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Dementia and depression  
• #1 Depression may be a risk factor for dementia 

 
• #2 Cognitive impairment may be a symptom of 

depression  
 
• #3 Depression is frequent in persons with AD 
 
• #4 Depression is common in AD Caregivers 

 



Memory complaints in a 68-year old man 
• ID: Dr. Smith is a 68 year-old married man with history of anxiety who works in 

mental health field and is the caregiver to his wife who has Alzheimer’s disease 
• CC: Seeks help from PCP for “clouded thinking” and feeling “overwhelmed” with 

caregiving responsibilities. 
• HPI: Describes 6 month history of difficulties with word-finding, recent memory, 

and ability to organize.  Also feels more easily tired during the day.  He is making 
more errors in book-keeping, writing and occasionally missing appointments.  He 
continues to live independently and to work full-time but feels that he is “slipping” 
and worries  he may have  also Alzheimer’s disease .  Endorses depressed mood 
and says he feels more irritable.  He is the primary caregiver to his wife who has 
mild Alzheimer’s disease. 

• PMH: Sleep difficulties, fibromyalgia, prior episodes of major depression, HTN 
• Meds: Melatonin, Elavil, Paxil, amlodapine 
• MSE: Neatly dressed, cooperative, speech with anxious prosody and notable for  

occasional word-finding difficulties.   Mood was “worried.” No psychotic 
symptoms.  Endorsed some passive suicidal .  Good insight.  27/30 on MMSE 
missing two items for short-term recall and one for calculations.  

• Additional:  PCP diagnosed him as MCI possibly early dementia 



#1 Depression is a risk factor 
for  dementia 



Potentially modifiable risk factors for AD 

• Vascular risk factors  
– Midlife obesity or hypertension, diabetes 

• Smoking 
• Physical inactivity 
• Depression 
• Cognitive inactivity 
• Lack of social engagement 
• Low educational attainment 

Barnes and Yaffe, Lancet, 2011 



Scientific evidence that depression 
leads to AD 

• Most (not all) longitudinal studies show 
positive association 

• Prior clinical depression or higher 
depressive symptoms in cognitively intact 
increase risk for cognitive decline 

• Chronic distress linked to risk for MCI 
• No intervention studies (yet!) 



Possible mechanisms 

• Behavioral consequences of depression 
– Social interactions 
– Diet and exercise 
– Sleep 
– Chronic illness self-management 

• Toxic effects on the brain 
• Prodrome of dementia 
• Other (genetics, medications etc…) 



#2 Cognitive impairment may 
be a symptom of depression  



Depression as pseudodementia 

• Concentration is a depressive symptom 
• Memory complaints common in depressed 

– E.g. worry about having Alzheimer’s 
• Depression-related cognitive impairment hard 

to distinguish from degenerative dementia 
– Neuropsychological testing may be helpful 

• Clinically treat depression first and monitor 



Criteria for major depression 

Core symptoms 
• Depressed mood 
• Loss of interest 
• Changes in appetite  
• Changes in sleep 
• Worthlessness/guilt  
• Suicidal thoughts  
• Concentration problems 
• Agitation/slowed down 
• Poor energy 
 

Additional features 
• Makes it more difficult to 

function 
• Lasts > 2 weeks 
• Present most days and most 

of the time 
• Not due to bereavement  
• Types: major depression, 

bipolar disorder, dysthymia, 
psychotic depression 



The many “faces” of depression 

• Agitation and aggression 
• Irritability 
• Somatic symptoms 
• Social withdrawal 
• Delayed rehabilitation 
• Conflicts with caregiver 
• Refusal to eat 
• Feeling useless 
• Memory problems 



What triggers depression? 

• Stressful life events 
• Lack of social support 
• Medical illness 
• Medications 
• Substance use 
• Heredity 

 



#3 Depression common in 
persons with AD 



Depression frequent in AD 
• Depression common in persons with AD 

and may contribute to disability 
• Many causes 

– Results from pathological changes in brain 
– Reaction to social and environmental stressors 
– Awareness of cognitive decline 
– Medications, medical problems etc… 

• Evaluate - - don’t assume it is brain disease 



Neuropsychiatric symptoms in elderly with 
dementia across 3 epi studies 
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Drug treatment of depression in AD 

• Early studies promising 
• Recent randomized controlled trials have 

shown that drug not superior to placebo 
• Clinical experiences suggests that selected 

patients may benefit but use is off-label 
• Antidepressants have serious side effects 
• Field moving towards non-pharmacological 

treatments  



 SSRI side effects in elderly  

• Falls 
• Low sodium  
• Increased risk of GI bleeding 
• Slowed heart rate 
• Osteoporosis 
• Cardiac arrhythmia (increased QTc interval 

associated with citalopram) 
• Diarrhea and other GI symptoms 

 
 



Cognitive enhancers and NPS  
• Meta-analysis indicated that treatment with 

cholinesterase inhibitors (CI) decrease behavioral 
symptoms (Trinh et al, 2003) 
– 16 studies 
– 10 show CI > placebo and 1 show placebo > CI  

• More limited data on Memantine 
• Modest improvement overall 
• Upshot:  

– NPS may improve with cognitive enhancer treatment. 
– Initiate cognitive enhancer and monitor NPS. 
– NPS should not be primary indication  
– CI may worse NPS in FTD 



Trinh et al, JAMA, 2003 



#4 Depression common in AD 
caregivers 



Depression and caregiving 

• Caregiving to someone with AD can be a 
stressful experience 
– Behavioral symptoms particularly stressful 

• Caregivers have high levels of depression 
• Multiple effective interventions exist to 

decrease depression in caregivers 
 
 



Adverse health impact of caregiving 

• Stress 
• Cognitive decline 
• Depression 
• Impaired immune function 
• Physical illness 
• Family conflict 



Study comparing AD caregivers (CG) 
and non-caregivers (NCG) 

• 125 CG & 60 matched NCG 
• Depression: 40% CG vs 5% NCG 
• 25% CG on antidepressants - - 2/3 still with 

significant depressive symptoms 
• CG had multiple stressors and fewer coping 

resources 
 

Musbauch et al, AJGP  2011 



Strategies for caregivers 

• Information 
• Enhanced skills for AD behavioral symptoms 

– E.g. support groups, Saavy Caregiver 
• Managing negative affects 
• Maximize pleasurable activities 
• Treatment for clinical depression 

 



 



Depression treatment 

• Biopsychosocial approach - - address medical, 
psychological, social contextual issues 

• Psychotherapy: CBT, problem-solving, 
mindfulness-based (prevention/anxiety) 

• Behavioral activation: exercise, social activity 
• Medication: 50% significantly improved but 

many with “residual symptoms” 
• Stepped-care model 



Memory complaints in a 68-year old man 
• ID: Dr. Smith is a 68 year-old married man with history of anxiety who works in 

mental health field and is the caregiver to his wife who has Alzheimer’s disease 
• CC: Seeks help from PCP for “clouded thinking” and feeling “overwhelmed” with 

caregiving responsibilities. 
• HPI: Describes 6 month history of difficulties with word-finding, recent memory, 

and ability to organize.  Also feels more easily tired during the day.  He is making 
more errors in book-keeping, writing and occasionally missing appointments.  He 
continues to live independently and to work full-time but feels that he is “slipping” 
and worries  he may have  also Alzheimer’s disease .  Endorses depressed mood 
and says he feels more irritable.  He is the primary caregiver to his wife who has 
mild Alzheimer’s disease. 

• PMH: Sleep difficulties, fibromyalgia, prior episodes of major depression, HTN 
• Meds: Melatonin, Elavil, Paxil, amlodapine 
• MSE: Neatly dressed, cooperative, speech with anxious prosody and notable for  

occasional word-finding difficulties.   Mood was “worried.” No psychotic 
symptoms.  Endorsed some passive suicidal .  Good insight.  27/30 on MMSE 
missing two items for short-term recall and one for calculations.  

• Additional:  PCP diagnosed him as MCI possibly early dementia 
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