehydration
» Pain (Painful conditions + Metabolic disturbances
» Urinary retention * Drug side effects
- Constipation (anticholinergic)
« Fever * Novel environment
« Infection (PNA, UTI) * Over- or under-
stimulation

» Intoxications
» \Withdrawal states
* Hypoxia

» Sensory deprivation
* Depression

* Anxiety/fear
14
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Look for the Cause

Common things are common.

Don’t neglect the physical examination
— Don’t skip straight to Rx

Don’t ignore basic lab studies:

— CBC, Electrolytes, BUN/Cr, Ca++,
Glucose, Urinalysis

Be a pharmacologic detective

15

Most Bothersome Symptoms in
Terminal Dementia

Retrospective ,
caregiver report Pain
(Shega, et al, 2005)
of “most bothersome”
symptoms Neurological |

57 of 127 (42%) of Constitutional [
reported symptoms

Respiratory |

judged as treatable Functional ~ ————————

Treatable symptoms ENT 1

rated more ]

distressing by Gl 1

caregivers bevehiatri I

No difference in syeniatie - —r

severity or frequency . .
0 10 20
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Symptom Management at the End-of-Life in Dementia (SM-EOLD)

(Volicer, Hurley, and Blasi, 2001)

[ 1 [ 2 [ 3 [ 4 5
Every Day | Several Days Once a 2 or 3 Days Oncea Never
a Week Week a Month Month

Pain

Shortness of Breath
Skin Breakdown
Calm

Depression

Fear

Anxiety

Agitation
Resistiveness to Care

Instructions: [tems are rated by professional caregivers involved in the day-to-day care of the patient. Mark the
best choice for each item in response to the question, “Over the last 90 days, how frequently has the patient
demonstrated the following symptoms?”.

PATIENT: DATE:

RESPONDENT, DISCIPLINE: RN LPN CNA Other
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Pain and Dementia

Inability to reliably report pain or remember part
episodes of pain does not render one unable to
experience pain.

Even cognitively intact patients under-report pain.

CNS degeneration may alter pain perceptions
unpredictably (analgesia, hyperalgesia,
paresthesias, allodynia) and blunt pain
behaviors.

Central pain syndromes with thalamic infarct or
degeneration?

18
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Pain and Dementia

Ample evidence that pain is undertreated
in dementia.

Nonverbal pain assessment scales (e.g.,
PAINAD) are available, require training to
administer with accuracy.

Pain may present as agitation, social
withdrawal, other behavior changes.
Watch for tachycardia, vocalizations,
grimacing, splinting, or posturing.

19

Pain in NH/LTC: Epidemiology

* Prevalence in community-dwelling older
persons is high as 56% (Helm, et al, 2000)

 In the NH setting, 45-80% have substantial
pain (Ferrell, 1995)

« Of the 18% of seniors who report regular
analgesic use, 70% use OTC agents and
70% use prescription drugs (Cooner and
Amarosi, 1997)

20
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Pain in NH/LTC: Epidemiology

» Pain is associated with:
— Depression
— Decreased socialization
— Decreased ambulation
— Sleep disturbance
— Agitation
— Delirium
 Pain contributes to caregiver strain and
depression (Shega, et al, 2005)

21

Pain in NH/LTC:
Undertreatment

 In one study, 26% of cancer patients in NH
with daily pain received no analgesics, 16%
received only acetaminophen (Bernabei, et
al, 1998)

» Another study revealed that 41% of patients
assessed to have pain reported moderate or
excruciating pain 60-180 days later (Teno, et
al, 2001)

22
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Pain in NH/LTC:
Undertreatment

Predictors of pain undertreatment in NH
setting:

— Age

— Cognitive impairment

— Female sex

— Minority ethnicity

Pain is undertreated in NH, regardless
of cognitive status

23

Pain in NH/LTC: Hindrances
to Detection

Concerns about use of analgesic
medications:

— Pharmacokinetic/-dynamic concerns

— Concerns about dependence

— Concerns about side effects

— Concerns about precipitating delirium

— Concerns about inadvertently hastening death
Tendency of patients to under-report
symptoms

Cognitive impairment

24
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PAINAD

Pain Assessment in Advanced Dementia (PAINAD) Scale

Items" 0 1 2 Score
Breathing Marmal Cecasional labored breathing Moizy labored breathing. Long
independant of Shart period of hyperventilation period of hyperventilation.
wvocalization Cheyne-Stokes respirations
Megative Mane Cecasional moan ar groan. Low-  |Repeated troubled calling out
vocalization level speech wilh a negative or Loud moaning or groaning

disapproving quality. Crying
Facial expression | Smiling or Sad. Frighlened. Frown Facial grimacing.
inexpressive
Body language Relaxed Tense. Distressed pacing. Rigid. Fists clenched. Knees
Fidgeting. pulled up. Pulling or pushing
away. Siriking out.
Consolability Mo need to Distracted or reassured by voice  |Unable fo consale, distract or
console or touch. reassure.
Total*
25

» Buffum, et al (2004) - Scheduled versus as-needed

Pain Interventions for

Dementia Patients

acetaminophen 650mg QID (crossover trial). No
difference between acetaminophen and placebo.

* Manfredi, et al (2003) - Low dose sustained-release
opioid for eight weeks (crossover trial). Only patients
aged >85 demonstrated decreased agitation (Cohen-
Mansfield Agitation Inventory) with opioid treatment.

Chibnall, et al (2005) - Acetaminophen 1000mg TID
versus placebo. Participants exhibited higher levels
of activity, social interaction, and engagement while
treated with acetaminophen, but acetaminophen
treatment had no detectable effect on agitation.

26
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L-DOT Study

» “Low-Dose Opiate Therapy for Discomfort
in Dementia”

* Two-week double-blind, placebo-
controlled, crossover design
— Designed to address efficacy
— Hydrocodone/APAP and placebo PRN or

scheduled
» Six-week, open-label extension phase

— Designed to address tolerability and co-

morbidities of pain/discomfort
27

L-DOT Study

« Patients with dementia who:
— Are unable to reliably report pain

— Consistently score 2 or above on the
PAINAD

 Measures to include:

— Observational scales of discomfort,
agitation, symptom burden

— Computer-assisted behavioral observation

28
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Systematic Treatment
Approach

» Based on systematic assessment.

 Kovach’s Serial Trials Intervention is a
good example (Kovach, 2006)

— Systematically searches for unmet needs
in patients who cannot express them

— If assessment is unrevealing or if
interventions do not reduce symptoms by
half, proceed to next step

29

Serial Trials Intervention

» Physical needs assessment - looking for
reversible sources of discomfort.

 Affective needs assessment - looking for
over/understimulation, human contact.

» Non-pharmacological comfort measures.
 Analgesic trial.

+ (Consultation) and psychopharmacologic
trials.

30
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First Steps

Physical and psychological needs
assessment - see Differential diagnosis

31

Non-pharmacologic
Interventions

Music/“white noise”

Moderate exercise, physical activity
Support and education for caregivers
Therapeutic activity

Pacing activity, rest, and sleep
Offering food or fluids

Social contact

32
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Analgesic Trials

Acetaminophen alone may have limited
effectiveness (Buffum, et al, 2004)

NSAIDs poorly tolerated (Gl bleeding, renal
impairment)

COX-2-specific drugs increase risk of adverse
CV events

Opiates - older patients more sensitive to
therapeutic and adverse effects (Foreman,
1996)

33

WHO 3-step

3 severe
Ladder
f Morphine
2 moderate Hydromorphone
Methadone
f A/Codeine Levorphanol
1 mild A/Hydrocodone Fentanyl
A/Oxycodone Oxycodone
ASA A/Dihydrocodeine + Adjuvants

Acetaminophen ~ Tramadol
NSAIDs =+ Adjuvants

=+ Adjuvants
34
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Analgesic Trials

» American Geriatrics Society Guideline
(2002):
— WHO Ladder may be only generally
applicable

— Daily opiate use for chronic pain may be
preferable (safer) than daily NSAID use

— Caution with specific opiates (e.qg.,
meperidine, propoxyphene, pentazocine,
methadone)

35

Analgesic Trials

« Adjuvants:

— Older agents (e.g., TCAs) carry more risk in older
patients

— Newer agents not always well studied in older
patients
 Effective analgesia improves secondary
outcomes (e.g., depression, cognition,
mobility, anxiety, sleep, appetite, agitation,
participation in activities)

36
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Psychotropics for Agitation

» Antipsychotics (Atypicals)
* Alternatives:
— Antidepressants
— Anticonvulsants
— Anticholinergics and Memantine?
— Benzodiazepines?

37

Antidepressants

» Best evidence for SSRIs (e.g.,
citalopram, sertraline) and trazodone
(Seitz, et al, 2011)

» Especially if depression is present or
suspected

* Lag time to effect
» Typical antidepressant doses

38
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Anticonvulsants

Best evidence for:

— Carbamazepine

— Valproate

Cautious dosing, monitor for side
effects, lab studies (liver function, blood
counts)

39

Anticholinergics and
Memantine

Evidence is unclear for anticholinergics

Some risk of exacerbating behavioral
problems with Rx withdrawal

Data are slightly more favorable for
memantine, at least when added to an
anticholinergic medication.

40
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Benzodiazepines

 Some evidence for benefit

» But also potential for risk:
— Falls
— Sedation
— Worsening cognition
— Tolerance/withdrawal
— Paradoxical agitation

41

The Antipsychotic Bind

Best evidence of efficacy...

...but risk of death associated with treatment
— Controversial

Best evidence for atypical antipsychotics:

— Risperidone about 1mg/day

— Olanzapine 5-10mg/day

Short-term use

— Periodic trial tapers

42
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Terminal Agitation

» Analysis of prospective data on 32 NH residents with
dementia who died matched with 32 who did not die
during a six-month period of observation.

» No differences in severity of comorbid illnesses,
functional status, observed pain, number of painful
diagnoses, or analgesic use.

» Residents who died displayed:

— More verbal agitation
— Less verbal interaction with staff
— More time spent restrained

» Surviving residents were more likely to receive

antipsychotic medications

- Allen, et al, Gerontologist, 2005 3

Antipsychotics for Agitation

* Consensus recommendations:

— Assess risks/benefits

» Severe agitation, aggression, delirium, psychosis - if
untreated, places patient and those in environment at risk

— Informed consent (caregiver)

— Use for shortest time needed - test need with
serial trail tapers

— Use non-Rx interventions and other Rx
concurrently

44
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