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INTRODUCTION

According to Van de Flier et al. (2005), dementia is
a progressive deterioration of cognition that can be
caused by several underlying factors affecting particu-
lar areas of the brain to generate specific clinical
features. Certain diseases cause dysfunction in the
cerebral hemispheres, subcortical nuclei or white mat-
ter interconnections, leading to dementia (Schafer
et al., 2016). In this review, the focus will be on the
clinical anatomy of the major types of dementia in
order of prevalence, Alzheimer’s disease being the
most prevalent, followed by vascular dementia, fron-
totemporal dementia and dementia with Lewy bodies.

ALZHEIMER’S DISEASE

According to Bakkour et al. (2013), Alzheimer’s
dementia is diagnosed clinically when a patient loses
memory, executive function, language, visuospatial
function and other abilities owing to pathological
changes in multiple areas of the cerebral cortex and
other parts of the brain. A diagnosis of Alzheimer’s
disease is confirmed essentially by the pathological
discovery of extracellular neuritic/ab-amyloid plaques
and intracellular neurofibrillary tangles in postmortem
autopsies (Hyman et al., 2012). Dickerson et al.
(2009) described Alzheimer-affected brains as show-
ing marked cerebral atrophy especially in the inferior
temporal gyrus, medial temporal lobe, posterior cin-
gulate/precuneus and inferior parietal lobule, where
the sulci widen and the gyri thin. These are typically
the earliest areas to start thinning even in the mildest
Alzheimer’s cases. Other cortical regions, particularly
the superior parietal and frontal cortex, show no
appreciable thinning until Alzheimer’s symptoms are
more prominent. Other researchers have also found
pathological hallmarks of Alzheimer’s in other areas of
the brain such as the hippocampus, along with the
surroundings of the hippocampus comprising the peri-
rhinal, parahippocampal, and entorhinal neocortical
regions (Detoledo et al., 1997; Jack et al., 1998).
These areas that are markedly affected in Alzheimer’s
are spared or negligibly atrophied during normal
aging. As a result, episodic memory, semantic memo-
ry, and executive and visuospatial-attentional

networks are disrupted early in the clinical phase of
Alzheimer’s disease (Bakkour et al., 2013). Research-
ers have also revealed a loss of neurons in subcortical
areas such as the basal nucleus of Meynert (Arendt
et al., 1983), locus coeruleus (Hoogendijk et al.,1995),
nucleus raphe dorsalis (Aletrino et al., 1992), and
pedunculopontine nucleus (Jellinger et al., 1988), con-
tributing to the progression of Alzheimer’s disease.
The defects are visible as paler-colored substantia
nigra and locus coeruleus areas. The loss of neurons
creates symmetrically dilated ventricles called hydro-
cephalus ex vacuo.

Neurofibrillary tangles are clinically correlated with
the severity of Alzheimer’s symptoms (Goedert et al.,
1993). German et al. (1997) described the tangles as
being seen first in the hippocampus, parahippocampal
areas and enterohinal cortex, where much younger
patients are asymptomatic. Alzheimer’s disease pro-
gresses because of the accumulation of NFTs in the
temporal cortex, causing mild cognitive impairment
(MCI), and becomes full blown when NFTs appear in
the neocortex, deep nuclei that project to the cortex
such as the locus ceoruleus, dorsal raphe nucleus,
paranigral nucleus and midline thalamic nuclei along
(diffusely) with the brainstem (Arnold et al., 1991).

Neuritic plaques, on the other hand, cover an
extensive part of the cerebral cortex gray matter at
the end stage of Alzheimer’s disease (Dickson, 1997).
These plaques do not correlate with the clinical severi-
ty of Alzheimer’s as NFTs do (Jack et al., 2010).

Perrin et al. (2009) showed that cortical and hippo-
campal volume loss is hard to quantify precisely dur-
ing early stages of Alzheimer’s and also at
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postmortem, but not difficult with high resolution
quantitative magnetic resonance imaging (MRI), which
is especially useful in distinguishing between the neu-
rodegeneration of normal aging and early Alzheimer’s.
Using ventricular expansion and regional loss of vol-
ume, it also predicts disease progression from normal
cognition to MCI to Alzheimer’s. The downside is that it
cannot reveal the pathology underlying the neurode-
generative process. As neurons in the medial temporal
lobe and hippocampus are susceptible to neuronal loss
especially in early Alzheimer’s, functional MRI studies
are helpful in revealing synaptic activity in these areas.
During MCI, these areas show hyperactivation owing to
neuronal compensation for functional inefficiency. In
the clinical stages of Alzheimer’s, these same structures
are hypoactive. Other methods described by Perrin are:
Single photon emission computed tomography, which
measures regional blood flow; Pittsburgh Compound-B-
Positron Emission Tomography, which binds and quanti-
fies amyloid; and Fluoro-Deoxyglucose-Positron Emis-
sion Tomography (FDG-PET), which measures glucose
metabolism (reduced in Alzheimer’s). These techniques,
along with functional MRI, can predict the progression
from MCI to Alzheimer’s disease.

VASCULAR DEMENTIA

It has been proposed that vascular dementia is
caused by multiple infarcts, but other factors have been
shown to contribute to it in addition to their association
with Alzheimer’s (Tomlinson et al., 1970; Hachinski
et al., 1974). Vascular dementia can now be classified
under the umbrella term vascular cognitive impairment,
a multifactorial set of conditions: different causes can
contribute to the spectrum of vascular diseases that
lead to cognitive impairment and dementia. Because
the pathology of vascular dementia is diverse, the clini-
cal signs and symptoms are also diverse. They depend
on the type, number, location, volume and severity of
stroke. Ischemic strokes lead to more morbidity than
hemorrhagic strokes because the survival rate is higher
(Kalaria et al., 2016).

Three main subtypes of pathological entities con-
tribute to vascular cognitive impairment, as discussed
in detail below: large vessel stroke, small vessel
stroke and mixed pathology.

Large vessel strokes include strategic infarcts, multi-
infarct dementia and post stroke dementia. Staeken-
borg et al. (2008) described the clinical features of large
vessel strokes as defects specific to certain areas that
are also associated with higher risks for hemimotor dys-
function, aphasia, hemianopia, hemimotor dysfunction,
hemisensory dysfunction, reflex asymmetry, and hemi-
plegic gait disorder.

Strategic infarcts cause dementia when cortical or
subcortical areas are targeted, resulting in cognitive
impairment. Affected locations in the cortex include
the medial frontal lobe, inferomedial area of the tem-
poral lobe, angular gyrus and hippocampus. When the
hippocampal memory loop (of Papez) is injured, this
causes dementia. Bilateral obstruction of the posterior
cerebral artery produces amnesia and visual field
defects because blood flow to the posterior medial

hippocampus is compromised (Benson et al., 1988).
Subcortical lesions in, e.g.. the fornix, caudate nucle-
us, anterior limb of the internal capsule, globus pal-
lidus or thalamus can also produce amnesia. Lesions
in the basal forebrain and thalamus involving path-
ways to the amygdala and hippocampus can cause
severe amnesia; in contrast, when only one pathway
is affected, only MCI results (Cipolotti et al., 2008).
Rupture of an aneurysm in the basal forebrain can
cause significant amnesia with personality changes
(Damasio et al., 1985).

It is traditionally believed that multi-infarct demen-
tia is common; multiple cortical infarcts cause a step-
wise development of dementia, but it is very
uncommon for a single entity to cause it (Kalaria
et al., 2016). According to Jin et al. (2008), post-
stroke dementia develops within a year after stroke in
two thirds of patients, usually of advanced age, with
pre-existing pathologies such as vascular and/or
degenerative changes in the brain, e.g., Alzheimer’s
disease, multiple infarcts, strategic infarcts or subcor-
tical ischemic dementia.

Subcortical small vessel dementia is a syndrome
revealed by cognitive, clinical neuroimaging, and neu-
ropathological findings. It is thought to arise from dis-
ease affecting the perforating cerebral arterioles,
capillaries, and venules, resulting in injuries to the
cerebral white and deep grey matter (Pantoni, 2010).
It has a subacute onset, the main forms being lacunar
stroke, white matter hyperintensity, Binswanger dis-
ease, cerebral autosomal dominant arteriopathy with
subcortical infarcts and leukoencephalopathy (CADA-
SIL), cerebral amyloid angiopathy and microinfarcts.
Dysarthria, dysphagia, Parkinsonian type gait disorder,
and hypokinesia are more prevalent in patients with
small vessel disease (Staekenborg et al., 2008).

Lacunar infarctions, according to Donnan (1993),
are rounded, ovoid, or tubular infarcts usually
<20 mm in axial diameter and are most common in
the basal ganglia or internal capsule. Areas such as
the thalamus and putamen have been implicated in
more severe dementia than areas in the caudate, cap-
sule and white matter (Benisty et al., 2009). Bilateral
thalamic lesions are associated with increased risks
for dysphagia, Parkinsonian type gait disorder, and
hypokinesia (Staekenborg et al., 2008). Acute lacunar
infarcts shrink and can leave small cavities (lacunes)
or even larger stiratocapsular lesions that have signals
similar to white matter hyperintensities. The presence
of multiple lacunes is also associated with an
increased risk of hemimotor dysfunction (Staekenborg
et al., 2008). White matter hyperintensities or leu-
koaraiosis are periventricular or located in white mat-
ter distributions in the cerebral cortex, basal ganglia,
pons, other parts of the brain stem and cerebellar
white matter. They have been shown to reduce cogni-
tive and lower extremity functions, the most impor-
tant of many risk factors being hypertension, as
shown in different studies (Jeerakathil et al., 2004;
Pantoni et al., 2010; Maillard et al., 2012). Extensive
leukoaraiosis is associated with increased risks for
dysarthria, dysphagia, Parkinsonian type gait disorder,
and rigidity (Staekenborg et al., 2008).
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Lacunar strokes and leukoaraiosis overlap in terms
of pathology but contribute independently to the
development of dementia (Van Der Flier et al., 2005).
On imaging, they are rounded areas of decreased
attenuation on CT scan, increased signaling on T2 and
FLAIR MRI. Binswanger disease is an ischemic peri-
ventricular leukoencephalopathy due to chronic hypo-
perfusion and critical stenosis of the medullary
arterioles, causing widespread incomplete infarction of
the white matter that typically spares the short com-
missural U-fibers (Donkelaar et al., 2011). CADASIL is
a rare autosomal dominant arteriopathic cause of
dementia, severe white matter disease and headaches
(Schafer et al., 2016). It is characterized by subcorti-
cal white matter lesions affecting the poles of the
temporal lobes along with the brain stem, particularly
in the pons (Chabriat et al., 1998).

Cerebral amyloid angiopathy is an accumulation of
b-amyloid peptide in medium-sized to small arteries in
the superficial cortex and leptomeninges, causing cere-
bral hemorrhages that lead to dementia if there are
enough of them at critical locations. Vascular dementia
associated with Alzheimer’s pathology is proven to have
worse outcome than Alzheimer’s alone (Pfeifer et al.,
2002). Microinfarcts especially in the deep hemispheric
and infratentorial regions as revealed on autopsy have
been shown to be as detrimental as macroinfarcts and
increased Alzheimer-related pathology in terms of brain
atrophy (Longstreth et al., 2009).

Mixed vascular dementia and Alzheimer’s disease is
important because most patients with dementia at
autopsy had multiple pathologies, most commonly (up
to 38%) this subtype of vascular dementia, as seen in
the study by Schneider et al. (2007). Alzheimer’s dis-
ease is associated with a considerable amount of cere-
brovascular pathology, such as small vessel disease
and microinfarctions including vascular amyloid angi-
opathy, which can cause cognitive impairment inde-
pendently of plaques and tangles (Kalaria et al.,
2016). When vascular disease and Alzheimer’s disease
coexist, less Alzheimer pathology is needed to cause
dementia (Nagy et al., 1997). Snowdon et al. (1997)
conducted a Nun Study in which the more demented
patients had 20 times more Alzheimer pathology and
lacunar strokes, as revealed at autopsy.

The imaging lesions of vascular dementia include
those types causing small-vessel disease, usually
affecting at least 25% of the white matter along with
multiple basal ganglia and frontal white matter
lacunes, and bilateral thalamic lesions (Guermazi
et al., 2007). Conventional MRI can show lacunar
infarcts or hemorrhages, lacunes, white matter hyper-
intensities, perivascular spaces, microbleeds and atro-
phy in affected patients. Advanced MRI techniques
such as diffusion tensor imaging, spectroscopy, and
functional methods can show microinfarcts, disrupted
axonal connections, altered white matter integrity,
increased brain water content, altered myelination
and secondary focal thinning of the cortical grey mat-
ter (Wardlaw et al., 2013). Other techniques used are
FDG-PET for measuring regional cerebral glucose
metabolism, which shows decreased uptake in areas
most affected by microvascular white matter disease,
especially the frontal lobes and deep nuclei. Cerebral

blood flow can be measured using single photon emis-
sion computerized tomography (SPECT) or arterial
spin label (ASL) imaging (Roman et al., 2012).

FRONTOTEMPORAL DEMENTIA

Frontotemporal dementia, also known as Pick’s dis-
ease, is a rare form of progressive dementia in which
the right prefrontal and anterior temporal cortices are
predominantly atrophic, causing changes in behavior
as part of the spectrum of frontotemporal lobar
degeneration or FTLD (Trojanowski et al., 2001). This
is also called behavioral variant FTLD; the anatomical
regions typically affected are the dorsolateral cortex,
medial frontal cortex, orbitofrontal cortex, amygdala,
insula and anterior cingulate cortex. There are also
associated atrophic changes in the basal ganglia and
depigmentation of the substantia nigra. The atrophy
can become so severe that gyri and white matter are
narrowed to slivers, called knife-edge atrophy. This
causes an early decline in personal and social inhibi-
tion, dysfunction in executive functioning and loss of
insight (Wang et al., 2007). Other forms of FTLD can
be determined by the location of the lobar degenera-
tion: left inferior frontal atrophy causes progressive
non-fluent aphasia while predominantly left anterior
temporal atrophy causes semantic dementia. Non-
fluent progressive aphasia patients show significant
left cortical atrophy in the inferior and middle frontal,
precentral, anterior insula and caudate regions with
such symptoms as non-fluent spontaneous speech,
phonemic paraphasias, agrammatism and anomia
(Gorno-Tempini et al., 2004 and Kertesz et al., 2005).
On the other hand, Mummery et al. (2000) described
semantic dementia as associated with behavioral and
emotional disturbances, like behavioral variant FTLD,
but differing qualitatively in respect of depression, loss
of empathy and emotional blunting. These changes
are due to the degeneration of the orbitofrontal and
right anterior temporal lobe and of the amygdala. The
left hemisphere is also involved, but at the middle and
inferior temporal gyri and ventromedial frontal lobe.
Patients also develop prosopagnosia and loss of visual
object meaning when the right hemisphere is more
involved than the left (Snowden et al., 2001).

DEMENTIA WITH LEWY BODIES

According to McKeith et al. (2005), dementia with
Lewy bodies is a neurodegenerative dementia charac-
terized by deficits in attention, executive functioning
and visuospatial perception, with better preservation
of memory and naming skills than in Alzheimer’s.
There is also autonomic, sleep, neuropsychiatric and
motoric dysfunction. Dementia with Lewy bodies is a
synucleinopathy hallmarked by Lewy bodies, mainly
affecting the cerebral cortex and brain stem (O’Brien,
2006). Lewy bodies are also described in Parkinson’s
disease, accumulating in the hypothalamus, nucleus
basalis of Meynert, sympathetic, substantia nigra, dor-
sal vagal nucleus and locus coeruleus. Parkinson’s dis-
ease patients often develop a dementia that is
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clinically different from dementia with Lewy bodies in
that it usually develops after the symptoms of Parkin-
sonism, but there is not much difference anatomically
except for more neuronal loss in the substantia nigra
contributing to the Parkinsonian symptoms (Tsuboi,
2005).

Areas predominantly affected in the cortex in
dementia with Lewy bodies are the frontal (especially
the cingulate gyrus), insular, temporal and parietal
areas (Duda et al., 2002). Yachnis et al. (2014)
described Lewy neurites as most common in the hippo-
campus, parahippocampal gyrus and amygdala. Donke-
laar et al. (2011) explained that there are no
macroscopic abnormalities characteristic of or specific
for dementia with Lewy bodies. Hypopigmentation of
the substantia nigra and locus coeruleus was observed
as along with mild diffuse frontotemporal and hippo-
campal atrophy. There are increased Lewy bodies in the
amygdala and anterior and inferior temporal lobes at
autopsy associated with visual hallucinations (Harding,
2002). Lewy bodies are also seen in the intermediolat-
eral cell column of the spinal cord, hypothalamus, and
dorsal vagal nuclei, which correlates with the dysauto-
nomia seen in dementia with Lewy bodies (Benarroch
et al., 2006). Benarroch et al. (2009) also conducted a
pathological study and found far fewer dopaminergic
neurons in the periaqueductal gray area in the mid-
brains of affected patients than in controls, and this
was correlated with excessive daytime sleepiness.

Both Parkinson’s disease dementia and dementia
with Lewy bodies have more cortical Lewy body densi-
ty than Parkinson’s disease, especially in the limbic
system, and this contributes to the cognitive dysfunc-
tion seen in both dementias. Braak et al. (2003) sug-
gested that the initial pathology of Parkinson’s disease
and Parkinson’s disease dementia is in the lower
brainstem nuclei, spreading subsequently to the sub-
stantia nigra, then to the basal forebrain and finally
the cortex. Tsuboi et al. (2005) suggests that the ini-
tial pathology for dementia with Lewy bodies is in the
limbic system and basal forebrain.

Clinical diagnosis of dementia with Lewy bodies
includes the use of functional imaging of the dopa-
mine transporter (DAT), which differentiates it from
other causes of dementia such as Alzheimer’s by mea-
suring nigrostriatal dopaminergic uptake (especially in
the putamen), which is significantly lower than in Alz-
heimer’s, where uptake is normal (Dubois et al.,
2007). Other imaging studies used include structural
MRIs, which show putamen and posterior mesopon-
tine atrophy with preserved hippocampal and medial
temporal lobe volumes (Whitwell, 2007). On a SPECT
scan, occipital hypoperfusion (Lobotesis et al., 2001)
is seen, while on FDG-PET there is occipital hypome-
tabolism (Minoshima et al., 2001) without correspond-
ing occipital atrophy on structural MRI. FDG-PET also
shows relative preservation of posterior cingulate
metabolism relative to precuneus and cuneus metabo-
lism, and this is is the most specific way to distinguish
dementia with Lewy bodies from Alzheimer’s (Graff-
Radford et al., 2014). Amyloid imaging is also used;
dementia with Lewy bodies patients are positive for
amyloid but have less deposition than Alzheimer’s
patients (Edison et al., 2008).

REFERENCES

Aletrino MA, Vogels OJM, van Domburg PHMF, ten Donkelaar HJ.
1992. Cell loss in the nucleus raphes dorsalis in Alzheimer’s dis-
ease. Neurobiol Aging 13:461–468.

Arendt T, Bigl V, Arendt A, Tennstedt A. 1983. Loss of neurons in the
nucleus basalis of Meynert in Alzheimer’s disease, paralysis agi-
tans and Korsakoff’s disease. ActaNeuropathol 61:101–108.

Arnold SE, Hyman BT, Flory J, Damasio AR, Van Hoesen GW. 1991.
The topographical and neuroanatomical distribution of neurofi-
brillary tangles and neuritic plaques in the cerebral cortex of
patients with Alzheimer’s disease. Cereb Cortex 1:103–116.

Bakkour A, Morris JC, Wolk DA, Dickerson BC. 2013. The effects of
aging and Alzheimer’s disease on cerebral cortical anatomy: Spe-
cificity and differential relationships with cognition. Neuroimage
76:332–344.

Barber R, Panikkar A, McKeith I. 2001. Dementia with Lewy bodies:
Diagnosis and management. Int J Geriatric Psychiatry 16:12.

Bartus RI, Dean RL, Beer B, Lippa S. 1982. The cholinergic hypothe-
sis of geriatric memory dysfunction. Science 217:408–414.

Benarroch E, Schmeichel AM, Sandroni P, Low PA, Parisi JE, 2006.
Involvement of vagal autonomic nuclei in multiple system atro-
phy Lewy body disease. Neurology 63:378.

Benarroch E, Schmeichel AM, Dugger BN, Sandroni P, Parisi JE, Low
PA. 2009. Dopamine cell loss in the periaqueductal gray in multi-
ple system atrophy and Lewy body dementia. Neurology 73:106.

Benisty S, Gouw AA, Porcher R. 2009. Location of lacunar infarcts
correlates with cognition in a sample of non-disabled subjects
with age-related white-matter changes: The LADIS study.
J Neurol Neurosurg Psychiatry 80:478–483.

Benson DF, Davis RJ, Snyder BD. 1988. Posterior cortical atrophy.
Arch Neurol 45:789–793.

Braak H, Del Tredici K, R€ub U, de Vos RAI, Jansen Steur ENH, Braak
E. 2003. Staging of brain pathology related to sporadic Parkin-
son’s disease. Neurobiol Aging 24:197–211.

Chabriat H, Levy C, Taillia H. 1998. Patterns of MRI lesions in CADA-
SIL. Neurology 51:452–457.

Cipolotti L, Husain M, Crinion J. 2008. The role of the thalamus in
amnesia: A tractography, high-resolution MRI and neuropsycho-
logical study. Neuropsychologia 46:2745–2758.

D’Andrea MR. 2015. Alzheimer’s disease today. Bursting Neurons
and Fading Memories. http://www.sciencedirect.com.ezproxy3.
lhl.uab.edu/science/article/pii/B9780128019795000011.
Accessed July 8, 2016.

Damasio AR, Graff-Radford NR, Eslinger PJ. 1985. Amnesia following
basal forebrain lesions. Arch Neurol 42:263–271.

De Toledo-Morrell L. 2000. From healthy aging to early Alzheimer’s
disease: In vivo detection of entorhinal cortex atrophy. Ann New
York Acad Sci 91:240.

Dickerson BC, Bakkour A, Salat DH. 2009. The Cortical Signature of
Alzheimer ’s disease: Regionally Specific Cortical Thinning
Relates to Symptom Severity in Very Mild to Mild AD Dementia
and is Detectable in Asymptomatic Amyloid-Positive Individuals.
Cerebral Cortex 19:497–510.

Dickson DW. 1997. The pathogenesis of senile plaques.
J Neuropathol Exp Neurol 56:321–339.

Donkelaar HJten. 2011. Clinical Neuroanatomy Brain Circuitry and
Its Disorders. Berlin: Springer.

Donnan GA, Norrving B, Bamford JM, Bogousslavsky J. 1993. Sub-
cortical infarction: Classification and terminology. Cerebrovasc
Dis 3:248–251.

Dubois B, Pillon B, McKeith I. 2007. Parkinson’s disease with and
without dementia and Lewy body dementia. The human frontal
lobes. Functions and disorders, 2nd ed. New York: Guilford. p
472–504.

Duda JE. 2002. Novel antibodies to synuclein show abundant striatal
pathology in Lewy body diseases. Ann Neurol 52:205.

Edison P, Rowe CC, Rinne JO. 2008. Amyloid load in Parkinson’s dis-
ease dementia and Lewy body dementia measured with [11C]
PIB positron emission tomography. J Neurol Neurosurg Psychia-
try 79:1331–1338.

56 Usman et al.

http://www.sciencedirect.com.ezproxy3.lhl.uab.edu/science/article/pii/B9780128019795000011
http://www.sciencedirect.com.ezproxy3.lhl.uab.edu/science/article/pii/B9780128019795000011


German DC, White CL, Sparkman DR. 1987. Alzheimer’s disease:
Neurofibrillary tangles in nuclei that project to the cerebral cor-
tex. Neuroscience 21:305–312.

Goedert M. 1993. Tau protein and the neurofibrillary pathology of
Alzheimer’s disease. Trends Neurosci 16:460–465.

Gorno-Tempini ML, Dronkers NF, Rankin KP, Ogar JM, Phengrasamy
L, Rosen HJ. 2004. Cognition and anatomy in three variants of
primary progressive aphasia. Ann Neurol 55:335–346.

Graff-Radford J, Murray ME, Lowe VJ. 2014. Dementia with Lewy
bodies: Basis of cingulate island sign. Neurology 83:801–809.

Grossman M, McMillan C, Moore P, Ding L, Glosser G, Work M. 2004.
What’s in a name? Voxel-based morphometric analyses of MRI
and naming difficulty in Alzheimer’s disease, frontotemporal
dementia, and corticobasal degeneration. Brain 127:628–649.

Guermazi A, Miaux Y, Rovira-Ca~nellas A. 2007. Neuroradiological
findings in vascular dementia. Neuroradiology 49:1–22.

Hachinski VC. 1974. Multi-infarct dementia. A cause of mental dete-
rioration in the elderly. The Lancet 2:207.

Harding AJ, Broe GA, Halliday GM. 2002. Visual hallucinations in
Lewy body disease relate to Lewy bodies in the temporal lobe.
Brain 125:391–403.

Hoogendijk WJG, Pool CW, Troost D, van Zwieten E, Swaab DF.
1995. Image analyser-assisted morphometry of the locus coeru-
leus in Alzheimer’s disease, Parkinson’s disease and amyotrophic
lateral sclerosis. Brain 118:131–143.

Hyman BT, Phelps CH, Beach TG. 2012. National Institute on Aging–
Alzheimer’s Association guidelines for the neuropathologic
assessment of Alzheimer’s disease. Alzheimer Dement 8:1–13.

Jack CR, Petersen RC, Xu Y, O’Brien PC, Smith GE, Ivnik RJ. 1998.
Rate of medial temporal lobe atrophy in typical aging and Alz-
heimer’s disease. Neurology 51:993–999.

Jack CR Jr, Knopman DS, Jagust WJ, Shaw LM, Aisen PS, Weiner
MW, et al., 2010. Hypothetical model of dynamic biomarkers of
the Alzheimer’s pathological cascade. Lancet Neurol 9:119–
128.

Jeerakathil T, Wolf PA, Beiser A. 2004. Stroke risk profile predicts
white matter hyperintensity volume: The Framingham Study.
Stroke 35:1857–1861.

Jellinger K. 1988. The pedunculopontine nucleus in Parkinson’s dis-
ease, progressive supranuclear palsy and Alzheimer’s disease.
J Neurol Neurosurg Psychiatry 51:540–543.

Jin YP, Di Legge S, Ostbye T. 2006. The reciprocal risks of stroke and
cognitive impairment in an elderly population. Alzheimers
Dement 2:171–178.

Kalaria RN, Akinyemi R, Ihara M. 2016. Stroke injury, cognitive
impairment and vascular dementia. Biochim Biophys Acta 1862:
915–925.

Kertesz A, McMonagle P, Blair M, Davidson W, Munoz DG. 2005. The
evolution and pathology of frontotemporal dementia. Brain 128:
1996–2005.

Lobotesis K, Fenwick JD, Phipps A. 2001. Occipital hypoperfusion on
SPECT in dementia with Lewy bodies but not AD. Neurology 56:
643–649.

Longstreth WT, Manolio TA, Arnold A. 1996. Clinical correlates of
white matter findings on cranial magnetic resonance imaging of
3301 elderly people. The Cardiovascular Health Study. Stroke
27:1274–1282.

Longstreth WT, Sonnen JA, Koepsell TD. 2009. Associations between
microinfarcts and other macroscopic vascular findings on neuro-
pathologic examination in 2 databases. Alzheimer Dis Assoc Dis-
ord 23:291–294.

Maillard P, Carmichael O, Fletcher E. 2012. Coevolution of white
matter hyperintensities and cognition in the elderly. Neurology
79:442–448.

McKeith IG, Dickson D, Lowe J, Emre M, O’Brien J, Feldmann H.
2005. Dementia with Lewy bodies: Diagnosis and management.
Third report of the dementia with Lewy body consortium. Neurol-
ogy 65:1863–1872.

Minoshima S, Foster NL, Sima AA. 2001. Alzheimer’s disease versus
dementia with Lewy bodies: Cerebral metabolic distinction with
autopsy confirmation. Ann Neurol 50:358–365.

Mummery CJ, Patterson K, Price CJ, Hodges JR. 2000. A voxel-based
morphometric study of semantic dementia: Relationship between
temporal lobe atrophy and semantic memory. Ann Neurol 47:36–45.

Nagy Z, Esiri MM, Jobst KA. 1997. The effects of additional patholo-
gy on the cognitive deficit in Alzheimer disease. J Neuropathol
Exp Neurol 56:165–170.

O’Brien J. 2006. Dementia With Lewy Bodies And Parkinson’s Dis-
ease Dementia. London: CRC Press. eBook Collection (EBSCO-
host), Ipswich, MA. Accessed July 11, 2016

Pantoni L. 2010. Cerebral small vessel disease: From pathogenesis
and clinical characteristics to therapeutic challenges. Lancet Neu-
rol 9:689–701.

Perrin RJ. 2009. Multimodal techniques for diagnosis and prognosis
of Alzheimer’s disease. London:Nature 461:916.

Pfeifer LA, White LR, Ross GW. 2002. Cerebral amyloid angiopathy
and cognitive function: The HAAS autopsy study. Neurology 58:
1629–1634.

Roman GC, Tatemichi TK, Erkinjuntti T. 1993. Vascular dementia:
Diagnostic criteria for research studies. Report of the NINDS-
AIREN International Workshop. Neurology 43:250–260.

Schafer AI, Goldman L. 2016. Goldman-Cecil Medicine, 25th ed.
Elsevier Health Sciences. Available at: https://www-clinicalkey-
com.ezproxy3.lhl.uab.edu/#!/browse/book/3-s2.0-
c20120012793. Accessed July 7, 2016.

Schneider JA, Arvanitakis Z, Bang W, Bennett DA. 2007. Mixed brain
pathologies account for most dementia cases in community-
dwelling older persons. Neurology 69:2197–2204.

Snowden JS, Bathgate D, Varma A, Blackshaw A, Gibbons Z, Neary D.
2001. Distinct behavioural profiles in frontotemporal dementia and
semantic dementia. J NeurolNeurosurg Psychiatry 70:323–332.

Snowdon DA, Greiner LH, Mortimer JA. 1997. Brain infarction and
the clinical expression of Alzheimer disease. The Nun Study.
JAMA 277:813–817.

Sonnen JA, Larson EB, Crane PK. 2007. Pathological correlates of
dementia in a longitudinal, population-based sample of aging.
Ann Neurol 62:406–413.

Staekenborg S. 2008. Neurological signs in relation to type of cere-
brovascular disease in vascular dementia. Stroke 39:317.

Tomlinson BE. 1970. Observations on the brains of demented old
people. J Neurol Sci 11:205.

Trojanowski JQ, Dickson DW. 2001. Update on the neuropathological
diagnosis of frontotemporal dementias. J Neuropathol Exp Neurol
60:1123–1126.

Troncoso JC, Zonderman AB, Resnick SM. 2008. Effect of infarcts on
dementia in the Baltimore longitudinal study of aging. Ann Neu-
rol 64:168–176.

Tsuboi Y. 2005. Dementia with Lewy bodies and Parkinson’s disease
with dementia: Are they different? Parkinson Relat Disord 11:47.

Van der Flier WM. 2005. Epidemiology and risk factors of dementia.
J Neurol Neurosurg Psychiatry 76:2.

Van Der Flier WM, Van Straaten EC, Barkhof F. 2005. Small vessel
disease and general cognitive function in nondisabled elderly:
The LADIS study. Stroke 36:2116–2120.

Wang PN, Miller BL. 2007. Clinical aspects of frontotemporal demen-
tia. The human frontal lobes. Functions and disorders. 2nd Ed.
New York: Guilford. p 365–381.

Wardlaw JM, Smith C, Dichgans M. 2013. Mechanisms of sporadic
cerebral small vessel disease: insights from neuroimaging. Lan-
cet Neurol 12:483–449.

Whitwell JL, Weigand SD, Shiung MM, Boeve BF, Ferman TJ, Smith
GE. 2007. Focal atrophy in dementia with Lewy bodies on MRI: a
distinct pattern from Alzheimer’s disease. Brain 130:708–719.

Yachnis AT, Rivera-Zengotita ML. 2014. Neuropathology, a volume in
the high yield pathology series. Philadelphia: Saunders/Elsevier.

Zaccai J. 2008. Patterns and stages of alpha-synucleinopathy: Rele-
vance in a population-based cohort. Neurology 70:1042.

Clinical Anatomy of the Most Common Dementias 57


