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Elementi per |a decisione terapeutica
dei BPSD

Etiologia della demenza

Profilo dei BPSD (frequenza, gravita, clusterizzazione,
persistenza, modalita di emergenza)

Rischi per il paziente e per i caregiver
Sofferenza del paziente (insight) e del caregiver (?)
Grado di compromissione cognitiva e funzionale

Comorbidita e trattamenti in atto

Eventi scatenanti (comportamenti di altri, malattie
fisiche, disturbi somatici, uso di farmaci, trattamenti non
farmacologici)

Caregiving

Setting



BPSD

METODOLOGIE DI VALUTAZIONE

Osservazione diretta
Inchiesta del familiari/operatori

Scale g

Scale s
(CMAI,
Scale)

obali (NPI, Behave-AD)

necifiche per sintomo/cluster
GDS, Cornell, Eating Behavior

Scale specifiche per setting (solo poche
sono validate per I'uso in NH)
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1ms report covers the rollowing or-label uses oI atypical anfipsychnofic mediCcations: anxiery,
ADHD. dementia and severe geriatric agitation. major depressive disorder (MDD). eating
disorders. insomnia. OCD. PTSD. personality disorders. substance abuse. and Tourette’s
syndrome. Autism, included in the original systematic review, is now reviewed in a study on the
comparative effectiveness of typical and atypical antipsychotics for on-label indications.
conducted by another organization.

This report addresses the following Key Questions:

Key Question 1. What are the leading off-label uses of atypical antipsychotics in utilization
studies? How have trends in utilization changed in recent years, including inpatient versus
outpatient use? What new uses are being studied in trials?

Key Question 2. What does the evidence show regarding the efficacy and comparative
effectiveness of atypical antipsychotics for off-label indications?

Sub-Key Question 2. How do atypical antipsychotic medications compare with other drugs.
including first-generation antipsychotics. for treating off-label indications?

Key Question 3. What subset of the population would potentially benefit from off-label uses?
Do effectiveness and harms differ by race/ethnicity. gender, and age group? By severity of
condition and clinical subtype?

Key Question 4. What are the potential adverse effects and/or complications involved with off-
label prescribing of atypical antipsychotics? How do they compare within the class and with

other drmgs used for the conditions?

Key Question 5. What is the effective dose and time limit for off-label indications?



Off-label use of atypical antipsychotics in various settings has increased rapidly since their
introduction in the 1990s: risperidone. quetiapine. and olanzapine are the most common atypicals
prescribed for off-label use.

Use of atypicals in the elderly is much higher in long-term care settings than in the community:.
Atypicals are frequently prescribed to treat PTSD in the U.S. Department of Veterans Affairs
health system.

Table B shows how our current efficacy findings compare with those of our original
Comparative Effectiveness Review (CER) submitted to the Agency for Healthcare Research and
Quality (AHRQ) in 2006. The evidence that atypicals have efficacy in treating symptoms of
dementia has increased in the past few years: this evidence must be weighed against possible
harms described in Key Question 4 below. Evidence of efficacy as augmentation for MDD and
OCD patients who have not responded adequately to selective serotonin reuptake
inhibitors/serotonin-norepinephrine reuptake inhibitors (SSRIs/SNRIs) has also increased. Table



Table A. Summary of strength of evidence of efficacy, by drug and condition

Aripiprazole

Dlanzapine

Cluetiapine

Rigperidone

Ziprasidone

Anxiety

— generalized anxiety disorder

Anxiety

— gocial phobia

Attention Deficit'Hyperactivity Disorder
-no co-occurming disorders

Attention Deficit/Hyperactivity Disorder
-bipolar children

Attention Deficit'Hyperactivity Disorder
-mentally retarded children
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Dementia overall
Dementia psychosis
Dementia agitation
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Depression
-MDD augmentation of SSRISNRI
Depression
-MDD: Monotherapy
Eating Disorders
Insominia
Obsessive Compulsive Disorder
-augmentation of S5RI
Obsessive Compulzive Disorder
-augmentation of citalopram
Personality Disorder
-borderine
Personality Disorder
-zschizotypal
Post Traumatic Stress Disorder
Substance Abuse alcohol
Substance Abuse cocaine
Substance Abuse methamphetamine
Substance Abuse methadone clients
Towurette’s Syndrome
++ moderate or lugh evidence of efficacy
+ : low or very low evidence of efficacy
+- - mixed resulis
- : lowr or very low evidence of mefficacy
— : moderate or ligh evidence of inefficacy
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Table B. Summary update: efficacy of atypical antipsychotics for off-label use

Usage Strength of 2006 Findings 2011 Findings 2011 Conclusions
Evidence
Dementia High A published meta-analysiz of 15 placebo-  Owerall — In our meta-analysis of PCTs, aripiprazole, Aripiprazole,
controlled trials (PCTs) found small but olanzapine, and risperidone were superior to placebo as olanzapine, and
statistically significant effects favoring treatment of behavioral symptoms as measured by total risperidone have
treatment with risperidone and aripiprazole. scores on BEHAVE-AD, BPRS, and MNPI. Effect sizes were  efficacy as treatment
generally considered to be “small” in magnitude. for behavioral

There were effects that favored treatment symptoms of dementia.

with olanzapine for the BPRS and the NP1, Psychosis — In our meta-analysis nsperidone was supenior

but these differences were not statistically  to placebo, as measured by the psychosis subscales of the

significant. BEHAVE-AD, BPRS, and MPI. Results for aripiprazole did
not meet conventional levels of statistical significance.

Three studies of quetiapine were

considered too chnically dissimilar to pool  Agitation — In our meta-analysis, aripiprazole, clanzapine

and results for the individual studies and risperidone wers superior to placebo, as measured by

showed, with one exception, trends the agitation subscales of the BEHAVE-AD, BPRS, NPI,

fawvoring freatment with quetiapine that did  and CMAL

not reach conventional levels of stafistical

significance. Thres head to head trials compared atypicals; none was
found superior.



Table C. Summary update: safety of atypical antipsychotics for off-label use

Adverse Event

Head-to-Head Comparisons

Active Comparisons

Placebo Comparisons

Weight gain - In one large trial {CATIE-AD) patients who  Mare common in patients taking olanzapine than More commaon in patients taking
Elderly patientz  were treated with olanzapine, guetiapine, or risperidone or conventional antipsychotics, clanzapine and risperidone than
rnisperidone averaged a monthly gain of 1.0, particularly if their BMI was less than 25 at placebo according to our meta-
0.7, and 0.4 Ibs respectively, compared with baseline, according to a large cohort study. analysis.
a monthly weight loss of 0.9 Ibs for placebo
patients.
Mortality — MNo difference between olanzapine and Six large cohort studies compared mortality in The difference in risk for death was
Elderly patients  risperidone according o a meta-analysis of elderly patients taking atypical and conventional small but statistically significant for
six trials of olanzapine published in 2006. antipsychotics. Four of these studies found a atypicals, according to a 2006 meta-
significantly higher rate of death with conventional analysis which remains the best
antipsychotics, while two found no statistical available estimate. Sensitivity
difference in mortality betwesn the drug classes. analyses found no difference
between drugs in the class.
Patients taking atypicals had higher
odds of mortality than those taking no
antipsychotics in the two cohort
studies that made that comparison.
There are no thals or large
ohservational studies of ziprasidone
in this population; therefore, we
cannot make conclusions regarding
safety here.
Endocrine/ Mo evidence reporied. Mo evidence reporied. Mo difference in endocrine events in
diabetes — risperidone patients in one PCT.
Elderly patients Regarding diabetes, risk was
elevated hut not statistically
significant in one industry-sponsored
cohort study of olanzapine patients.
CVA —Elderly  No evidence reported. Hospitalization for C¥A was increased in the first More common in risperidone patients
patients week after initiation of conventional than placebo according to four PCTs

antipsychotics, but not for initiation of atypicals in
a large cohort study.

pooled by the manufacturer. In our
new meta-analysis of PCTs,
risperidone was the only drug
associated with an increase.

More common in olanzapine than
placeho according to five PCTs
pooled by the manufacturer.



Adverse Event

I-Iead-tﬂ-'Head Eumparisc-mf:

A[:tiu;e Eﬂmparisuns

Placebo Comparisons

EPS — Elderty
patients

More commaon in patients taking

aripiprazole and risperidone patients than
patients taking quetiaping in one large trial

(CATIE-AD).

Mo evidence reporied.

More common in patients taking
risperidone, according to our meta-
analysis. Quetiapine and aripiprazole
were not associated with an
increase.

More common in olanzapineg in one
PCT.

Sedation —
Elderly patients

Maore comman in eldery patients taking

olanzapine or guetiapine than risperidone

according to our analysis, but not quite
statistically significant.

Mo difference in one trial of oclanzapine versus
benzodiazepines.

Mo difference in three trials of olanzapine and
three of risperidone versus conventional
antipsychotics.

More common in patients taking
aripiprazole, olanzapine, guetiaping,
and risperidone than placebo
according to our meta-analysis.
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Table 3. BPSD clusters™

Cluster Symptoms
! Sadness. tearfulness, hopelessness. low self esteem.
Depression - :
anxiety. guilt
Apathy Withdrawal. anhedonia
: Aggressive resistance, physical or verbal aggression
Aggression £Ef PHY =

(often accompanies delusions)

Psychomotor agitation

Aimless walking, pacing, shadowing. restlessness.
repetitive actions, dressing/undressing, sleep disturbance

Psychosis

Delusions: that others are stealing. muisidentification
(patient no longer recognizes home or spouse/family),
delusions of abandonment and sexual infidelity.

Hallucinations: less commeon than delusions in patients
with AD_ Visual hallucinations are more common than
other forms of hallucinations and are particularly
prevalent in Lewy body dementia. Hallucinations are not
necessarily disturbing and may not need treatment if the
patient has some degree of insight.




MANAGEMENT OF NON-EMERGENT BPsD

MANAGEMENT OF EMERGENT BPSD




CONSIDER THE "ABCS"

When a patient presents with non-emergent BPSD. the first course of action should be to perform a
comprehensive assessment of the symptom(s), considenng the "ABCs™:

¢ Antecedents: What are the triggers for the behavion(s)?

¢ Behavier: Which behavior, or behaviors, are targets for intervention?

¢ Consequences: What are the consequences of the behavior(s) for the patient and others?

Famuly, caregrvers, and murses are ofien 1n the best position to answer these questions. Understanding these
factors may reveal simple and effective interventions. Complex, expensive management strategies and

interventions may not be required.



Improving functional performance Supporting evidence

Behavior modification, scheduled toileting, prompted vording to reduce unnary Strong
Incontinence
Graded assistance, practice, and positrve reinforcement to increase functional Good
independence
Low hghting levels, music and simmlated nature sounds to improve eating Weak
Intensive multi-modality group fraimng to mmprove actvifies of daly living Weak
o i
Music, particularly dunng meals and bathing Good
Walking or other forms of hght exercize Good
Simulated presence therapy, such as use of videotapes of fammly Weak
Maszzage Weak
Comprehensive psvchosocial care programs Weak
Pet therapy Weak
Commands tailored to the patient’s comprebension level Weak
Bnght hght, white noise Weak

Cogmtive remediation Weak



Figure 1. Management algorithm

(’r Consider the “ABC*™
Antecedant=: What are the triggers for the behavior?
» Treat any condihons that may conmbute to BPSD (e.g., pain, depression. dehrium)
o Adjust medications that may conmbute to BPSD (g.g., anhcholinermes, prychotropies)
Behawvior: What s the behavior bemng targeted?
Consequences: What are the consequences of the behavaor for the patient and others?
v If the behawvior 1s not harmful addiional management bevond momtormg tvpically 1= not necessary

¥
Noopharmacologic BPSD management

* Match intervenfions to the patient’s specific needs and capabilifies
* Can parsue multple managzement strategies sinmltaneously

For symptoms of agitation™® and gssion, ¥ consider:
VIR arag age?

Music therapy

Mazzageitouch therapy

Exercize therapy

Aromatherapy

Snoerelen multsersory simulation therapy

Caregver education in managing behaviorzl problems
Light therapy

*Lmmited evidence




L i

Pharmacologic BPSD management

DO NOT uze benzodiarepines or related medications (e.z., zolpident)
AVOID polvpharmmaey
o Complete therapeunc tnals with 2 smzle medication
. If meffectrve then discontme and inmtiate an altemative medication
. Inform caretakers that nsks of phamacotherapy (e.z., death wath antipsyehoties) often outweigh benefits

For nymptoms of agitation, aggression, and psychosis, consider:

Cholinesterase mhubifors and memanhne (mav provide a small benefit for BPED — see text)

55R1
Sertralme
Escitalopram = crtalopram
Flovoramine
Trazodone
Atypical antpsychotie
. Fisperidone
Anpiprazole

* Gabapentin (inuted evidence)
* Carbamazepime (limated evidence)
Prazosin (very himmted evidence)

Momtor for drug-dmz imteractions (particularly with paroxetine, atypical antipsychotes, and carbamarepine])
Momrtor for adverse events (e.g., cardiac effects with atvpical antipsychoties, and byvponatrenua and liver torxerty with carbamarepina))

Reassess the pattent 3 to & months after reatment success
Consider taperng and discontimung the medication




Effect of Citalopram on Agitation in Alzheimer Disease
The CitAD Randomized Clinical Trial

Anton P. Porsteinsson, MD; Lea T. Drye, PhD; Bruce G. Pollock, MD, PhD; D. P. Devanand, MD; Constantine Frangakis, PhD; Zahinoor lsmail, MD;
Christopher Marano, MD; Curtis L. Meinert, PhD; Jacobo E. Mintzer, MD, MBA; Cynthia A. Munro, PhD; Gregory Pelton, MD; Peter V. Rabins, MD;

Paul B. Rosenberg, MD:; Lon 5. Schneider, MD; David M. Shade, JD; Daniel Weintraub, MD; Jerome Yesavage, MD; Constantine G. Lyketsos, MD, MHS;
for the CitAD Research Group

E Editorial page 677
IMPORTANCE Agitation is common, persistent, and associated with adverse consequences for Author Video Intervies

patients with Alzheimer disease. Pharmacological treatment options, including antipsychotics jama.com Figure 2 Meurcbehavioral Rating Scale (MBRS)- Agitation Subscale
are not satisfactory. _

Supplemental content

. - : L jama.com
OBJECTIVE The primary objective was to evaluate the efficacy of citalopram for agitationin .
primaryes) 5 i = [ Citalopram  [_] Placebo

patients with Alzheimer disease. Key secondary objectives examined effects of citalopram on
function, caregiver distress, safety, cognitive safety, and tolerability. 15+

DESIGN, SETTING, AND PARTICIPANTS The Citalopram for Agjtation in Alzheimer Disease Study
(CitAD) was a randomized, placebo-controlled, double-blind, parallel group trial that enrolled

186 patients with probable Alzheimer disease and clinically significant agitation from 8 12
academic centers in the United States and Canada from August 2009 to January 2013.

=]

INTERVENTIONS Participants (n = 186) were randomized to receive a psychosodal intervention
plus either citalopram (n = 94) or placebo (n = 92) for 9 weeks. Dosage began at 10 mg per day
with planned titration to 30 mg per day over 3 weeks based on response and tolerability.

MBR5-& SCore
&

MAIN OUTCOMES AND MEASURES Primary outcome measures were based on scores from the
18-point Neurobehavioral Rating Scale agitation subscale (NBRS-A) and the modified 4
Alzheimer Disease Cooperative Study-Clinical Global Impression of Change (mADCS-CGIC).
Other outcomes were based on scores from the Cohen-Mansfield Agitation Inventory (CMAI) E
and the Neuropsychiatric Inventory (NP1), ability to complete activities of daily living (ADLs),
caregiver distress, cognitive safety (based on scores from the 30-point Mini Mental State 0
Examination [MMSE]), and adverse events. 0 3 ' q

RESULTS Participants who received citalopram showed significant improvement compared No. of participants

with those who received placebo on both primary outcome measures. The NBRS-A estimated Citalopram 04 &7 85 85
treatment difference at week 9 (citalopram minus placebo) was -0.93 (95% Cl, -1.80 to Facebo g7 84 84 81
-0.06), P = .04. Results from the mADCS-CGIC showed 40% of citalopram participants
having moderate or marked improvement from baseline compared with 26% of placebo
recipients, with estimated treatment effect (odds ratio [OR] of being at or better than a given Higher NBRS scores indicate more severe symptoms. The horizontal bar inside
CGIC category) of 213(95% ClI, 1.23-3.69), P = .01. Participants who received citalopram the boxes indicates the median, the sguare in the boxes indicates the mean, and

showed 5|gnrljcant improvement on ﬂ'lg CMAI, total NP1, and caregiver dlstress_sccres but not the lower and upper ands of the boxes ara the first and third quartiles. The

on the NPI agitation subscale, ADLs, or in less use of rescue lorazepam. Worsening of i o T . .

cognition (-1.05 points: 95% CI, -1.97 to ~0.13; P = 03) and QT interval prolongation (181 ms: whiskers indicate values within 1.5 = tha interquartile range from the upper or
. lower gquartile (or the minimum and maximum if within 1.5 = the interquartile

Author Affiliations: Author

affiiations are listed at the en FANEE Of the quartiles) and data more extreme than tha whiskers are plotted

95% Cl, 61-30.1; P = .01) were seen in the citalopram group.

CONCLUSIONSfom RELE\.I'ANCF ,.ﬂ.nmngpainems mpfobablgﬁlzhemerdmeaseanq agitation article. indiuiduall],-' as outlicors.
whowere receiving psychosodial intervention, the addition of citalopram compared with placebo Group Information: The CitA
significantly reduced agitation and caregiver distress; however, cognitive and cardiacadverse Research Group mambers are

atthe end of thisarticle.

Corresponding Author: Anton P.
TRIAL REGISTRATION clinicaltrials.gov Identifier: NCTOO808807 ﬁfﬁﬁﬁhﬁﬁm&mr

School of Medicine and Dentistry,

435 E Henriotta Rd, Rochester, NY

14620 (anton_porsteinssoni@urmc
JAMA. 2014:311(7)-682-691. doi:10.0001/jama.2014.93 Jrochester.adu).

effects of atalopram may limit its practical application at the dosage of 30 mg per day.



ANTIPSYCHOTICS

Although the evidence shows that antipsychotics (APMs) have only limited efficacy in BPSD, they are
prescribed m up to 15% of nursing home patients and outpatients with dementia aged 65 and older, creating

: 83.84,56
substantial safety concerns *

As noted earlier, none of the antipsychotics are approved in the U.S. for BPSD, despite at least 17 large
randomized trials, most of them unpublished.® Meta-analysis of these studies has indicated very limited
efficacy and large potential for harm. Serious possible adverse effects associated with antipsychotics
include: strokes, TIAs, seizures, extrapyranudal side effects, drowsiness, cognitive decline, confusion,
increased risk of falls, parkinsonism, tardive dyskinesia, social withdrawal, QT prolongation, diabetes,
postural hypotension, neuroleptic malignant syndrome, angioedema, and increased mortality.* The

evidence of these risks has primanly emerged from studies conducted in patients with non-emergent BPSD.

The risk for adverse cardiovascular events with APMs 1s elevated in the first 30 days and continues for up
to 3 years thereafter ® The use of both atypical and conventional antipsychotic drugs in patients with

dementia 15 associated with a 60% to 70% increased relative risk of mortality, which 1s highest i the first



40 days of use and increases with higher doses.” This heightened nisk is reflected in the black box warning
that 1s requured for all :m’riprsj,;n:hu::tit:s_ET Expressed in terms of “Number Needed to Harm™ calculations, the
likelihood of benefit vs. fatal outcome from the use of atypical antipsychotic drugs for BPSD 1s small: for
every 9-25 patients helped with these medications (who would not have improved on placebo), there would
be one death.* However, a recent report slightly mitigates the negative perspective from the previous
studies regarding the safety of these agents. In a cohort of 957 patients with probable AD hiving 1n the
commumnity, treatment with an APM (n=241) was not associated with a greater risk of death ** However,
most studies finding an increased risk of mortality have been conducted in nursing home patients.* In the
2009 DART-AD study, survival (compared to placebo) was found to gradually decline in patients on
antipsychotics: 46% vs. 71% at 24 months and 30% vs. 59% at 36 months.”® There were insufficient

numbers to determine 1f the risk differed among patients using different antipsychotics.

Thus, although antipsychotics may help control the acute symptoms of BPSD 1n certain patients, they must
always be used carefully and with mmformed consent (from the patient, if possible, or from fanuly members
and other caregivers) regarding the possible benefits and risks.



The Long-Term Effects of Conventional and Atypical PSYCHIATRY
Antipsychotics in Patients With Probable Alzheimer’s Disease

Oscar L. Lopez, M.D.; James T. Becker, Ph.D.; Yue-Fang Chang, Ph.D.; Robert A. Sweet, M.D.;
Howard Aizenstein, M.D.; Beth Snitz, Ph.D.; Judith Saxton, Ph.D.; Eric McDade, D.0.; M. Ilyas
Kamboh, Ph.D.; Steven T. DeKosky, M.D.; Charles F. Reynolds, III, M.D.; William E. Klunk, M.D.,
pthl

Am J Psychiatry 2013;170:1051-1058. doi:10.1176/appi.ajp.2013.12081046

The use of antipsychotic medications, L

both conventional and atypical, was Lo ik QAL ). epEs
not associated with either time to &
nursing home admission or time to
death after adjustment for relevant
covariates. Rather, it was the
presence of psychiatric symptoms,
including psychosis and agitation, that
was linked to increased risk of
institutionalization and death after
adjustment for exposure to s B
antipsychotics.
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Table 5: Starting and maximum doses of antipsychotics in elderly with dementia syndromes

Drug Starting dose Maximum dose
anpiprazole 5 mg 15 mg
olanzapine 1.25 mg-5 mg 10 mg
quetiapine 12.5 mg-50 mg 300 mg
risperdone 0.25 mg-1 mg 2 mg
paliperidone 1.5 mg 3-6 mg




BoTTOM LINE

First-line approaches for the management of non-emergent BPSD should focus on identifying any relevant
environmental, psychological, or physiological factors that might be causing or contributing to symptoms.
Non-pharmacologic management strategies should be exhausted before pharmacologic treatments are
considered. Of the pharmacological agents commonly used, antidepressants such as escitalopram,
sertraline, or trazodone appear to provide the most favorable risk-benefit profile for addressing non-
emergent BPSD, with or without depression. One or two trials of these agents should be the first-line
approach, though 1f the patient 1s going to receive a trial of an anticholinesterase inhibitor or memantine for
cognitive impairment, wait to see if this will be helpful for the BPSD before starting another medication.
After the antidepressants, 1t 1s reasonable to consider an antipsychotic: nsperidone or aripiprazole are
preferred. The evidence base supporting the use of gabapentin, carbamazepine, and prazosin 1s weak and
the clinical significance of the effects reported in the literature are often questionable, though some recent
reports suggest that some agents have significant potential in selected patients. Valproate, however, seems
ineffective. Benzodiazepines should not be used for patients with new-onset non-emergent BPSD because
the risks associated with these agents such as falls and cognitive impairment outweigh any demonstrated
benefits. Whenever possible, prescribing clinicians should try one psychotropic agent at a tume for the
symptoms of BPSD.



Figure 2. Management algorithm for emergent BPSD

( Acute evaluation N Manage according to
Is the patient in severs distress? algonthm for non-emergent
Is the patient an immuinent danger to himheselfor | BPSD (page 3°0)
caregrvers’
. Dioes the patient have severely disnptive or
dangerous bebavioral disturbances?




.

Purzue simultaneous management and
evaluation strategies for emergent BPSD
focused on stabilizing the acute situation
followed by transition to a longer-term, non-

emergent management plan.

Pharmacelogic acute stabilization

DO NOT use benzodiazepines or related medications
AVOID new adnumistration of nmltiple pharmaceutical agents
» Complete therapeutic tials with a smgle medication. If
meffective then discontimue and mmifiate an alternative
medication
INFORAMI caretakers that risks of pharmacetherapy, especially with
anfipsyehoties, often outweigh benefits

Fecommended antipsyehotic medications
¢ Anpiprazole
o PO:2mgtomg
o IM:1875mgto 7.5mg
¢ Fispendone
o PO-025meto l me
* (Olanzapine
o P25 mgtol me
o IM:25mgto Smg

Consider PO adounistration first; certain siuations may requie I adounistation (e.g., patient
refusal of medication)
If symptoms are not controlled after the first dose, doses (PO or IM) mav be repeated every 30
mimntes to 1 howr for a total of 3 doses/day
Momtor for dmg-drug mteractions
Momtor for adverse events (e.g., cardiac effects)
Feassess the patent after stabihzation
Consider tapering medication 4 to 6 weeks after stabilization (taper over a 2 week
pariod)

Non-pharmacologic acute stabilization

Create a safe and comfortable emaronment for the
patient and caretzkers
o Move the patient to a safe treatment
area (e.g., mpatient facility)
Prevent access to means of harm (e 2.,
stamrwells, shaip objects)
Invelve fanuly members {(fammbar
faces) m care
Manzge any acute factor that may be cansing
emergent symptony: (e.g., metabolic disorder,
sepsis, cerebrovascular event, environmental factor,
emotional or physical discomfort, medication or
substance toxerty or withdrawal)
Use restramts only as a last resort and with great
caufion

36




BPSD —

Gia in trattamento con Ache-i o memantina?

memantina

_

BPSD lievi - no rischi

l

BPSD moderatl -severi - rischi

No
effetti

Sintomi psicotici;

agitazione severa,

aggressione

Antipsicotici atipici
SSRI/trazodone

Depres§lo |perattivita,
ne/ansia agitazione lieve

SSRI/mirtazapina/ Jj Trazodone/SSRI,
antipsicotici atipici

trazodone/

ansiolitici



J Clin Psychiatry. 2003;64:1106-12.
The use of atypical antipsychotics in nursing homes.
Liperoti R, Mor V, Lapane KL, Pedone C, Gambassi G, Bernabei R.

* cross-sectional study on 139,714 nursing
home residents living in 1732 nursing
homes in 5 U.S. states from Jan. 1, 1999,
to Jan. 31, 2000.

» 18.2% received an antipsychotic.
Approximately 11% received an atypical
antipsychotic, while 6.8% received a
conventional agent.
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Figure. Use of antipsychotic medications in 2006.

Arch Intern Med. 2010;170(1):89-95



ORIGINAL INVESTIGATION

Unexplained Variation Across US Nursing Homes
in Antipsychotic Prescribing Rates

Yong Chen, MD, MHS; Becky A. Briesacher, PhD; Terry 5. Field, D5c;

Jennifer Tjia, MD; Denys T. Lau, PhD; Jerry H. Gurwitz, MD

Background: Serious safety concerns related to the use
of antipsychotics have not decreased the prescribing of
these agents to nursing home (NH) residents. We as-
sessed the extent to which resident clinical characteris-
tics and institutional prescribing practice were associ-
ated with antipsychotic prescribing.

Metheds: Antipsychotic prescribing was assessed for a
nationwide, cross-sectional population of 16 586 newly
admitted NH residents in 2006. We computed facility-
level antipsychotic rates based on the previous year's
(2005) prescribing patterns. Poisson regressions with gen-
eralized estimating equations were used to identify the
likelihood of resident-level antipsychotic medication use
in 2006, given 2005 facility-level prescribing pattern and
NH resident indication for antipsychotic therapy (psy-
chosis, dementia, and behavioral disturbance).

Results: More than 29% (n=4818) of study residents
received at least 1 antipsychotic medication in 2006. Of

the antipsychotic medication users, 32% (n=1545) had
no identified clinical indication for this therapy. Resi-
dents entering NHs with the highest facility-level anti-
psychotic rates were 1.37 times more likely to receive an-
tipsychotics relative to those entering the lowest
prescribing rate NHs, after adjusting for potential clini-
cal indications (risk ratio [RR], 1.37; 95% confidence in-
terval [CI], 1.24-1.51). The elevated risk associated with
facility-level prescribing rates was apparent for only NH
residents with dementia but no psychosis (RR, 1.40; 95%
CI, 1.23-1.59) and residents without dementia or psy-
chosis (RR, 1.54; 95% CI, 1.24-1.91).

Conclusions: The NH antipsychotic prescribing rate was
independently associated with the use of antipsychotics
in NH residents. Future research is needed to determine
why such a prescribing culture exists and whether it could
result in adverse health consequences.

Arch Intern Med. 2010;170(1):89-95
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« OBJECTIVE: to quantify the variation in antipsychotic treatment choice across US nursing
homes, and to characterize its correlates.

« METHODS: Prescribing practices were assessed in a cohort of 65,618 patients 65 years
or older in 45 states who initiated treatment with an antipsychotic medication after nursing
home admission between 2001 and 2005.

« RESULTS: Among antipsychotic medication users, 9% of patients initiated treatment with
a conventional agent. After adjustment for case-mix and facility characteristics, 95% of
nursing homes had a predicted conventional antipsychotic prescribing rate between 2%
and 20%. Individually, patient characteristics accounted for 36% of the explained variation,
facility characteristics for 23%, and nursing home prescribing tendency for 81%. Results
were consistent in the subgroup of nursing home patients with a diagnosis of dementia.
The prescribing physician was not considered as a determinant of treatment choice owing
to data limitations.

« CONCLUSION: These findings indicate that antipsychotic treatment choice is to some
extent influenced by a nursing home's underling prescribing "culture.” This culture may
reveal strategies for targeting quality improvement interventions. In addition, these findings
suggest that a nursing home's tendency for specific antipsychotics merits further
exploration as an instrumental variable for improved confounding adjustment in
comparative effectiveness studies.
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Of the overall sample of 1 402 039 NH residents, 308 449
(22.0%; 95% CI, 21.9%-22.1%) received 1 or more prescrip-
tions of antipsychotics. Prevalence of antipsychotic drug pre-
scribing in NHs varied significantly (quintile 1 vs quintiles
2-5, P<2.001) with the highest quintile states (28.1%; 95%
CI, 27.09%-29.1%) located in the central south and the low-
est quintile states (17.2%; 95% CI, 16.3%-18.1%) located
mostly in the west (FIGURE). Of 4 338 723 antipsychotic pre-
scriptions in NHs, the majority (68.6%; 95% CI, 68.5-
68.7) were for the atypical agents quetiapine fumarate, ris-
peridone, and olanzapine (n=2988 573) (TABLE). Among
the 186 076 residents receiving antipsychotics and ob-
served for 90 days, 13956 (7.5%; 95% CI, 7.3%-7.6%) re-
ceived only 1 prescription for antipsychotics while the me-
dian number was 10 (IQR, 5-14) prescriptions. The median
duration of antipsychotic therapy during the 90-day obser-
vation period ranged from 30 (IQR, 8-74) days to 77 (IQR,
67-83) days.
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Flgure. State-Level Prevalence of Antipsychotic Prescribing In
Mursing Homes

Pravalence of antipsychotic prescribing
Cuintile Mean (95% CI), %

HE 17.2 (16.3-18.1)
I 19.6 (19.0-20.2)
[ 1.7 (21.3-22.1)
B 23.9 (23.3-24.6)
| B 28.1 (27.0-29.1)

[ ] Insufficient data




Table. Most Commonly Prescribed Antipsychotic Medications In Nursing Homes (NHs)

No. of Dwration of Use
Residents During 90-Day
Prescribed % of Total Type of Stay in NH,
Genernc Drug MName Dirug Prescriptions Antipsychaotic Median (I1QR), d®
Cuetigpine fumarate 1356223 314 Atypical T2 (67-85)
Risperidone 1061897 244 Atypical 70 (50-83)
Clarzapine 70453 13.1 Atypical 70 [48-83)
Halopendol 402077 9.2 Conventional 30 (7-70)
Aripiprazole 347900 8.0 Atypical 69 (50-82)
Clozapine 232125 5.3 Atypical TT (ET-85)
Fiprasidone 1388681 3.2 Atypical BE (30-582)
Chlorpromazing B5 159 1.5 Conventional a0 (8-T4)
Fluphenazine B4 BET 1.3 Conventional b4 [2B-TE)
All othersP 1091414 249 Atypical and conventional 70 (52-83)

Abbreviation: KJR, interquariile ramge.

8 aloulated among 186 076 residents of MHs receiving at least 1 antipsychofic and observed for at kast 90 days.

B inciudas palperidone, parphenazing, thiothixens, loxapine, trifluoperazine, combination of olarzapine and fluoxetine, asenapine, loparidone, molindone, pimazine, frilafon, hod-
tane, and mesoridazine.
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Conclusioni

« La prescrizione di neurolettici nelle RSA
esaminate e elevata, probabilmente in aumento
rispetto agli anni scorsi

|l dato e in linea con guanto riportato in
letteratura, anche se appare maggiore |l
consumo di neurolettici tipici rispetto ad altre
realta internazionali

» Lo sforzo per ridurre 'uso di antipsicotici nei
residenti nelle RSA ¢ in linea con quanto
iIndicato dalla letteratura scientifica piu recente e
dalle raccomandazioni delle societa scientifiche



