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The neuropsychiatric approach to
the patient
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Table 2.10-1.
Characteristics of CJD Subtypes

»

Acquired Kuru Progressive cerebellar ataxia
latrogenic CJD  Ataxia
Variant P Psychiatric and behavioral
symptoms, dysesthesias
P Median age of onset:
26 years (range 12-74)
» Median duration:
13 months (range 6-39)
» Cerebellar signs in 100%
of patients
Inherited Familial CJD Psychiatric and behavioral
abnormalities, dementia,
ataxia, and myoclonus
Fatal familial Sleep disturbance, autonomic
insomnia instability
Gerstmann— Cerebellar abnormalities,
Striussler— hyporeflexia, dysesthesias
Scheinker
(GSS)
disease
Sporadic Sporadic C/D  » Progressive dementia,

ataxia, myoclonus, 40%
of patients with cerebellar
signs

P Median age of onset:
65 years (range 15-94)
Median duration 4 months
(range 1-74)

»

Chromosome location:
20pter-p12
OMIM2: 245300

Dependent on the mutations

»

»

>

>

>

of the prion protein gene
of the original contaminant
Chromosome location:
20pter-p12

OMIM 2: 176640,
123400

val129 provides resistance
to vCJD prion

Mutation(s) in the gene
that encodes PrP.
Autosomal dominant pat-
tern of inheritance.
Chromosome location:
20pter-p12

OMIM 2: 176640,
123400

Mutation: met129
Mutation(s) in the gene
that encodes PrP.
Autosomal dominant pat-
tern of inheritance.
Chromosome location:
20pter-p12

OMIM2: 600072
Mutation: asp178-to-asn
(D178N)

Mutation(s) in the gene
that encodes PrP.

» Conglomerate of at least

six dominantly inherited
syndromes, each of which
is linked to a differ-

ent mutation and GSS
(Q217R)

Chromosome location:
20pter-p12

OMIM2: 137440

» Chromosome location:

20pter-p12

P
> OMIM 2: 176640,

123400

» Mutation: met129 and

metival129

>

Atrophy of the cerebellar vermis and floc-
culonodular lobe,

Microscopically, loss of granule and
Purkinje cells, fusiform swelling of the
proximal portion of Purkinje cells’ axons,
and severe radial gliosis of Bergmann
astrocytes

Dependent on the mutations of the prion

>

vy

v

b, i 4 £, 4

v

Y'Y

protein gene of the original contaminant

Abundant PAS-reactive, PrP amyloid
plaques in the cerebrum and cerebellum
Diffuse PrP plaques

Cerebral plaques may be surrounded by
a halo of spongiform vacuoles and form
florid plaques.

Other PrP plaques and amorphous peri-
cellular and perivascular PrP deposits in
the cerebellar molecular layer.

Caudate nucleus and putamen with spon-
giform alterations

Thalamus with severe neuronal loss and
intense gliosis; most prominent thalamic
nuclei

No periodic EEG complexes

CSF 14-3-3 protein in 33% of patients
Readily detected in lymphoid tissue
Frequently absent hyperintense signal in
the caudate and putamen on diffusion-
weighted and FLAIR sequences of MRI
Pulvinar sign on brain MRI are frequently
present

Marked increased ratio of protease-
resistant glycoform of prion protein on
immunoblot analysis

Presentation of fC)D varies with site of
mutation within the PrP gene

Resembles sCJD in its manifestations.

Exclusive bilateral degeneration of the
thalamus without the typical neuropatho-
logic changes of spongiform degeneration
or amyloid deposits

multicentric amyloid (PrP) plaques in the
molecular layer of the cerebellar cortex,
cerebral cortex, and basal ganglia.
Plaques with a central larger mass sur-
rounded by smaller satellite amyloid
deposits.

Each mutation coupled with different
subtypes of PrP plaques

Some mutations cause considerable neu-
rofibrillary tangle neuronal degeneration
and generation of neuritic plaques
Amyloid plaques consist of highly trun-
cated PrP

Macroscopically, spongiform encepha-
lopathy in cerebral and/or cerebellar cor-
tex and/or subcortical gray matter, and/
or encephalopathy with rare PrP plaque
immunoreactivity

Microscopically, spongiform degenera-
tion of neurons, neuronal loss, severe
astrocytosis, formation of amyloid
plaques

>90% of patients with periodic EEG
complexes

CSF 14-3-3 protein in 99% of patients
Not readily detected in lymphoid tissue
Frequent presence of hyperintense signal
in the caudate and putamen on diffusion-
weighted and FLAIR sequences of MRI
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Fetal alcohol spectrum disorder (FASD)

Low nasal
bridge

Small head

Epicanthal

folds
_—Small eye

openings

“lat midface Short nose

Thin upper

Smooth - lip

philtrum

Underdeveloped jaw
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