
DEMENTIA



  Aging is not necessarily associated with any significant cognitive
 decline, but minor memory problems can occur as a normal part of
 aging. These normal occurrences are sometimes referred to as benign
 senescent forgetfulness or age-associated memory impairment. They
 are distinguished from dementia by their minor severity and because
 they do not interfere significantly with a person's social or occupational
.behavior



  Dementia is an acquired global impairment of intellect, memory, and
 personality, but without impairment of consciousness. It is usually but
 not always progressive. The syndrome of dementia is caused by a
 wide range of diseases, but the majority of cases are due to
 Alzheimer’s disease, which is the commonest cause, followed by
 vascular dementia and dementia with Lewy bodies. Only a small
 proportion of cases (4% in one large series) are currently potentially
.reversible



  Although dementia is a global or generalized disorder, it often begins
 with focal cognitive or behavioural disturbances. However, ICD-10
 requires impairment in two or more cognitive domains (memory,
 language, abstract thinking and judgement, praxis, visuoperceptual
 skills, personality, and social conduct), sufficient to interfere with social
 or occupational functioning. Deficits may be too mild or circumscribed
.to fulfil this definition, and are then called mild cognitive impairment



 CLINICAL FEATURES OF
DEMENTIA

  The presenting complaint is usually of poor memory. Other features
 include disturbances of behaviour, language, personality, mood, or
.perception

  The clinical picture is much determined by the patient’s premorbid
 personality, as well as by the underlying cause. People with good
 social skills may continue to function adequately despite severe
 intellectual deterioration. Dementia is often exposed by a change in
 .social circumstances or an inter-current illness



  The elderly, socially isolated, or deaf are less likely to compensate for failing
 intellectual abilities; however, their difficulties may go unrecognized or be
 dismissed. Forgetfulness is usually early and prominent, but may sometimes be
 difficult to detect in the early stages. Impaired attention and concentration are
 common and non-specific. Difficulty with new learning is usually the most
 .conspicuous feature

  Memory loss is more evident for recent than for more remote material. Disturbed
 episodic memory is manifested as forgetfulness for recent day-to-day events, with
 relative preservation of procedural memory (e.g. how to ride a bicycle) and, at least
 initially, general knowledge about the world at large. By contrast, words and,
 ultimately, the very objects to which they refer, lose their meaning for patients with
 .semantic memory impairment (as in certain frontotemporal dementias)



  Loss of flexibility and adaptability in new situations, with the appearance of rigid and
 stereotyped routines (‘organic orderliness’), and, when taxed beyond restricted
 abilities, sudden explosions of rage or grief (‘catastrophic reaction’) may occur. As
 dementia worsens, patients are less able to care for themselves and they neglect
 social conventions. Disorientation for time, and later for place and person, is
 .common

  Behaviour becomes aimless, and stereotypies and mannerisms may appear.
 Thinking slows and becomes impoverished in content and perseverative. False
 ideas, often of a persecutory kind, gain ground easily. In the later stages, thinking
 becomes grossly fragmented and incoherent. This is reflected in the patient’s
 speech, with syntactical and dysnomic errors. Eventually the patient may become
 mute. Mortality is increased, with death often following bronchopneumonia and a
 .terminal coma



  Behavioural, affective, and psychotic features often accompany the
 cognitive deficits. They appear to be part of the underlying biology of
 the disease process, although in the early stages, while insight is
 retained, they may also be a psychological response to the realization
 of cognitive decline. Mood disturbances are particularly common,
 together with distress, anxiety, irritability, and sometimes aggression.
 Later, emotional responses become blunted, and sudden, apparently
 random, mood changes occur. Psychotic symptoms are also a
.common and fluctuating feature during dementia



CAUSES OF DEMENTIA

  Primary neurodegenerative disorders: Alzheimer’s disease  , dementia
 with Lewy bodies, frontotemporal  dementias  , Parkinson’s disease  , prion
.diseases , Huntington’s disease

  Vascular causes: Vascular dementia, strokes, focal thalamic and basal
.ganglia strokes, subdural haematoma

  Inflammatory and autoimmune causes : Systemic lupus erythematosus, 
 other forms of cerebral vasculitis, Behçet’s disease, neurosarcoidosis,
.Hashimoto’s encephalopathy, multiple sclerosis

  Trauma: Severe head injury, repeated head trauma (‘dementia pugilistica’) 

  Infections and related conditions: HIV, iatrogenic and variant CJD (prion
 disease), neurosyphilis, postencephalitic



  Metabolic and endocrine causes: Renal failure, hepatic failure, hypothyroidism,
 hyperthyroidism, hypoglycaemia, Cushing’s syndrome, hypopituitarism, adrenal
.insufficiency

  Neoplastic causes: Intracranial space-occupying lesions, carcinomatous or 
.lymphomatous meningitis, paraneoplastic limbic encephalitis

 .Post-radiation: Acute and subacute radionecrosis, radiation thromboangiopathy 
  Post-anoxia: Severe anaemia, post-surgical (especially cardiac bypass), carbon 

.monoxide poisoning, cardiac arrest, chronic respiratory failure
  Vitamin and other nutritional deficiencies: Vitamin B12 deficiency, folate 

.deficiency
  Toxins: Alcohol, poisoning with heavy metals, organic solvents, 

.organophosphates



 SUBCORTICAL AND
CORTICAL DEMENTIA

  A distinction is sometimes drawn between subcortical and cortical dementia,
 based upon their putative neuroanatomical basis. Although the distinction is
.blurred, clinically and pathologically, the terms have descriptive utility

  The term subcortical dementia is seen to refer to a syndrome of slowness of
 thought, difficulty with complex, sequential intellectual tasks, and
 impoverishment of affect and personality, with relative preservation of
 language, calculation, and learning. It contrasts with the spectrum of
 dysfunction (including early, prominent impairments of memory, word finding,
.or visuospatial abilities) that is seen in cortical dementias



 EXAMPLES OF CORTICAL,
 SUBCORTICAL, AND MIXED
:CAUSES OF DEMENTIA

 Cortical: Alzheimer’s disease, Frontotemporal dementias
  Subcortical: Huntington’s disease, Parkinson’s disease, Focal thalamic 

.and basal ganglia lesions, Multiple sclerosis
  Mixed: Vascular dementia, Dementia with Lewy bodies, Corticobasal 

.degeneration



 PRESENILE AND SENILE
DEMENTIA

  Another traditional distinction was that made between dementia
 occurring in those under 65 years of age (presenile or early-onset
 dementia) and dementia beginning later in life (senile or late-onset
 dementia). It arose in part because of the belief that the major causes
 were different—Alzheimer’s disease in the former, and vascular
 .dementia in the latter

  With the realization that Alzheimer’s disease is the commonest form of
 dementia in both groups, less attention is now paid to this
 categorization. However, presenile dementia does differ in certain
.respects from late-onset dementia



ASSESSMENT OF DEMENTIA

  Assessment of a patient who is presenting with a complaint of cognitive
 impairment involves several stages. A key question to be addressed
 initially is whether the impairment is due to dementia. This involves
 ruling out other causes, notably delirium, amnesia, and depression.
 Other patients will have mild cognitive impairment. Having established
 the probable diagnosis of dementia, its characteristics (including
 severity, symptom and behaviour profile, and associated risks) are
 considered, together with assessment of its cause, and identification of
.potentially reversible causes



 Assessment of the severity and clinical profile
  Screening tests are useful in the assessment of dementia and its severity, and for monitoring

 progression. Different scales are available to assess cognition, behavioural symptoms, global
 functioning and activities of daily living, and depression; the latter is useful because depression
.can coexist with dementia and worsen functioning

 Assessment of the cause of dementia
  Definitive diagnosis of the cause of dementia can usually only be made neuropathologically or,

 in rare cases, by identification of genetic mutations. However, the differing profiles of the various
 dementias allow ‘probable’ diagnoses to be made by experienced clinicians with reasonable
 accuracy. The use of biochemical, radiological, and genetic investigations only modestly
 increases the diagnostic accuracy for common dementias, but is important for ruling out rarer
.and reversible causes

  An MRI or CT scan is recommended as routine in many guidelines but, in practice, brain
.scanning, like most investigations, is used in some but not all patients



ALZHEIMER’S DISEASE



INTRODUCTION

  In 1907, Alois Alzheimer reported the case of Auguste D, a woman with
 presenile dementia whose brain exhibited unusual neuropathological
 features. It was Alzheimer’s colleague, Emil Kraepelin, who named the
 disease. For many years the disease was thought to be rare and limited to
 presenile forms of dementia, but classic studies by Roth and colleagues
 (Blessed et al., 1968) suggested that it is the commonest cause of senile
 dementia, a conclusion that has been confirmed by many subsequent
 studies. About 60% of dementia is attributable to Alzheimer’s disease,
 occurring either in isolation or together with features of vascular dementia
 and other neurodegenerative disorders. The rate of Alzheimer’s disease
 doubles every 5 years in the elderly, with an overall prevalence in those aged
.60 or older of 5–7%



CLINICAL FEATURES

  The first evidence of the condition is often minor forgetfulness, which may be
 difficult to distinguish from normal ageing. The condition progresses
 gradually for the first 2–4 years, with increasing memory disturbance and
 .lack of spontaneity. Memory is lost for recent events first

  Language is usually affected early on, with difficulty in finding words or
 naming objects, and impairments in the ability to construct fluent and
 informative sentences. Visuospatial skills may be affected, with difficulties in
 tasks such as copying pictures or learning the way round unfamiliar
 environments (e.g. when on holiday or in an unfamiliar house). Disorientation
 in time gives rise to poorly kept appointments and changes in the diurnal
 .pattern of activity



  Depression
  The relationship between Alzheimer’s disease and depression is complex. Depression is a probable

 risk factor for the disease, may be confused with it, or may occur as part of the syndrome. Regarding
 the latter point, major depression occurs in about 10% of cases, with less marked episodes and
 symptoms occurring in over 50% of cases. Patients who experience depression have greater
.decreases in serotonin and noradrenergic markers than other patients with Alzheimer’s disease

 Psychotic symptoms
  Delusions and hallucinations occur in a significant minority of patients at some stage in the illness. 

 Their prevalence is unclear, as many studies did not distinguish Alzheimer’s disease from dementia
 with Lewy bodies (see below). Recent estimates suggest rates of 10–50% for delusions and 10–25%
 .for hallucinations

  The commonest delusions are persecutory, concerning theft (however, as this idea often arises from
 .the patient’s forgetfulness, it is questionable whether it is helpful to regard this as a true delusion)



  Behaviour
  Changes in behaviour are common, and are of particular concern to carers. The patient may

 be restless and wake at night, disorientated, and perplexed. Motor activity may increase in
 the evening (‘sundowning’), and eventually the sleep–wake cycle may become completely
 disorganized. Aggression (both verbal and physical) is common, and often takes the form of
.resistance to help with personal care. Serious physical violence towards others is rare

 Key clinical features of Alzheimer’s disease
  Core features: Memory impairment (amnesia), with gradual onset and continuing decline,

 Aphasia, Apraxia, Agnosia, Anosmia, Disturbance in executive functioning (e.g. planning,
.reasoning)

  Other features: Depression Psychosis Behavioural symptoms (e.g. agitation, wandering)
.Personality change



COURSE

  In the early stages of Alzheimer’s disease, the clinical features are 
 modified by the patient’s premorbid personality, and their traits tend to
 be exaggerated. In the middle and later stages of the illness, the
 cognitive impairments increasingly predominate, together with the
 neurological and behavioural features noted above. Incidental physical
 illness may cause a superimposed delirium, resulting in a sudden
 deterioration in cognitive function. Median survival from diagnosis is
 5–7 years, and is slightly less in men than in women. Shorter survival
 is also associated with an older age of onset, and a rapid rate of
.cognitive decline



NEUROPATHOLOGY

  On gross examination the brain is shrunken, with widened sulci and
 enlarged ventricles. Brain weight is reduced. On microscopic
 examination, the cardinal diagnostic features are neurofibrillary tangles
 and senile plaques (also called amyloid plaques) in the cerebral cortex
 and many subcortical regions. The diagnostic criteria are based upon
.the abundance and distribution of plaques and tangles

  In addition to the tangles and plaques, there is selective loss of
 neurons in the hippocampus and entorhinal cortex, proliferation of
 astrocytes (gliosis), and loss of synapses. The latter is the strongest
.neuropathological correlate of cognitive impairment



 Senile (amyloid) plaques
  Senile plaques are deposits of insoluble proteins, together with 

 degenerating neurites (neuronal processes) and glia. They occur in the
 space between neurons (the neuropil). Both neuritic and diffuse
 plaques are recognized, depending on their appearance using silver
 stains; neuritic plaques have a dense-staining core, whereas diffuse
 plaques have been likened to cotton wool. The neuritic plaques are
 pathologically more significant. The protein at the heart of all senile
.plaques is β-amyloid



 Neurofibrillary tangles

  Neurofibrillary tangles occur within the cell body of neurons, 
 especially pyramidal neurons of the cerebral cortex and hippocampus.
 They are formed of paired helical filaments, which are comprised of
 the microtubule associated protein tau. The normal function of tau is in
 axonal transport and maintenance of the neuronal cytoskeleton.
 Tangles are thought to occur because tau becomes hyper
 phosphorylated, rendering it insoluble. The presence of a tangle
causes dysfunction and death of the neuron



 AETIOLOGY AND PATHOGENESIS

 Genes
  In rare families, usually those with an early onset of illness (before the age of 60 

 years), there is an autosomal dominant mode of inheritance. Causative mutations
 have been identified in three genes—amyloid precursor protein (APP, on
 chromosome 21), presenilin 1 (PSEN1, on chromosome 14), and presenilin 2
 .(PSEN2, on chromosome 1)

  Despite the importance of these findings, the vast majority of Alzheimer’s disease is
 not inherited in a Mendelian fashion, and it is often termed ‘sporadic’. However,
 first-degree relatives of patients with late-onset Alzheimer’s disease have an
 elevated risk of developing the disorder, and a genetic predisposition is now
 confirmed by the unequivocal association between polymorphisms in the
.apolipoprotein E (apoE) gene and all forms of Alzheimer’s disease



ENVIROMENTAL FACTORS

  A number of ‘lifestyle’ factors, such as diabetes, and physical and mental
 inactivity, as well as indices of vascular health, present at or before middle
 age, predict later onset of dementia, especially Alzheimer’s disease. This
 relationship indicates the potential for primary prevention, but this has yet to
 be fully explored. The robust finding that higher levels of educational
 attainment, as well as cognitive activity, are protective against Alzheimer’s
 disease, supports a ‘use it or lose it’ hypothesis, whereby such attributes are
.thought to increase cerebral reserve

  With regard to non-steroidal anti-inflammatory drugs (NSAIDs), hormone
 replacement therapy (HRT), and statins, there is considerable evidence that
 people who have used these drugs have a decreased rate of dementia and
.Alzheimer’s disease



 The amyloid cascade hypothesis
  It proposes that the central, pathogenic event is increased formation and

 deposition of β-amyloid. The increased production of β-amyloid leads to
 disease because it tends to aggregate, becomes insoluble, and is toxic to
 synapses and neurons. Decreased removal of β-amyloid from the brain also
.contributes

  Although the amyloid cascade hypothesis is a convincing explanation of
 familial Alzheimer’s disease, its relevance to sporadic forms of the disease
 remains controversial. For example, PET imaging has shown that cortical
 β-amyloid pathology is common in cognitively healthy elderly individuals,
.suggesting that additional factors are required for development of dementia



 The cholinergic hypothesis
  Prior to the amyloid hypothesis, the prevailing view was the cholinergic 

 hypothesis of Alzheimer’s disease, based on findings in the 1970s that
 there is a severe and widespread loss of acetylcholine in the cerebral
 cortex. The loss occurs because of pathology and atrophy in the cells
 of origin, in the nucleus basalis of Meynert. The findings led to the
 development of the current cholinergic therapies for the disease.
 However, although cholinergic deficits may well explain some of the
.symptoms, they do not appear to have a primary causal role



OTHER DEMENTIAS



 VASCULAR DEMENTIA
  The dementia caused by cerebrovascular disease was in the past referred to as

 ‘atherosclerotic psychosis’. Following the separation of distinct syndromes of
 psychiatric disorder in late life, it became apparent that dementia was often
 associated with multiple infarcts, and Hachinski et al. (1974) suggested the term
 multi-infarct dementia. However, the neuropathological findings of vascular
 dementia are very varied, and include embolus, vasculitis, angiopathy, and
.haemorrhage, as well as infarcts

  Vascular dementia is usually said to be the second commonest cause of dementia
 after Alzheimer’s disease, of comparable prevalence to dementia with Lewy bodies.
 However, there is considerable uncertainty over these figures, because of the
 pathological heterogeneity of vascular changes, the absence of accepted
 neuropathological criteria for vascular dementia, and their frequent coexistence with
 Alzheimer-type pathology, which makes it difficult to know the causal contribution of
.vascular pathology



CLINICAL FEATURES

  Onset is usually in the late sixties or the seventies. With large-vessel 
 disease, onset is often relatively acute and follows a stroke, in which case
 the term post-stroke dementia is sometimes used. Emotional and personality
 changes may appear first, followed by impairments of memory and intellect
 that characteristically progress in stages. Depression is frequent, and
 episodes of emotional lability and confusion are common, especially at night.
 Transient ischemic attacks or mild strokes may recur from time to time.
 Insight is often maintained until a late stage. Apathy, behavioural retardation,
 and anxiety are more common than in Alzheimer’s disease, but cognitive
.impairment itself is more variable and often of lesser degree

  About 10% of people develop dementia after a first stroke, and more than
one-third after recurrent stroke



 RISK FACTORS FOR VASCULAR DEMENTIA

  History of stroke—risk related to number, location, and size Increasing
 age—risk doubles every 5 years, Low education Hypertension,
 Orthostatic hypotension, Evidence of vascular disease (e.g. carotid
 bruit, cardiac disease), Vascular risk factors (e.g. smoking,
 hyperlipidaemia, obesity) ,High blood homocysteine, Late-life
depression



DEMENTIA WITH LEWY BODIES

  A hitherto unrecognized type of dementia with a relatively distinct
 pathology and clinical course was described in the late 1980s using
 various terms, including cortical Lewy body disease, diffuse Lewy body
 disease, and Lewy body variant of Alzheimer’s disease. Dementia with
 Lewy bodies is now the consensus term. The disorder accounts for
 4–25% of cases of dementia; the wide range of estimates (and the
 belated ‘discovery’ of dementia with Lewy bodies) probably reflects
 sampling bias in some studies (e.g. underrepresentation in patients
 coming to autopsy) and the fact that cortical Lewy bodies are difficult to
.see using routine neuropathological stains



 Clinical features
  Key features: Progressive cognitive decline, especially in attention and

 visuospatial ability. Pronounced fluctuations in cognition and attention.
 Recurrent visual hallucinations, usually well formed and detailed. Motor
.features of parkinsonism

  Supportive features: Repeated falls Syncope. Transient loss of 
 consciousness. Systematized delusions. Non-visual hallucinations. Adverse
.reactions to antipsychotics

  Diagnosis made less likely in the presence of: Evidence of cerebrovascular 
 disease or stroke. Evidence of other disorder sufficient to account for the
.clinical picture



  Neuropathology

  The characteristic histopathological feature of dementia with Lewy
 bodies is the presence of Lewy bodies in the cerebral cortex. Lewy
 neurites are also seen. As in Parkinson’s disease, these features are
 also seen in the substantia nigra, and their biochemical composition is
 the same in both diseases. Lewy bodies are intraneuronal inclusions,
 composed mainly of abnormal aggregations of a protein called
 α-synuclein. They also contain other proteins, including ubiquitin,
 detection of which is widely used in the routine detection of Lewy
 .bodies



  There is also a significant neuropathological overlap with Alzheimer’s
 disease, with dementia with Lewy bodies often exhibiting abundant
 senile plaques and widespread reductions in choline acetyltransferase
 in the neocortex; however, neurofibrillary tangles are rare. Brain
 atrophy is less marked than in Alzheimer’s disease, especially in the
.hippocampus

 Aetiology
  Dementia with Lewy bodies is closely related to Parkinson’s disease,

 and both are characterized as ‘synucleinopathies’, reflecting the
.abnormal aggregation of α-synuclein protein present in Lewy bodies



FRONTOTEMPORAL DEMENTIAS

  Frontotemporal dementias are the second most common form of presenile
.dementia, and also underlie about 7% of late-life dementias

  Clinical features
  Frontotemporal dementia encompasses a range of neurodegenerative 

 diseases affecting the frontal and temporal lobes and which are
 characterized clinically by progressive deficits in behaviour, language, and
 memory. Compared to most other dementias, cognitive impairment is a
 relatively minor feature, with behavioural, psychiatric, and linguistic aspects
 being more prominent. There is a significant clinical and aetiological overlap
with motor neuron disease, and with parkinsonian syndromes



  Behavioral features: Insidious onset, slow progression. Early loss of insight.
 Early signs of disinhibition and lack of judgement. Mental inflexibility.
 Stereotyped and imitative behaviour Hyperorality (e.g. craving for sweet
.foods). Distractibility and impulsivity

  Language and speech features: Progressive decrease in speech output. 
.Perseveration. Echolalia

 .Affective features: Depression. Apathy. Emotional blunting Hypochondriasis 
  Physical signs: Early primitive reflexes. Early incontinence. Late 

.parkinsonism. Low and labile blood pressure



PICK’S DISEASE

  Arnold Pick described the disease that bears his name in 1892. Pick’s
 disease remains the archetypal frontotemporal dementia, and is sometimes
 referred to synonymously with it but, if defined properly (including the
 neuropathological features), it explains only a small proportion of cases. The
 clinical features that he noted were of aphasia with dementia, such that the
 case would probably be diagnosed today as a primary progressive aphasia.
 The pathological findings of Pick’s original case were reported by Alzheimer,
 and were striking, with focal ‘knife-blade’ atrophy of the frontal and temporal
 poles, with ballooned neurons (Pick cells) that contained inclusions called
 Pick bodies. Pick bodies also occur in other areas, notably the hippocampus.
.They are composed of tau, ubiquitin, and other proteins



PRION DISEASES

  Prion diseases are a unique category of neurodegenerative disorders, grouped 
 together because of the central causal role of a specific protein, called prion protein
 (PrP). They also share neuropathological features, including diffuse spongiosis
 (hence the older term, ‘spongiform encephalopathy’), neuronal loss, gliosis, and, in
 many cases, amyloid plaques. They can be inherited, or acquired infectiously or
.iatrogenically, while other cases are sporadic and idiopathic

  Creutzfeldt–Jakob disease: Creutzfeldt–Jakob disease (CJD) is the main prion
 disease, with an approximate annual incidence of one case per million. A small
 number of cases are inherited as an autosomal dominant disorder due to mutations
 in the PrP gene. Other cases have been transmitted iatrogenically, via
 pituitary-derived growth hormone, contaminated neurosurgical instruments or graft
 material, and possibly by blood transfusion. The incubation time in these cases can
 exceed 20 years. Because of the potential infectivity, no patients with dementia
.should be organ donors



HUNTINGTON'S DISEASE

  Huntington's disease is classically associated with the development of
 dementia. The dementia seen in this disease is the subcortical type of
 dementia, characterized by more motor abnormalities and fewer language
 abnormalities than in the cortical type of dementia. The dementia of
 Huntington's disease exhibits psychomotor slowing and difficulty with
 complex tasks, but memory, language, and insight remain relatively intact in
 the early and middle stages of the illness. As the disease progresses,
 however, the dementia becomes complete; the features distinguishing it from
 dementia of the Alzheimer's type are the high incidence of depression and
.psychosis, in addition to the classic choreoathetoid movement disorder



PARKINSON'S DISEASE

  As with Huntington's disease, parkinsonism is a disease of the basal
 ganglia, commonly associated with dementia and depression. An
 estimated 20 to 30 percent of patients with Parkinson's disease have
 dementia, and an additional 30 to 40 percent have measurable
 impairment in cognitive abilities. The slow movements of persons with
 Parkinson's disease are paralleled in the slow thinking of some affected
.patients, a feature that clinicians may refer to as bradyphrenia



 TREATMENT OF
DEMENTIA



  The first step in the treatment of dementia is verification of the
 diagnosis. Accurate diagnosis is imperative, for the progression may
 be halted or even reversed if appropriate therapy is provided.
 Preventive measures are important, particularly in vascular dementia.
 Such measures might include changes in diet, exercise, and control of
 diabetes and hypertension. Pharmacological agents might include
 .antihypertensive, anticoagulant, or antiplatelet agents



  Blood pressure control should aim for the higher end of the normal range,
 because that has been demonstrated to improve cognitive function in
 patients with vascular dementia. Blood pressure below the normal range has
 been demonstrated to further impair cognitive function in the patient with
 dementia. The choice of antihypertensive agent can be significant in that
 adrenergic receptor antagonists have been associated with exaggeration of
 cognitive impairment. Angiotensin-converting enzyme (ACE) inhibitors and
 diuretics have not been linked to exaggeration of cognitive impairment and
 are thought to lower blood pressure without affecting cerebral blood flow,
.which is presumed to be correlated with cognitive function



PHARMACOLOGICAL TREATMENT

  Acetylcholinesterase inhibitors (AChEIs): were the first drugs to be licensed
 for the treatment of Dementia. They act by enhancing ACh at cholinergic
 synapses in the CNS, and in this way may slow progression of the disease,
 reducing time spent in full nursing care. They have beneficial effects on
 cognitive, functional, and behavioural symptoms of the disease and are
 recommended as 1st-line agents in the treatment of mild-moderate
.Dementia

 1st generation AChEIs
.Tacrine Developed in the 1980s; easily absorbed with a short 1/2 life
2nd generation AChEIs
.Donepezil long half life (70hrs)
Rivastigmine. Galantamine



  The NMDA( N-Methyl-D-aspartate) receptor binds excitatory glutamate
.in the CNS and has a role in learning/memory function

  Memantine In Feb 2002, this new agent was approved in Europe for•
 the treatment of moderately severe to severe Dementia. It is a
 non-competitive, NMDA antagonist that may protect neurons from
 glutamate-mediated excito-toxicity. Trials show benefits of memantine
augmentation of donepezil

  Other (possible) treatment strategies: Although only at experimental
 stages, there is some evidence for other approaches to DAT. These
.include: anti-oxidants (vit E; selegiline)



PSYCHOSOCIAL THERAPIES

  Patients often benefit from a supportive and educational psychotherapy
 in which the nature and course of their illness are clearly explained.
 Any areas of intact functioning should be maximized by helping
.patients identify activities in which successful functioning is possible

  Clinicians can help patients find ways to deal with the defective ego 
 functions, such as keeping calendars for orientation problems, making
 schedules to help structure activities, and taking notes for memory
problems


