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PART 2
Cardinal Manifestations and Presentation of Diseases

psychosis, although the risk profile for these compounds is significant.
When patients do not respond to treatment, it is usually a mistake to
advance to higher doses or to use anticholinergic drugs or sedatives
(such as barbiturates or benzodiazepines). It is important to recognize
and treat depression; treatment can begin with a low dose of an SSRI
(e.g., escitalopram, starting dose 5 mg daily, target dose 5–10 mg
daily) while monitoring for efficacy and toxicity. Sometimes apathy,
visual hallucinations, depression, and other psychiatric symptoms
respond to the cholinesterase inhibitors, especially in DLB, obviating
the need for other more toxic therapies.
Cholinesterase inhibitors are being used to treat AD (donepezil,
rivastigmine, galantamine) and PDD (rivastigmine). Recent work
has focused on developing antibodies against Aβ42 as a treatment
for AD. Although the initial randomized controlled trials failed,
there was some evidence for efficacy in the mildest patient groups.
Therefore, researchers have begun to focus on patients with very
mild disease and asymptomatic individuals at risk for AD, such as
those who carry autosomal dominantly inherited genetic mutations or healthy elders with CSF or amyloid imaging biomarker
evidence supporting presymptomatic AD. Memantine proves useful
when treating some patients with moderate to severe AD; its major
benefit relates to decreasing caregiver burden, most likely by
decreasing resistance to dressing and grooming support. In moderate to severe AD, the combination of memantine and a cholinesterase inhibitor delayed nursing home placement in several studies,
although other studies have not supported the efficacy of adding
memantine to the regimen.
A proactive strategy has been shown to reduce the occurrence of
delirium in hospitalized patients. This strategy includes frequent orientation, cognitive activities, sleep-enhancement measures, vision
and hearing aids, and correction of dehydration.
Nondrug behavior therapy has an important place in dementia
management. The primary goals are to make the patient’s life
comfortable, uncomplicated, and safe. Preparing lists, schedules,
calendars, and labels can be helpful in the early stages. It is also useful to stress familiar routines, walks, and simple physical exercises.
For many demented patients, memory for events is worse than their
ability to carry out routine activities, and they may still be able to
take part in activities such as walking, bowling, dancing, singing,
bingo, and golf. Demented patients often object to losing control
over familiar tasks such as driving, cooking, and handling finances.
Attempts to help or take over may be greeted with complaints,
depression, or anger. Hostile responses on the part of the caregiver
are counterproductive and sometimes even harmful. Reassurance,
distraction, and calm positive statements are more productive in
this setting. Eventually, tasks such as finances and driving must be
assumed by others, and the patient will conform and adjust. Safety
is an important issue that includes not only driving but controlling
the kitchen, bathroom, and sleeping area environments, as well as
stairways. These areas need to be monitored, supervised, and made
as safe as possible. A move to a retirement complex, assisted-living
center, or nursing home can initially increase confusion and agitation. Repeated reassurance, reorientation, and careful introduction
to the new personnel will help to smooth the process. Providing
activities that are known to be enjoyable to the patient can be of
considerable benefit.
The clinician must pay special attention to frustration and depression among family members and caregivers. Caregiver guilt and
burnout are common. Family members often feel overwhelmed and
helpless and may vent their frustrations on the patient, each other,
and health care providers. Caregivers should be encouraged to take
advantage of day-care facilities and respite services. Education and
counseling about dementia are important. Local and national support groups, such as the Alzheimer’s Association (www.alz.org), can
provide considerable help.

HPIM19_Part02_p087-p424.indd 176

36

Aphasia, Memory Loss, and Other
Focal Cerebral Disorders
M.-Marsel Mesulam

The cerebral cortex of the human brain contains approximately 20 billion neurons spread over an area of 2.5 m2. The primary sensory and
motor areas constitute 10% of the cerebral cortex. The rest is subsumed
by modality-selective, heteromodal, paralimbic, and limbic areas collectively known as the association cortex (Fig. 36-1). The association
cortex mediates the integrative processes that subserve cognition,
emotion, and comportment. A systematic testing of these mental functions is necessary for the effective clinical assessment of the association
cortex and its diseases. According to current thinking, there are no
centers for “hearing words,” “perceiving space,” or “storing memories.”

Figure 36-1 Lateral (top) and medial (bottom) views of the
cerebral hemispheres. The numbers refer to the Brodmann cyto
architectonic designations. Area 17 corresponds to the primary visual
cortex, 41–42 to the primary auditory cortex, 1–3 to the primary
somatosensory cortex, and 4 to the primary motor cortex. The rest of
the cerebral cortex contains association areas. AG, angular gyrus; B,
Broca’s area; CC, corpus callosum; CG, cingulate gyrus; DLPFC, dorsolateral prefrontal cortex; FEF, frontal eye fields (premotor cortex); FG,
fusiform gyrus; IPL, inferior parietal lobule; ITG, inferior temporal gyrus;
LG, lingual gyrus; MPFC, medial prefrontal cortex; MTG, middle temporal gyrus; OFC, orbitofrontal cortex; PHG, parahippocampal gyrus; PPC,
posterior parietal cortex; PSC, peristriate cortex; SC, striate cortex; SMG,
supramarginal gyrus; SPL, superior parietal lobule; STG, superior temporal gyrus; STS, superior temporal sulcus; TP, temporopolar cortex; W,
Wernicke’s area.
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