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Neuropsychiatric symptoms (NPSs) are hallmarks of Alz-
heimer’s disease (AD), causing substantial distress for both
people with dementia and their caregivers, and contributing
to early institutionalization. They are among the earliest signs
and symptoms of neurocognitive disorders and incipient cogni-
tive decline, yet are under-recognized and often challenging to
treat. The Alzheimer's Association’s Research Roundtable, a
consortium of experts from academia, industry, and regulatory
agencies first addressed these challenges in 2010 [1].

Since then, there is renewed interest in mechanisms of
NPSs and identification of effective treatments for these
symptoms, in part through the efforts of the NPS professional
interest area within the International Society to Advance
Alzheimer’s Research and Treatment [2]. In May 2016, the
Research Roundtable revisited the topic, bringing together
experts in the field to advance therapy development through
a more comprehensive understanding of underlying mecha-
nisms and application of novel clinical trial approaches.
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Neuropsychiatric signs and symptoms of Alzheimer’s discase:
New treatment paradigms
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Jiska Cohen-Mansfield", Zahinoor Ismail’, Constantine Lykelsos David $. Miller", Erik Musiek',
Ricardo S. Osorio™, Paul B. Rosenberg”, Andrew Satlin”, David Steffens’, Pierre Tariot",
Lisa J. Bain', Maria C., Carrillo”, James A. Hendrix', Heidi Jurgens’, Brendon Boot™

2. History and overview

NPSs affect almost all individuals with dementia (97%)
over the course of the disease [3], and although they fluctuate
[4], they rarely disappear [5]. The effects on both patients
and caregivers are severe: they are associated with impair-
ment in activities of daily living [6], poor quality of life
[7]. earlier institutionalization [8], accelerated disease
progression, increased mortality [9], caregiver stress [10],
and increased cost of care [11].

Medical, environmental, and caregiver issues can impact
the expression of NPSs, making the categorization of the
symptoms challenging [12]. Each of these approaches has
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Systematic review of recent dementia practice
guidelines

JENNIFER NGO, JayNa M. HoLrROYD-LEDUC

Table 3. Selected recommendations for management of dementia with consensus from three or more gl.lidﬁ.‘l.il’li_‘ groups

Evaluation of typical BPSD symptoms
* Assess for BPSD at the ime of diagnosis and at regular intervals (Le. 3 months) thereafter
* Identify and treat delirium that may be contributing to neuropsychiatric symptoms
Non-pharmacologic management of typical BPSD symptoms
* Recommended therapies include music therapy and massage therapy
* Controversial therapies that cannot be recommended indude aromatherapy and multsensory stimulation (also known as Snoezelen therapy)
Pharmacologic management of typical BPSD symptoms
* Use medications sparingly only after non-pharmacologic approaches have failed, with awareness of side-effecs
* Advise patients and families on the risks and benefits prior to commencement of pharmacotherapy
* Atypical antipsychotics are preferred (over typical antipsychotics)
* Low doses should be used and carefully uptitrated; taper as eardy as possible
* Those with DLB are very sensitive to antipsychotics; therefore, this therapy is not first line
* There is lack of consensus for using benzodiazepines, anticonvulsants, mood stabilizers and S5R1s in typical BPSD symptoms
Evahution and management of mood and other symptoms
* Evaluate for co-morhid depression
* Non-pharmacologic therapy, such as cognitive behavioural therapy or psychotherapy and reminiscence therapy, is recommended first
* In severe disease or after failed non-pharmacologic therapies, use an antidepressant; 55R1s are recommended, while tricyclic antidepressants are advised against
* Patients should be assessed for pain
.. 4
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Table 5. Daily Dose Limits for Antipsychotic Medications Used to Treat
Residents With Behavioral Symptoms of Dementia

Antipsychotic Name Maximum Total Daily Dosage (mg)

Chlorpromazine (FG) 75
Fluphenazine (FG) 4
Haloperidol (FG) 2
Loxapine (FG) 10
Molindone (FG) 10
Perphenazine (FG) 8
Thioridazine (FG) 75
Thiothixene (FG) 7
Trifluoperazine (FG) 8
Aripiprazole (SG) 10
Clozapine (SG) 50
Olanzapine (5G) 5
Quetiapine (5G) 150
Risperidone (5G) 2
Ziprasidone (5G) (Mot adequately studied)
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Original Study—Brief Report

Discontinuation of Long-Term Antipsychotic Drug Use for Behavioral
and Psychological Symptoms in Older Adults Aged 65 Years and
Older With Dementia

Ellen Van Leeuwen MD *®* Mirko Petrovic MD, PhD ¢, Mieke L van Driel MD, PhD 9,
An IM De Sutter MD, PhD P, Robert Vander Stichele MD, PhD#, Tom Declercq MD P,
Thierry Christiaens MD, PhD #

Table 2
Climical and Health Services Qutcomes in Trials of Antipsychotic Discontinuation
Outcomes Results Mumber of Tnals  Quality of Comments
and Participants  Evidence
(Grade)
Behavioral and psychological Mo difference 7RCTs, 519 Lo Subgroup analyses according to baseline NPl-score
symptoms; follow-up 1-8 mo in NPl scores participants (=14 or =14). Participants with NPl <14: less agitated
(N =2, pooled); in the discontinuation group. Particdpants with NP =14:
no difference on discontinuation led to worsening of BPSD in some patients

“scales measuring
overall behavior
and psychological
symptoms” (N = 5,

not pooled)

Adverse events; assessed with Mo difference 5 RCTs, 381 Low
various scales; follow-up 1-8 mo particpants

Quality of life (QoL); assessed with Mo difference 2RCT 119 Lowe Mo difference between discontinuation and continuation
various scales; follow-up 3 mo-25 wk particpants groups in the overall cohort or in subgroups with baseline

MPI score above or below the median

Cognitive function; assessed with Mo difference 5 RCT=, 365 Lo
various scales: follow-up 1-8 mo participants

Use of physical restraint; Mo difference 1 RCT, 36 Very low Conclusion made by the authors but not supported by data
follow-up 1 mo participants

Mortality; assessed with various Mo difference 2RCTs, 275 Very low In a long-term follow-up of 36 mo after the 12 mo randomized
scales; follow-up 4-12 mo particpants discontinuation trial, we were uncertain whether discontinuation

decreased mortality




ddapuaKa AvetmiBuunTeg evépyeleg (AE)

ECwTttupauidikéG avetmiBuuNTEG EVEPYEIEG, aKaBNOia, TTAPKIVOOVIOHUOS, OWIUN
duokivnoia, avtixoAivepylkry dpdon (SnpooTopia, dUOKOIAIOTATA, duooupia,
Baupog 6paong), KATAOTOAR, TITWOEIG, OpBOOTATIKA UTTOTACN, O/XEC OTNV
KapdIOKn aywyluotnTa, €AATTWON TOU O0udou TIPOKANONG  ETTIANTITIKWY
KpioEwV, KOKONBES VEUPOANTITIKO oUVOpoo, delirium, AEE, 8dvartog

ATuTTa AVTIPUXWTIKA AucAhimidaipia, PIKpA avoxry oTn YAuKOZn Kal KivOuvog avarmTugng A,
TTPpoocAnyn PBdpoug, TITWOEIG, KATAOTOAr, opBooTaTtikhy utrétacn, uywnAdg
Kivouvog AEE kal ayyeiakwyv cupBapdTtwy, TTveupovia, 8avaTog

NAlyOTEPO ouXVA: O/XEC OTAV KAPDIAKA QaywyINOTATA, QVTIXOAIVEPYIKA Opdon,
ECWTTUPAMIBIKEG QVETTIBUUNTEG EVEPYEIEG, aKAONOia, TTAPKIVOOVIOUOS, OWiun
duoKIvnoia, KakdnBeg veupoANnTITIKO oUvOpouo, delirium

OAavdatrivn: peyaAutepn TTPOocANYWn BApoug, BUCAITTIOQIIA, aVTIXOAVEPYIKA
opdon

Piotrepidovn: o€ uwnAOTepeG OOOEIC PEYAAUTEPOG KivOUVOG  EUPAVIONG
ECWTTUPAMIOIKWY  AVETTIBUUNTWY  EVEPYEIWY, 0pBOoOTATIKAG  UTTOTAONG,
KATAOTOANG

KoueTtiatrivn: peyaAuTtepn TTpoocAnwn Bdpoug, KaATaoToAr, o0pBooTaTIKA

uTTOTaON
Zitrpacidoévn: empnikuvon tou QTc
KAodlaTrivn: QAVTIXOAOVEPYIKA opdon, opBooTaTIKn utrétaon,

OKOKKIOKUTTapaIuia
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. - The Journal of Clinical Pharmacolg,
Use of Antipsychotics for the Treatment 204k Todg10er o

of Behavioral Symptoms of Dementia © 2016, The American College of

Clinical Pharmacology
DOI: 10.1002/jeph.731

H. Karl Greenblatt, BA and David ). Greenblatt, MD

Table 4. Topics Proposed for Discussions Between the Treating Physician and the Patient’s Family or Caregivers

|. The patient’s symptoms can no loenger be nonpharmacologically managed in a way that preserves the patient’s dignity and/or ensures a reasonable
environment for other patients. (Mote that if the patient poses an immediate physical danger to the self or others, this is a critical consideration. In this
scenario, a caregiver’s consent may not be necessary before starting antipsychotic therapy.)

2. Poteniially reversible and treatable causes of the patient's symptoms have been evaluated and ruled out.

3. There are no approved drug treatments for the patient’s observed symptoms, but based on available evidence and the clinician’s experience, antipsychotics
are more likely than not to ease symptoms to a greater degree than placebo. Therefore, the clinician recommends starting antipsychotic therapy at this time.

4. There is considerable, but not overwhelming, evidence that antipsychotics are associated with an increased risk of sudden death in dementia patients. It is not
clear which individual drugs carry a greater or lesser mortality risk. (It may be useful for clinicians to provide their own experience with this clinical situation.)
5. The FDA has issued a Black Box WWarning regarding the above risk. However, this does not mean that the patient is likely to die once he or she begins
antipsychotic therapy, or that prescribing is not permitted. The absolute risk with any drug is small. A Black Box WWarning is a cautionary statement regarding
the risks associated with a drug, not a statement as to whether the potential benefits may outweigh the potential risks.
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ddapuaka AvetTiOupnTeg evépyeieg (AE)

NauTia, €METOC, OIAPPOIKEC KEVWOEIC, UTTOVATPIAIMIO, OECOUAAIKN
OuoAeIToUpyia, avnouyia, Aayxog, akadbnoia Kal TTAPKIVOOVIKN
OUMTITWHATOAOYIa, dlatapaxeg UTTVou, augnMévog Kivdouvog
AIJoOPPAYIONG KUPIWG aTTO TO YAOOTPEVTEPIKO oUOTNHA (£101KG O€
TTEPITITWON ouyxopnynong OVTIAIMOTTETOAIOKWV
OKEUAOMATWY), TITWOEIG, TEPOTOVIVEPYIKO OUVOPOUO

ApTnpiakn uttEPTacn o€ UWPNAES DOOEIG

KapdioayyelakEg (opBooTaTikr) uttdtaon, dIaTtapaxEC aywyikoTnTag)
KAl QavTIXOMVEPYIKEC avemmOUuNTeG evépyeleg (BAuBog dpaong,
Taxukapdia, ¢npooTouia, oOucoupia, OUCKOIAIOTNTA, KATAGCTOAN,
eMOEiVWON vonTIKWY dUCAEITOUpPYIWVY), delirium

Kivbuvo¢  UTTEPTAOIKAG  Kpiong ME  TTPOCANWN  TUpapivng,
OEPOTOVIVEPYIKO OUVOPONO peE ouyxopriynon SSRIs

YmrvnAia, opBooTaTtikry  utrtdtacon, ¢neocTodia, To  OTTavia
TTPIATTIONOG

MipTtadlatrivn KataoTtoAr], TTpooAnywn PBApoug, 1o OTTavia nITartoTogIKOTNTa Kal
OUdETEPOTTEVIA




dementia diagnosis, Of these, 2415 (SRR 1 c 2 (standard deviation) 3.5
2441 years]. Prescription of an antidepressant, both before and after dementia diagnosis, was significantly
EESOER S W RIERE MOl after adjusting for a broad range of potential confounders including

symptom severity, functional status, and physical illness ( hazard ratio 1.22; 95% confidence interval 1.08
—1.37 for prescription prior to dementia diagnosis; 95% confidence interval 1.04—145 for prescription
post dementia diagnosis). In stratified analyses, risks remained significant in those without neuropsy-
chiatric symptoms.
Conclusions: The prescription of antidepressants around the time of dementia diagnosis may be a risk
factor for mortality.

©@ 2017 AMDA — The Society for Post-Acute and Long-Term Care Medicine.

ultivariate Cox Regression Analyses of Association between Receiving Antidepressant Treatment and Mortality

Multivariate Cox Regression Models Antidepressant receipt prior to

{and) post dementia diagnosis

Antidepressant receipt post
dementia diagnosis only

Hazard Ratio (95% CI) Hazard Ratio (95% CI)

Unadjusted 1.15(1.04-1.29)° 1.26 (1.08-1.46)"

Adjusted for demographics’ and cognitive scores 1.29(1.16-1.44)* 1.32(1.13-1.55)*

Adjusted for demographics’, cognitive scores and all mental health and 1.24 (1.10-1.39)* 1.28 (1.09-1.51)*
functional problems HoNOS65+ subscales

Adjusted for demographics’, cognitive scores and hospitalization, 1.22(109-1.36)" 1.26(108-1.48)"
HoNOS65+ physical illness subscale, and vascular comorbidity

Fully adjusted (for demographics’, cognitive scores, and all HoNOS65+ 1.20(1.06-1.35)" 1.25(1.06-1.48)"

subscales, and vascular comorbidity)

Adjusted using propensity score as covariate 122 (108-1.37)"

1.22(1.04-1.45)"
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Original Study

Associations of Neuropsychiatric Symptoms and Antidepressant
Prescription with Survival in Alzheimer Disease
Christoph Mueller MD®"*, Jonathan Huntley PhD*", Brendon Stubbs PhD =P,

Andrew Sommerlad MSc®#, André F. Carvalho MDY, Gayan Perera PhD ?,
Robert Stewart MD*", Nicola Veronese MD =f
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Associations of acetylcholinesterase inhibitor
treatment with reduced mortality in Alzheimer’s
disease: a retrospective survival analysis

(CHRISTOPH MUELLER"E, GAYAN PERER!\', RicHARD D. HMES', HITESH SHE'I‘I'YE, ROBERT STEWART' 2

Abstract

Background: dementa is increasingly recognised as life-limiting condition. Although the benefits of acetylcholinesterase
inhibitors (AChEIls) on cognition and function are well established, their effect on survival 1s less clear.

Objective: to investigate assoclations between AChEI prescription and mortality in patents with Alzheimers dementia
(AD) in a naturalistic setting, using detailed baseline data on cognition, functioning, and mental and physical wellbeing,
Methods: we used a large mental healthcare database in South London, inked to Hospital Episode Statistics and Office for
National Statistics mortality data, to assemble a retrospective cohort. We conducted a survival analysis adjusting for a wide
range of potential confounders using propensity scores to reduce the impact of confounding by indication.

Results: of 2,464 patients with ADD), 1,261 were prescribed AChEIs. We detected a strong association between AChEL

receipt and lower mortality (hazard ratio = 0.57; 95% CI 0.51-0.64). This remained significant after cnntrc)i.ian for a broad
ranoe of potential confounders includine psvchotropic co-prescripton, symptom severity, functonal status and hospital
admissions (hazard rato = 0.77: 95% CI 0.671.87).

Conclusions: in a large cohort of patients with AD, AChEI prescription was associated with reduced risk of death by more

than 20% 1n adjusted models. This has implications for individual care planning and service development.
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Treatment effects between monotherapy of

donepezil versus combination with

memantine for Alzheimer disease: A meta-

analysis

Ruey Chen’, Pi-Tuan Chan?, Hs
Yu Chen®7®, Kuei-Ru Chou'"

Table 2. Subgroup analysis results of study outcomes.

Results

Compared with patients who received donepezil alone, those who received donepezil in

combination with memantine exhibited limited improvements in cognitive functions (g =

0.378, p <.001), BPSD (g = -0.878, p <.001) and global functions (g = —0.585, p = .004).

Gradual titration of memantine plus a fixed dose and gradual titration of donepezil as well as
a fixed dose and gradual titration of memantine resulted in limited improvements in cognitive
functions(g = 0.371, p =.005), BPSD(g = -0.913, p=.001), and global functions(g = -0.371,
p=.001).

Cognition Function

Behavioral and Psychological Symptoms in

Global Functions

Dementia
Mo.of | Hedges'g| P |Overall | F Mo.of | Hedges'g | P | Overall | F Mo.of | Hedges'g | P | Overall | F
Trals | (95% Cl) | value | Pvalue Trials | (95% Cl) | value | Pvalue Trials | (95% Cl) | value | Pvalue
Intervention
characteristics
Combination of [ 0.391 0.001 50.981 4 —-0.767 006 79.920 3 -0.583 .042 91.081
donepezil alone vs. (0.180— (—1.314 to (-1145t0
memantine and 0.603) -0.219) —0.021)
donepezil at 24 weeks
Treatment effects of B84 | 57.15 068 | B2.12 0.001** | 80.488
memantine dose
Gradual Titration (5— 7 0.371 0.005 7 -0.913 001 4 -0.371 J001
20 mg) (0.111- (—-1.349 10 (—0.676 to
0.631) —0.478) —0.066)
Fix Dose(10/20 mg) 3 0.408 0.018 1 —0.756 A76 1 —2.367 J069
(0.178— (-1.851to0 (-3.503 to
0.591) —-0.339) -1.231)
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Cannabinoids for the treatment of
behavioral and psychological symptoms of
dementia

Rajesh R Tampi*-', JuanJ Young' & Deena J Tampi?
'Department of Psychiatry, MetroHealth, Cleveland, OH, 44109, USA
ZDiamond Healthcare, Richmond, Vi, 23219, UsA

*Author for correspondence: Tel.: +203 805 5223; rajesh.tampi@gmail.com

“There is evidence to suggest that cannabinoids can reduce neurodegeneration,
neuroinflammation and have neuroprotective effects through the activation of the CB1 and CB2
receptors 22

Seven of the eight studies indicated that symptoms of BPSD improved with the use of cannabinoids (13-15,20].
‘Dnl}r one stun:|},r found that there was no benefit to using THC when compared with placebu in the treatment of
BPSD over a 12-week period at a maximum dose of 3 mg a da}f (19]. Behaviors that were improved with the use

of cannabinoids included, agitation, aggression, lmpulsivity, nocturnal restlessness, w:uldering and poor sleep. It

was unclear from these studies whether any particular type of BPSD responded better to the treatment with the

cannabinoids.
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Electroconvulsive Therapy for Agitation and Aggression in Dementia: A Systematic Review.
van den Berg JE', Kruithof HCZ, Kok RM2, Verwijk E®, Spaans HP#.

Palliating Severe Refractory
Neuropsychiatric Symptoms of Dementia:
Is There a Role for Electroconvulsive
Therapy?

Tyler S. Kaster, M.D., Daniel M. Blumberger, M.D., M.Sc., F.R.C.P.C.

thesize this diverse literature. The authors included
all studies for which the primary ECT indication was
NPS in dementia. Seventeen studies were included: a
single prospective study and 16 retrospective studies
of varying design and quality. Although a quantita-
tive analysis was not possible because of low study
quality and heterogeneity, the authors made two con-
clusions: (1) 88% of individuals with NPS treated with
ECT demonstrated a clinically significant improve-
ment and (2) adverse effects from ECT were mild or

transient. Although the former is likely an overesti-
mate and the latter an underestimate of true effect, these
results indicate that ECT may have a role in palliat-
ing severe and refractory NP5
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