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BACKGROUND & OBJECTIVES

Background

e The prevalence of Alzheimer’s disease (AD) and other dementias among people aged >65 years was estimated to be 5.8 million in the US in

2020, and is projected to reach 8.4 million by 2030 [1]

® An estimated 80% of care received by patients with AD is informal care provided primarily by family members [2] — across the US, this

represented 18.1 billion hours of caregiving, which was equated to a value of $221.3 billion in 2015 [3]

e Family caregivers of patients with AD and other dementias experience a high level of emotional strain and depression that increases with

greater levels of dependency for daily living activities and severity of behavioral problems and delirium [4-6]

e In order to accommodate caregiving activities, family caregivers experience disruptions in employment which augments financial strains

associated with covering out-of-pocket medical expenses and daily living needs of patients [7-9]

e In clinical trials of AD and other dementias, family caregivers typically provide proxy reports on the patient’s health status, daily functioning,
or quality of life (QoL) using validated instruments such as Neuropsychiatric Inventory (NPI) and the Clinician’s Interview-Based Impression

of Change Plus Caregiver Input Scale (CIBIC+) [10-13]

e Family caregivers can also provide distinct information on their own well-being and on caregiving strain via caregiver-reported outcomes

(CgROs) [14-17]

Rationale & Objective

e The objective of this targeted review was to examine how CgROs were captured and reported in clinical trials of pharmacologic therapies in

AD and other dementias in the past decade

https://ispor2021-ispor.ipostersessions.com/Default.aspx?s=FF-72-31-5F-4C-44-D9-20-F5-95-D4-C0-87-23-68-E5&pdfprint=true&guestview=true 2/12



5/25/2021 ispor (iPosterSessions - an aMuze! Interactive system)

METHODS

e A focused literature review that concentrated on CgROs in clinical trials in AD and other dementias was conducted using an iterative hybrid of

pearl growing and snowball search methods [18-19]

® An initial broad search was conducted in PubMed and employed the following search terms: “Alzheimer’s disease”, “dementia”, “caregiving”,

and “caregiver”, and were limited to English-language publications (full-text articles) from 2011 to 2020, and “clinical trials” and “randomized

clinical trials”
e A total of 431 initial results were initially retrieved

o Initial results were first screened to exclude study designs other than interventional clinical trials, clinical trial design publications, and

interventions other than pharmacologic therapies (eg, nutritional supplements, behavioral therapy, music therapy, exercise)

e Of screened results, five core publications were selected based on the relevance of patient population, interventions, and outcomes to the

research topic

e The core publications were then used for prospective searches (eg, cited by) and retrospective searches, as well as the identification of new

search terms
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RESULTS

Overview of identified studies

e Sixty-eight publications of clinical trials in AD and other dementias were identified in the strategic literature review — all had efficacy measures
that incorporated caregiver reports:
o The most common of these assessments were the Neuropsychiatric Inventory (NPI) (n=37), Alzheimer’s Disease Cooperative Study —
Activities of Daily Living Scale (ADCS-ADL) (n=22), and Clinician’s Interview-based Impression of Change with Caregiver Input
(CIBIC+) (n=18)

©O Caregiver reported adherence to study medication was reported in three publications

o Caregiver proxy reports of QoL were reported in six publications

e Of these 68 publications, 26 reported CgRO data on caregiver strain, caregiver distress, caregiver QoL, and caregiving time

e Publications reporting CgRO data had study sizes that ranged from 10 to 1,322, and had a variety of settings, including single-center trials, a

multinational phase 3 trial, and a national phase 4 open-label trial
e Study durations also ranged substantially from 6 weeks to 24 mo

e A range of countries in Europe, North America, and Asia were represented, with studies from the US (n=7) and Japan (n=5) being the most

common (Figure 1)

e Patient populations included mild to severe AD, as well as those with dementia with Lewy Bodies, Parkinson’s disease associated dementia,

and frontotemporal dementia (Figure 2)

e The most common intervention across studies was donepezil (n=7), followed by memantine (n=6)

Figure 1: Geographic representation of studies reporting CgRO data
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Figure 2: Patient population in studies reporting CgRO data
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RESULTS (CONT'D)

Caregiver burden and caregiver distress

® Across 26 publications that reported CgRO data, the most common instrument of caregiver strain was the Zarit Burden Interview (ZBL; n=14)

(Table 1) [20-33]

e The second most common CgRO measure was the NPI caregiver distress (NPI-D) score (n=8; Table 1) [24,27,34-39]

e While no consistent improvements were seen with interventions, generally in studies that reported improvements in cognitive function and

reduction in behavioral and psychological symptoms, there were reductions in caregiver burden or distress [20,21,26-28,31,34-38]

e Among these studies, the largest was a Spanish multicenter, open-label study of donepezil in mild to moderately severe AD (N=529) [21]; over

the course of the 6-month study, significant improvements were seen in:

o Cognitive functioning evaluated by the Mini-Mental State Evaluation (MMSE; p<0.001)

0o Neuropsychiatric symptoms assessed by the NPI total score (p<0.001)

O Caregiver strain evaluated by the ZBI (p<0.001)

e The longest study duration was 24 mo in the Italian multicenter, double-blind, randomized-controlled trial (RCT) ASCOMALVA in mild to

moderate AD (N=113) [35]

O Relative to controls receiving donepezil + placebo (PBO), patients receiving donepezil + alphoscerate had significant improvements in

the anxiety, depression, and apathy subscales of the NPI at 24 mo, while caregiver distress, evaluated by the NPI-D, was also

significantly reduced (all p<0.05)

e In addition, a single-center Japanese study of memantine in moderate to severe AD (N=37) identified a significant correlation between

caregiver strain as evaluated by the ZBI and severity of neuropsychiatric symptoms assessed by the NPI total score (r=0.666; p<0.001) [20]

Table 1: Studies reporting ZBI or NPI-D outcomes

Study reference
Nakayama 2017

Padala 2018

Amenta 2012
Rea 2015
Carotenuto 2017

Carrasco 2011

Frakey 2012

Henderson 2015

Vellas 2011

Flynn Longmire 2014**

Porsteinsson 2014

Trzepacz 2013

Mohamed 2012**

Araki 2014

Hermann 2019

lkeda 2013

Murata 2018

Mori 2012

Verceletto 2011

Leroi 2014

Country

Japan

us

Italy

Spain

us

us

France

us

US and
Canada
us

us
Japan
Canada
Japan
Japan
Japan

France

UK

Study population
Mild AD (N=50)

Mild AD (N=60)

Mild to moderate AD
(N=113)

Mild to moderate AD
(N=529)

Mild to moderate AD (N=23)
Mild to moderate AD (N=42)

Mild to moderate AD
(N=153)

Caregivers of patients with
mild to moderate AD
(N=131)

Mild to moderately severe
AD (N=186)

Mild to severe AD (N=132)

Caregivers of patients with
mild to severe AD (N=361)

Moderate to severe AD
(N=37)

Moderate to severe AD
(N=39)

Dementia with Lewy Bodies
(N=108)

Dementia with Lewy Bodies
(N=158)

Dementia with Lewy Bodies
(N=140)

Frontotemporal dementia
(N=52)

Parkinson’s disease with
dementia (N=25)

Study design and duration
SC, praspective, 12 wk

SC, DB, RCT, PBO-controlled,
prospective, 12 wk

MC, RCT, PBO-controlled, DB,
24 mo

MC, open-label,
noncomparative, prospective, 6
mo

SC, RCT, DB, PBO-controlled, 8
wk

Two centers, RCT, DB, PBO-
controlled, 12 mo

MC, RCT, DB, PBO-controlled,
parallel group, phase 2A, 3 mo

MC, RCT, DB, PBO-controlled,
24 wk

MC, RCT, PBO-controlled, DB, 9
wk

MC, RCT, DB, PBO-controlled,
phase 2, 12 wk

MC, RCT (CATIE-AD), 9 mo

SC, RCT, 24 wk

MC, RCT, DB, crossover, 6 wk
Open-label extension, 52 wk
MC, phase 2, PBO-controlled,
RCT, DB, 12 wk

MC, RCT, PBO-controlled, 12 wk
MC, RCT, DB, PBO-controlled,

phase 2, 52 wk

DB, PBO-controlled, RCT,
parallel group, fixed dose, 16 wk

Intervention(s)

Galantamine

Methylphenidate vs PBO

Donepezil + alphoscerate vs
donepezil + PBO

Donepezil

Modeafinil vs PBO
Raloxifene vs PBO

Etazolate hydrochloride vs
PBO

Sertraline + psychosocial
treatment vs PBO +
psychosocial freatment

Citalopram vs PBO
Mibampator vs PBO
Olanzapine, quetiapine,

risperidone, or PBO

Memantine + d vs

2Bl outcomes™
No significant change in strain
(p>0.05)

Significant reduction in strain
(p=0.011)

Significant reduction in strain
(p<0.0001)

Reduction in strain did not
reach statistical significance

No significant difference in
strain

No significant difference in
strain (p=0.61)

No difference in strain
(p=0.71)

Significant reduction in strain
(p=0.008)

in strain

donepezil
Nabilone vs PBO

Donepezil

Zonisamide vs PBO

Donepezil vs PBO

Memantine vs PBO

Memantine vs PBO

(p<0.001)

Similar strain at baseline and
week 52

No significant change in strain

Significant reduction in strain
(p=0.004)

No significant difference in
strain (p=0.43)

Significant reduction in strain
(p<0.04)

NPI-D outcomes*

Significant reduction in
distress (p<0.05)

No significant difference
in distress

Significant reduction in
distress (p=0.018)

No significant difference
in distress (p=0.716)

Significant reduction in
distress (p=0.0209)

Significant reduction in
distress (p=0.041)
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AD: Alzheimer s disease; DB: double-blind; mo: month; MC: multicenter; NPI-D: Neuropsychiatric Inventory caregiver distress; SC: single-center; UK: United

Kingdom; US: United States; wk: week; ZBI: Zarit Burden Interview
*Results with treatment are presented relative to the control arm in RCT5 or relative to baseline in single-arm studies

**These publications were secondary analyses that specifically examined CgRO data captured in clinical trials

Caregiving activities and time commitments

e Two publications reported the impact of interventions on time taken to perform caregiving activities:
o Inthe TEAM-AD VA cooperative RCT (N=613; mild to moderate AD), median time to perform six types of activities (communicating
with care recipient, using transportation, eating, dressing, looking after recipient’s appearance, and supervising) ranged from 2.7 to 3.2
hours per day across treatment groups at baseline [40]
m  No statistically significant differences in caregiving time were seen between treatment arms (vitamin E, memantine, or

vitamin E + memantine) vs PBO over the mean follow-up of 2.27 years

m  Over the duration of the study, the mean annual rate of increased caregiving time ranged from +1.48 hours to +2.26 hours per

day across treatments

© In the second study, which was a single center, double-blind, PBO-controlled cross-over RCT (N=10; AD, vascular dementia, or
frontotemporal dementia), incobotulinumtoxin A treatment for paratonic rigidity was not found to significantly impact time needed for

cleaning and dressing [41]

Caregiver depression

e Two publications reported the impact of interventions on caregiver depression:
O In an analysis of the DIADS-2 study (N=131 caregivers), patient treatment with sertraline over 24 weeks was not associated with
significant reduction in caregiver depression as evaluated by the Beck Depression Inventory (BDI) (p=0.02 favoring PBO) — caregiver

distress or strain were also not reduced with treatment [22]

O In an analysis of the CATIE-AD study (N=361), treatment of patients with atypical antipsychotics (olanzapine, risperidone, quetiapine)
over 9 mo was not associated with reduction in caregiver depression (BDI; p=0.5185), despite significant reductions in caregiver strain

(ZBI; p=0.0090) and distress (NPI-D; p=0.0209) relative to PBO [27]

Caregiver QoL
e Only one publication reported the impact of intervention on caregiver QoL:

O In the analysis of the DIADS-2 study, there was no significant impact on the QoL of caregivers as evaluated by the Short Form-12 (SF-

12 physical component score: p=0.64; SF-12 mental component score: p=0.70) [22]
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LIMITATIONS

e The current review has several important limitations:
0O While the pearl growing/snowball method is designed to provide robust retrieval, the selection of core publications may introduce bias

and may not be exhaustive

o As with other types of literature reviews, there is the possibility of selection bias due to publication bias, where studies presenting
statically significant results are more likely to be published that those presenting non-significant results, as well as language bias due to

the selection of English-language studies

O Across the 26 studies reporting CgROs, there was a great deal of heterogeneity across study designs, populations, and interventions,

with no consistent findings on caregiver well-being or caregiver strain
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CONCLUSIONS

e The demands and complexity of caregiving in AD and other dementias impart a high level of caregiver strain, with financial, physical,

emotional, and psychological impacts on family caregivers [4-9]

o This literature review found that few clinical trial publications in AD and other dementias reported CgRO data despite the high frequency of

caregiver reports on patient symptoms, behaviors, and daily functioning

® Across the 26 publications identified, CgRO data were typically collected with validated instruments focusing on caregiving strain (ZBI) or

distress (NPI-D)
e However, data on caregiver QoL or reports of caregiving activities (eg, length of time) were rarely collected or reported

® Across studies, CgRO data generally complemented efficacy outcomes, whereby treatments that led to improvements in cognitive, behavioral

and psychiatric symptoms also reduced caregiver burden or distress

e Collectively, findings of the review suggest that there is an opportunity to recognize and promote collection of CgRO data in clinical trials as a
distinct form of information that can contribute to a more holistic understanding of the impact and value of new therapies in AD and other

dementias

https://ispor2021-ispor.ipostersessions.com/Default.aspx?s=FF-72-31-5F-4C-44-D9-20-F5-95-D4-C0-87-23-68-E5&pdfprint=true&guestview=true

9/12



5/25/2021

ispor (iPosterSessions - an aMuze! Interactive system)

REFERENCES

1.2020 Alzheimer’s disease facts and figures. (2020). Alzheimer’s & Dementia, 16(3), 391-460.

2.Friedman, E. M., Shih, R. A., Langa, K. M., & Hurd, M. D. (2015). US Prevalence And Predictors Of Informal Caregiving
For Dementia. Health Affairs, 34(10), 1637-1641.

3.Alzheimer’s Association. (2016). 2016 Alzheimer’s disease facts and figures. Alzheimer’s & Dementia, 12(4), 459-509.

4.Armstrong, N. M., Gitlin, L. N., Parisi, J. M., Roth, D. L., & Gross, A. L. (2019). Association of physical functioning of
persons with dementia with caregiver burden and depression in dementia caregivers: An integrative data analysis. Aging &
Mental Health, 23(5), 587-594.

5.Fong, T. G., Racine, A. M., Fick, D. M., Tabloski, P., Gou, Y., Schmitt, E. M., Hshieh, T. T., Metzger, E., Bertrand, S. E.,
Marcantonio, E. R., Jones, R. N., & Inouye, S. K. (2019). The Caregiver Burden of Delirium in Older Adults With Alzheimer
Disease and Related Disorders. Journal of the American Geriatrics Society, 67(12), 2587-2592.

6.Robinson, R. L., Rentz, D. M., Bruemmer, V., Scott Andrews, J., Zagar, A., Kim, Y., Schwartz, R. L., Ye, W., & Fillit, H.
M. (2019). Observation of Patient and Caregiver Burden Associated with Early Alzheimer’s Disease in the United States:
Design and Baseline Findings of the GERAS-US Cohort Studyl. Journal of Alzheimer’s Disease, 72(1), 279-292.

7.Deb, A., Thornton, J. D., Sambamoorthi, U., & Innes, K. (2017). Direct and indirect cost of managing alzheimer’s disease
and related dementias in the United States. Expert Review of Pharmacoeconomics & Outcomes Research, 17(2), 189-202.

8.Riffin, C., Van Ness, P. H., Wolff, J. L., & Fried, T. (2017). Family and Other Unpaid Caregivers and Older Adults with and
without Dementia and Disability. Journal of the American Geriatrics Society, 65(8), 1821-1828.

9.Zhu, C. W., Scarmeas, N., Ornstein, K., Albert, M., Brandt, J., Blacker, D., Sano, M., & Stern, Y. (2015). Health-care use
and cost in dementia caregivers: Longitudinal results from the Predictors Caregiver Study. Alzheimer’s & Dementia: The
Journal of the Alzheimer’s Association, 11(4), 444—454.

10.Li, D.-D., Zhang, Y.-H., Zhang, W., Zhao, P., 2019. Meta-Analysis of Randomized Controlled Trials on the Efficacy and
Safety of Donepezil, Galantamine, Rivastigmine, and Memantine for the Treatment of Alzheimer’s Disease. Front. Neurosci.
13, 472.

11.Li, M., Harris, 1., Lu, Z.K., 2015. Differences in proxy-reported and patient-reported outcomes: assessing health and
functional status among medicare beneficiaries. BMC Med Res Methodol 15, 62.

12.Pickard, A.S., Knight, S.J., 2005. Proxy evaluation of health-related quality of life: a conceptual framework for
understanding multiple proxy perspectives. Med Care 43, 493-499.

13.Schneider, L.S., Raman, R., Schmitt, F.A., Doody, R.S., Insel, P., Clark, C.M., Morris, J.C., Reisberg, B., Petersen, R.C.,
Ferris, S.H., 2009. Characteristics and Performance of a Modified Version of the ADCS-CGIC CIBIC+ for Mild Cognitive
Impairment Clinical Trials: Alzheimer Disease & Associated Disorders 23, 260-267.

14.Benjamin, K., Vernon, M. K., Patrick, D. L., Perfetto, E., Nestler-Parr, S., & Burke, L. (2017). Patient-Reported Outcome
and Observer-Reported Outcome Assessment in Rare Disease Clinical Trials: An ISPOR COA Emerging Good Practices
Task Force Report. Value in Health, 20(7), 838-855.

15.Sheehan, O. C., Leff, B., Ritchie, C. S., Garrigues, S. K., Li, L., Saliba, D., Fathi, R., & Boyd, C. M. (2019). A systematic
literature review of the assessment of treatment burden experienced by patients and their caregivers. BMC Geriatrics, 19(1),
262.

16.Whalen, K. J., & Buchholz, S. W. (2009). The reliability, validity and feasibility of tools used to screen for caregiver
burden: A systematic review: JBI Library of Systematic Reviews, 7(32), 1373-1430.

17.Wilson, H., Dashiell-Aje, E., Anatchkova, M., Coyne, K., Hareendran, A., Leidy, N. K., McHorney, C. A., & Wyrwich, K.
(2018). Beyond study participants: A framework for engaging patients in the selection or development of clinical outcome
assessments for evaluating the benefits of treatment in medical product development. Quality of Life Research, 27(1), 5-16.

18.Jonkers, J. “LibGuides: Information Literacy History: Search Methods.” Accessed January 10, 2020.
https://libguides.rug.nl/c.php?g=470628&p=3218096

https://ispor2021-ispor.ipostersessions.com/Default.aspx?s=FF-72-31-5F-4C-44-D9-20-F5-95-D4-C0-87-23-68-E5&pdfprint=true&guestview=true

10/12



5/25/2021

ispor (iPosterSessions - an aMuze! Interactive system)

19.Ramer, S.L., 2005. Site-ation pearl growing: methods and librarianship history and theory. ] Med Libr Assoc 93, 397-400.

20.Araki, T., Wake, R., Miyaoka, T., Kawakami, K., Nagahama, M., Furuya, M., Limoa, E., Liaury, K., Hashioka, S.,
Murotani, K., Horiguchi, J., 2014. The effects of combine treatment of memantine and donepezil on Alzheimers Disease
patients and its relationship with cerebral blood flow in the prefrontal area. Int J Geriatr Psychiatry 9.

21.Carrasco, M.M., Agiiera, L., Gil, P., Morifiigo, A., Leon, T., 2011. Safety and Effectiveness of Donepezil on Behavioral
Symptoms in Patients With Alzheimer Disease. Alzheimer Disease & Associated Disorders 25, 333-340.

22.Flynn Longmire, C.V., Drye, L.T., Frangakis, C.E., Martin, B.K., Meinert, C.L., Mintzer, J.E., Munro, C.A., Porsteinsson,
A.P., Rabins, P.V,, Rosenberg, P.B., Schneider, L.S., Weintraub, D., Lyketsos, C.G., 2014. Is Sertraline Treatment or
Depression Remission in Depressed Alzheimer Patients Associated with Improved Caregiver Well Being? Depression in
Alzheimer’s Disease Study 2. The American Journal of Geriatric Psychiatry 22, 14-24.

23.Frakey, L.L., Salloway, S., Buelow, M., Malloy, P., 2012. A Randomized, Double-Blind, Placebo-Controlled Trial of
Modafinil for the Treatment of Apathy in Individuals With Mild-to-Moderate Alzheimer’s Disease. J. Clin. Psychiatry 73,
796-801.

24 Henderson, V.W., Ala, T., Sainani, K.L., Bernstein, A.L., Stephenson, B.S., Rosen, A.C., Farlow, M.R., 2015. Raloxifene
for women with Alzheimer disease: A randomized controlled pilot trial. Neurology 85, 1937-1944.

25.1keda, M., Mori, E., Kosaka, K., Iseki, E., Hashimoto, M., Matsukawa, N., Matsuo, K., Nakagawa, M., 2013. Long-Term
Safety and Efficacy of Donepezil in Patients with Dementia with Lewy Bodies: Results from a 52-Week, Open-Label,
Multicenter Extension Study. Dement Geriatr Cogn Disord 13.

26.Leroi, 1., Atkinson, R., Overshott, R., 2014. Memantine improves goal attainment and reduces caregiver burden in
Parkinson’s disease with dementia: Memantine improves goals in Parkinson’s disease dementia. Int J Geriatr Psychiatry 29,
899-905.

27 Mohamed, S., Rosenheck, R., Lyketsos, C.G., Kaczynski, R., Sultzer, D.L., Schneider, L.S., 2012. Effect of Second-
Generation Antipsychotics on Caregiver Burden in Alzheimer’s Disease. J. Clin. Psychiatry 73, 121-128.

28.Mori, E., Ikeda, M., Kosaka, K., on behalf of the Donepezil-DLB Study Investigators, 2012. Donepezil for dementia with
Lewy bodies: A randomized, placebo-controlled trial. Ann Neurol. 72, 41-52.

29 Murata, M., Odawara, T., Hasegawa, K., liyama, S., Nakamura, M., Tagawa, M., Kosaka, K., 2018. Adjunct zonisamide to
levodopa for DLB parkinsonism: A randomized double-blind phase 2 study. Neurology 90, e664—672.

30.Nakayama, S., Suda, A., Nakanishi, A., Motoi, Y., Hattori, N., 2017. Galantamine Response Associates with Agitation and
the Prefrontal Cortex in Patients with Alzheimer’s Disease. JAD 57, 267-273.

31.Padala, P.R., Padala, K.P., Lensing, S.Y., Ramirez, D., Monga, V., Bopp, M.M., Roberson, P.K., Dennis, R.A., Petty, F.,
Sullivan, D.H., Burke, W.J., 2018. Methylphenidate for Apathy in Community-Dwelling Older Veterans With Mild
Alzheimer’s Disease: A Double-Blind, Randomized, Placebo-Controlled Trial. AJP 175, 159-168.

32.Vellas, B., Sol, O., Snyder, P.J., Ousset, P.-J., Haddad, R., Maurin, M., Lemarié, J.-C., Désiré, L., Pando, M.P.,
EHT0202/002 study group, 2011. EHT0202 in Alzheimer’s disease: a 3-month, randomized, placebo-controlled, double-blind
study. Curr Alzheimer Res 8, 203-212.

33.Vercelletto, M., Boutoleau-Bretonniére, C., Volteau, C., Puel, M., Auriacombe, S., Sarazin, M., Michel, B.-F., Couratier,
P., Thomas-Antérion, C., Verpillat, P., Gabelle, A., Golfier, V., Cerato, E., Lacomblez, L., 2011. Memantine in Behavioral
Variant Frontotemporal Dementia: Negative Results. JAD 23, 749-759.

34.Amenta, F., 2012. The ASCOMALVA trial: Association between the cholinesterase inhibitor donepezil and the cholinergic
precursor choline alphoscerate in Alzheimer’s disease with cerebrovascular injury: Interim results. Journal of the
Neurological Sciences 6.

35.Carotenuto, A., Rea, R., Traini, E., Fasanaro, A.M., Ricci, G., Manzo, V., Amenta, F., 2017. The Effect of the Association
between Donepezil and Choline Alphoscerate on Behavioral Disturbances in Alzheimer’s Disease: Interim Results of the
ASCOMALVA Trial. JAD 56, 805-815.

36.Herrmann, N., Ruthirakuhan, M., Gallagher, D., Verhoeff, N.P.L.G., Kiss, A., Black, S.E., Lanctot, K.L., 2019.
Randomized Placebo-Controlled Trial of Nabilone for Agitation in Alzheimer’s Disease. The American Journal of Geriatric
Psychiatry 27, 1161-1173.

https://ispor2021-ispor.ipostersessions.com/Default.aspx?s=FF-72-31-5F-4C-44-D9-20-F5-95-D4-C0-87-23-68-E5&pdfprint=true&guestview=true

1112



5/25/2021 ispor (iPosterSessions - an aMuze! Interactive system)

37.Porsteinsson, A.P., Drye, L.T., Pollock, B.G., Devanand, D.P., Frangakis, C., Ismail, Z., Marano, C., Meinert, C.L.,
Mintzer, J.E., Munro, C.A., Pelton, G., Rabins, P.V., Rosenberg, P.B., Schneider, L.S., Shade, D.M., Weintraub, D., Yesavage,
J., Lyketsos, C.G., 2014. Effect of Citalopram on Agitation in Alzheimer Disease: The CitAD Randomized Clinical Trial.
JAMA 311, 682.

38.Rea, R., Carotenuto, A., Traini, E., Fasanaro, A.M., Manzo, V., Amenta, F., 2015. Apathy Treatment in Alzheimer’s
Disease: Interim Results of the ASCOMALVA Trial. JAD 48, 377-383.

39.Trzepacz, P.T., Cummings, J., Konechnik, T., Forrester, T.D., Chang, C., Dennehy, E.B., Willis, B.A., Shuler, C., Tabas,
L.B., Lyketsos, C., 2013. Mibampator (LY451395) randomized clinical trial for agitation/aggression in Alzheimer’s disease.
Int. Psychogeriatr. 25, 707-719.

40.Dysken, M.W., Sano, M., Asthana, S., Vertrees, J.E., Pallaki, M., Llorente, M., Love, S., Schellenberg, G.D., McCarten,
J.R., Malphurs, J., Prieto, S., Chen, P., Loreck, D.J., Trapp, G., Bakshi, R.S., Mintzer, J.E., Heidebrink, J.L., Vidal-Cardona,
A., Arroyo, L.M., Cruz, A.R., Zachariah, S., Kowall, N.W., Chopra, M.P., Craft, S., Thielke, S., Turvey, C.L., Woodman, C.,
Monnell, K.A., Gordon, K., Tomaska, J., Segal, Y., Peduzzi, P.N., Guarino, P.D., 2014. Effect of vitamin E and memantine on
functional decline in Alzheimer disease: the TEAM-AD VA cooperative randomized trial. JAMA 311, 33-44.

41 Kleiner-Fisman, G., Khoo, E., Moncrieffe, N., Forbell, T., Gryfe, P., Fisman, D., 2014. A Randomized, Placebo Controlled

Pilot Trial of Botulinum Toxin for Paratonic Rigidity in People with Advanced Cognitive Impairment. PLoS ONE 9,
el14733.

https://ispor2021-ispor.ipostersessions.com/Default.aspx?s=FF-72-31-5F-4C-44-D9-20-F5-95-D4-C0-87-23-68-E5&pdfprint=true&guestview=true 12/12



