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[2] Fox C et al: Efficacy of memantine for agitation in Alzheimer's dementia: a randomised double-blind placebo controlled trial.

PLoS One. 2012;7(5):e35185.

[3] Herrmann N et al: A randomized, double-blind, placebo-controlled trial of memantine in a behaviorally enriched sample of
patients with moderate-to-severe Alzheimer's disease. Int Psychogeriatr. 2013 Jun;25(6):919-27. 33
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WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS WITH DEMENTIA-RELATED PSYCHOSIS

Elderly patients with dementia-related psychosis treated with antipsychotic drugs are at an increased risk of death.
Analyses of seventeen placebo-controlled trials (modal duration of 10 weeks), largely in patients taking atypical
antipsychotic drugs, revealed a risk of death in drug-treated patients of between 1.6 to 1.7 times the risk of death in
placebo-treated patients. Over the course of a typical 10-week controlled trial, the rate of death in drug-treated patients
was about 4.5%, compared to a rate of about 2.6% in the placebo group. Although the causes of death were varied, most of
the deaths appeared to be either cardiovascular (e.g., heart failure, sudden death) or infectious (e.g., pneumonia) in nature.
Observational studies suggest that, similar to atypical antipsychotic drugs, treatment with conventional antipsychotic
drugs may increase mortality. The extent to which the findings of increased mortality in observational studies may be
attributed to the antipsychotic drug as opposed to some characteristic(s) of the patients is not clear. ZYPREXA
(olanzapine) is not approved for the treatment of patients with dementia-related psychosis. /[See Warnings and Precautions
(5.1, 5.14) and Patient Counseling Information (17.2)].

When using ZYPREXA and fluoxetine in combination, also refer to the Boxed Warning section of the package
insert for Symbyax.

U.S. Food and Drug Administration: Public health advisory: Label
(ZYPREXA )(https://www.accessdata.fda.gov/drugsatfda docs/label/2009/020592s051,021086s030,021253s036lbl.pdf) 36
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[1] Martinez C et al: BMJ Open. 2013 Jan 7;3(1). pii: e€002080; [2] Kales HC et al: Arch Gen Psychiatry. 2011 Feb;68(2):190-7;

[3] Gallini A et al: Eur Neuropsychopharmacol. 2014 Jan;24(1):95-104; [4] Franchi C et al: Eur Neuropsychopharmacol. 2012
Aug;22(8):569-77; [5] Schulze J et al: Eur Neuropsychopharmacol. 2013 Sep;23(9):1034-42; [6] Okumura Y et al: International
Psychogeriatrics 27 (3): 407-415, 2015. 37
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Quarterly Prevalence of Antipsychotic Use for Long-Stay Nursing Home Residents, 201102 to
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Antipsychotic Medication Prevalence
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[1] Centers for Medicare & Medicaid Services: CMS announces partnership to improve dementia care in nursing homes
(https://www.cms.gov/Newsroom/MediaReleaseDatabase/Press-Releases/2012-Press-Releases-Items/2012-05-30.html)

[2] National Nursing Home Quality Improvement Campaign: National partnership to improve dementia care in nursing homes:
antipsychotic medication use data report (March 2017) (https://www.nhqualitycampaign.org/files/AP_package 20170413.pdf)

[3] Medicare nursing home compare dataset (https://data.medicare.gov/data/nursing-home-compare) 38
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[1] Pieper MJ et al: Effects of a stepwise multidisciplinary intervention for challenging behavior in advanced dementia: a cluster
randomized controlled trial. ] Am Geriatr Soc. 2016 Feb;64(2):261-9.
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Okumura Y, Togo T, Fujita J: Trends in use of psychotropic medications among patients treated with cholinesterase
inhibitors in Japan from 2002 to 2010. International Psychogeriatrics 27 (3): 407-415, 2015.
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