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 A 60 year old male patient came to the opd with

 h/o loss of interest in pleasurable activities  

 Sadness of mood,

 h/o helplessness, hopelessness and worthlessness 

 Following retirement 3-4 months ago.

 h/o financial stressors following daughter’s wedding

 h/o 3 previous episodes of similar nature in the last 20 years

 Family h/o depression in father.



 Diagnosis- Major depressive disorder, intermittent major depressive 
episodes with current episode depression

 Treated with T. Sertraline each time with good recovery.



 A 65 year old male patient comes with

 h/o lack of sleep, loss of appetite, weight loss since 3-4 months.

 h/o forgetfulness since 2 months

 h/o social withdrawal, psychomotor retardation since 2 months

 h/o financial stressors following daughter’ s marriage

 On enquiry,

 h/o sadness of mood, helplessness, hopelessness, worthlessness

 Crying spells

 Easy fatigability

 No past or family h/o depression



 Diagnosis- Major depressive disorder

 Treated with T. Mirtazapine 30 mg.

 After 3months of treatment 50% recovery.



 What is the difference between these two patients?

 Young/early onset Vs. Late onset.

 Late onset depression or late-life depression is defined as an episode of clinical 
depression occurring after the age of 60 in an individual who previously had never 
experienced clinical depression.

 What are the differences? Why are the differences?



 Clinically distinct

 Etiologically different

 Comorbidity- medical and psychological

 Risk factors

 Protective factors

 Treatment response

 Depression to dementia



 an increased chance of experiencing thinking and memory 
problems (often more pronounced than feelings of sadness)

 a greater likelihood of experiencing higher rates of fatigue and 
agitation.

 an increased likelihood of a concurrent medical illness.

 more likely to have vascular risk factors including history of cerebrovascular disease



 more likely to have concomitant cognitive deficits, especially executive 
functioning, 

 Structural changes in the brain

 more likely to develop dementia subsequently 
 in early onset depression an increased chance of a family history of 

mood disorders

 Early onset associated with  personality disorders or traits like 
neuroticism



 it is treatable, 
 40 and 60% show sustained recovery with standard treatment,
 15 – 20%of cases may relapse, 
 Remaining 20-35% do not recover as well following treatment.

 LLD is untreated very often because,
 a) older adults do not mention depressive symptoms to their physician, or do 

not recognize the signs of depression in themselves, 
 b) the health professional does not recognise the depressive symptoms, 

mistaking them as symptoms of medical illness or side effect of medication.



 In old age, major depressive disorder and clinically significant depressive symptoms.

 The prevalence of major depressive disorder ranges from 1-5% in most large-scale 
epidemiological studies.

 Clinically significant depressive symptoms are present in approximately 15% of 
community-dwelling older adults.

 Indian studies: Community-based studies involving 70 to 7,150 elderly subjects 
report prevalence rate varying from 8.9% to 62.16%. Clinic-based studies involving 
50 to 5,260 participants report prevalence rates ranging from 42.4% to 72%.

 Significant decline in Prevalence of major depression as compared to midlife, 
however an increase in clinically significant depressive symptoms among older 
adults than in midlife.



 LLD is associated with increased risk of morbidity, increased risk of suicide, 
decreased physical, cognitive and social functioning, and greater self-neglect, and 
hence an increased mortality.

 cognitive-affective symptoms of depression, including dysphoria and 
worthlessness/guilt are reported less often.

 Sleep disturbance, fatigue, psychomotor retardation, loss of interest  and 

hopelessness more prevalent.

 Subjective complaints of poor memory and concentration 

 Slower cognitive processing speed and executive dysfunction are frequent findings.



 In contrast to depressive disorders in younger adults, 

 LLD is associated with cerebrovascular comorbidities and microvascular lesions.

 Represented in particular by white matter hyperintensities (WMHs) on structural 
magnetic resonance imaging (MRI),

 subcortical lacunes, microinfarcts and microbleeds, 

 also frontal and temporal (hippocampal) gray matter changes/atrophy, 

 neurodegenerative pathologies, and related biochemical changes.



 Old concept of “atherosclerotic depression”

 More recent term of “vascular depression” (VaDep). 

 “VaDep hypothesis”, by Alexopoulos , In 1997 :Cerebrovascular disease (CVD), 
including small vessel ischemic changes, structural damage to frontal–
subcortical circuits, with disruption of cortico–striato–pallido–thalamo–cortical 
pathways.

 may predispose, precipitate, or perpetuate some geriatric depressive symptoms.



 Newer MRI based studies :  VaDep accounts for up to 50 %  of MDD cases in the 
elderly.

 “MRI-defined VaDep”, Krishnan et al , by definition includes CVD findings on 
MRI. 

 Patients with VaDep : a distinct clinical and neuropsychological profile and a 
positive association with hypertension. 

 The MRI literature supporting the VaDep hypothesis shows that loss of brain 
volume and white matter integrity are associated with poor clinical treatment 
outcomes.



 based on adequate criteria, such as:

(1) Evidence of vascular pathology in elderly subjects with or without cognitive 
impairment.

(2) Absence of previous depressive episodes preceding obvious cerebrovascular
disease.

(3) Presence of cerebrovascular risk factors.

(4) Co-incidence of depression with cerebrovascular risk factors.

(5) Clinical symptoms characteristic of VaDep such as executive dysfunction, decrease 
in processing speed, and lethargy.

(6) Neuroimaging data confirming CVD.



 VaDap when associated with greater disability, poorer outcomes and executive 
dysfunction- “Depression executive dysfunction syndrome”/ “Depression-cognitive 
impairment disease”

 Cognitive impairment- Verbal fluency, naming and initiation/ perseveration

 Psychomotor retardation, anhedonia

 Less severe vegetative symptoms, agitation, guilt.







 Depression of Alzheimer disease is diagnosed in the presence of three or more 
symptoms of major depression, not including difficulty concentrating, but including 
additional nonsomatic symptoms such as irritability and social withdrawal.

 Individuals with VaDep are at greater risk to develop cognitive impairment, more 
likely related to vascular dementia than to Alzheimer’s disease (AD).

 Recent data showed that VaDep is not a risk factor for AD.

 Cognitively unimpaired patients with depressive episodes may have more 
underlying AD pathology, in particular β-amyloid deposition.



 specific syndrome, depression of Parkinson's disease,

 recommends an inclusive approach in which all symptoms are “counted” towards a 
diagnosis of major depression even if they overlap with PD symptoms (Marsh et al., 
2006).



 Biological vulnerabilities including genetic vulnerability.

 Age associated and medical illness associated neurobiological changes.

 Stressful life events including bereavement

 reduced engagement with the environment including taking up meaningful 
activities and roles.



 Genetic risk: twin studies e.g. Swedish twin registry- heritability more in younger onset 
depression, genes- polymorphism in 5HT transporter gene associated with depressed mood, 
APOE4 carriers having poorer cognitive performance , DCP1 MTHRF affecting lipid metabolism 
and homocysteine levels

 Other biological factors: include endocrine, inflammatory or immune, cardiovascular, and 
neuroanatomical factors. 

 Endocrine dys-regulation: diabetes? Cause or effect?

 DIABETES—Prevalence estimates for depression in patients with Type II diabetes are as high 
as 15% for major depression and approximately 20% for elevated depressive symptoms.

 Evidence appears to be stronger for depression as a risk factor for diabetes than the reverse.

 Depression associated with hypo and hyperthyroidism



 Late life depression is also associated with bone loss; this may be due to the role of 
inflammatory markers in both conditions (Alexopoulos, 2005).

 A number of biological variables such as increased adrenocortical activity, elevated 
insulin growth factor-1, and inflammatory markers,  associated both with 
accelerated aging on the cellular level and with depression in later life (Alexopoulos, 
2005). 

 Inflammatory risk factors are associated with appetite and sleep disturbance, loss of 
energy, concentration disturbance, and thoughts of death. Minor depression 
appears more closely related to inflammatory risk factors than to vascular or 
degenerative changes

 Medications as a cause of depression: Certain medications (such as beta blockers, 
CNS medications,, calcium channel blockers, digitalis, corticosteroids, hormones, 
anti-Parkinson agents, respiratory or gastrointestinal medications, certain cancer 
medications, benzodiazepines and interferon) (Alexopoulos, 2005; Djernes, 2006.)

 Diastolic hypotension is associated with low positive affect, which may explain why 
depression can be a side effect of certain anti- hypertensive drugs such as beta-
blockers (Blazer, 2003).



 Conditions believed to be most strongly associated with depression include 
cardiac and cerebrovascular disease and neurological conditions.

 Depression may be the consequence of vascular disease.
 Depression appears independently from vascular disease, but vascular brain 

disease may stimulate the development and course of depression.
 Cerebrovascular pathology and depression may appear without obvious 

connection as two manifestations of the same genetic predisposition and 
pathobiological mechanisms.

 Depression may cause cardiovascular and/or cerebrovascular disease and 
there may be a bidirectional relationship between depression and vascular 
disease. 

 Cardiovascular disorders- Consequences of depression in heart disease 
patients include rehospitalization, slower recovery, disability, mortality, and 
increased health care costs.



 OTHER NEUROLOGICAL DISORDERS—Rates of major depression are highest among 
stroke patients (20-25%; Park et al., 2007) and intermediate among those with PD (15-
20%; Reijnders, Ehrt, Weber, Aarsland, & Leentjens, 2008), compared to 10-15% among 
those with AD (Park et al., 2007). 

 Co-morbid depression is associated with functional impairment symptoms appear to be 
a risk factor for incident stroke (Wouts et al., 2008) and PD (Ishiara & Brayne, 2006).



 Major depression with cognitive impairment- Pseudodementia, Reversible dementia

 Major depression with cognitive impairment – 40% develope dementia within 3-5 
years.

 Is depression a precursor of dementia? 

 Depression can be both an early or midlife risk factor for dementia and also an early 
sign of incipient dementia.

 Both dementia and depression resulting from the same neuropathological changes.

 Dementia itself can lead to depression due to psychological reaction to the cognitive 
and behavioral changes of dementia.



 anxiety typically precedes depression suggesting that anxiety 
disorders may be a risk factor for late life depression. 

 insomnia is a risk factor for both onset and persistence of 
depression.



 High scores on personality scales measuring neuroticism are strongly related to 
depression 

 ruminative coping style and avoidant coping style has been associated with 
depression.

 Stressful life events Stressful life events- financial difficulties, bereavement, new 
interpersonal conflict.

 Cognitive style also influences a person's response to stressful events.



 A meta-analysis of prospective studies of depressive symptoms and disorders in adults aged 50 
or older found that bereavement more than tripled the risk of depression, with the largest 
effect size of any risk factors examined (Cole & Dendukuri, 2003).

 PROBLEMS WITH SOCIAL SUPPORT—Deficits in social support, negative aspects of
 the social network, and even excessive amounts of support have been studied as risk factors
 for depression in late life,. quality  not quantity, of social support is important in the 

development of depression.
 Deterioration in financial status leads to  persistent depressive symptoms, 

 Socioeconomic disadvantage early in life may increase vulnerability to depression throughout 
the lifespan through the effects of poor nutrition, reduced opportunities for education, less 
access to health care, or other mechanisms.



 Importance of resources— health, cognitive function, socioeconomic status.

 use of social support to manage their health-related stresses.

 Role of meaningful engagement, whether in social activities, volunteer work, or 
religion.

 Improvements in emotion regulation with age. Older adults are less reactive to 
stressors, particularly those of an interpersonal nature, than are younger adults.

 Have less negative affect and demonstrated less reactivity to daily stressors than 
younger adults.

 Cognitive strategy of positive reappraisal.

 Focus on positive and emotionally meaningful experiences



 Factors associated with resiliency in late life include a positive self- concept, a sense 
of mastery or self-efficacy.  sense of control and self-esteem.

 Perceived social support buffers the effect of stressful events in older adults

 Religious involvement. 

 Factors thought to buffer the effects of biological vulnerability to depression in late 
life : physical exercise, stress reduction strategies, and hormone replacement 
therapy. 

 Efforts to promote vascular health





 78 year old widowed male patient

 History of stoke 3 months ago

 Not doing physiotherapy since 2 months

 Crying spells

 Refusing to get up from bed

 Not taking self care

 Relatives C/O memory problems

 History of hypertension and DM since 20 years

 Living in a joint family

 Running a business till 3 months ago



Risk factors
 History of hypertension

 Stroke

 Age

 DM

 Widowed

Protective factors
 Joint family
 Working till 3 months ago



 Suicidal behaviour in late life differs in several ways from that observed earlier in the 
lifespan.

 More lethal means,

 Suicidal behaviour is fatal.

 Higher level of intent and detailed planning

 Less likely to verbalize suicidal thoughts

 Higher rates of death ideation, like pervasive wish to die

 They visit a physician shortly before death.



 Depression in 85% of suicides.

 Physical illnesses, including cancer, seizure disorder, chronic pulmonary disorder, 
renal failure, vision or hearing impairment, and even incontinence.

 Personality traits: High scores on neurotocism and low scores on openness to 
experience In rigid personalitiies

 Alcohol abuse

 Long term placement in nursing home



 Treatment for late-life depression requires a distinct approach because of age-related 
physiological changes, which alter pharmacokinetics and pharmacodynamics. 

 Drug distribution within the body changes as a result of increased body fat and 
reduced volume of water.

 Renal excretion is reduced, so there may be increased concentrations of active 
compounds that are renally excreted .

 Lower doses, slow titration and careful monitoring.

 The increased prevalence of comorbid medical conditions in this age group means that 
patients are more vulnerable to medication side-effects. 

 Polypharmacy is a risk, and care is needed to minimise the effects of drug interactions







 Electroconvulsive therapy (ECT), an evidence-based treatment alternative for 
depression.

 Treatment efficacy is impressive, with improvement seen in more than 80% of 
patients in most trials.

 Adverse events such as cardiac complications, memory loss, and delirium, 

 ECT is the oldest, most studied and most effective treatment for TRLLD with 
remission rates around 60 %.

 Recent studies in ECT for LLD focus on speed of remission in non-TRD patients, 
stimulus pulse width and maintenance protocols to address issues of 
neurocognitive side effects and relapse rates.



 behavioral therapy, cognitive behavioral therapy, cognitive bibliotherapy, problem-
solving therapy, brief psychodynamic therapy and life review therapy

 Most of these treatments have a behavioral activation component, which directly 
addresses the problem of activity limitation; some focus on meaningfulness of the 
activity.

 Engage therapy, Mindfulness cognitive therapy



 rTMS : FDA approved rTMS as a treatment for depression for patients not 
responding to at least one 

 antidepressant medication with a maximum age of 69 .
 Other stimulation therapies include :

 transcranial direct current stimulation (tDCS), 

 magnetic seizure therapy (MST), 
 vagus nerve stimulation  (VNS) and 
 deep brain stimulation (DBS). 

 Physical exercise.



Factors associated with improved chance of recovery from 
late-life depression

 Having a family history of depression

 Being female

 Having an extroverted personality

 Having no history of substance abuse or a psychotic illness

 Not having to be hospitalised for the depression

 Having high levels of social support*.





 70 year old male patient

 Interpersonal stressors with daughter-in-law and property issues with nephew

 Precipitating event- police complaint by nephew

 History of withdrawn behaviour, sadness of mood, hopelessness, helplessness, 
continuous suicidal ideation

 Not sleeping, not eating

 History of auditory hallucinations, visual hallucinations

 Delusion of persecution reference

 Diagnosis- Depression with psychotic features



Treatment given

 T. Escitalopram, T. Haloperidol 

 12ECTs

 Poor response

 Relapsed within 2 months

 Added T. Valproate

 Poor response

 At present, patient responding to C. Fluoxetine.



 Treating older adults with subsyndromal depressive symptoms. According to the 
Amsterdam Study of the Elderly, treatment of all patients with subsyndromal
depressive symptoms could prevent 24.6% of new depression onsets in that 
period.

 Treatment of comorbid insomnia or other sleep disturbance.

 Other prevention interventions target older adults at risk of depression due to 
physical illness and  bereavement and caregiver status. individual therapy for at-
risk bereaved older adults, educational interventions for subjects with chronic 
illness, cognitive-behavioral interventions to reduce negative thinking, and life 
review .



 Older adults go to primary physicians more often with somatic 
symptoms. So educating   professional and lay audiences 
regarding recognition of depression in older adults, stressing 
particularly that depression is not a normal part of aging is 
important.



THANK YOU!


