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Fig. 1 Head CT and MRI images of the patient.
a: CT obtained at 80 years of age, 4 years before the onset of mild cognitive impairment. The pa-

tient consulted her physician because of headache, and no apparent cognitive impairment was rec-
ognized. Although mild ventricular dilatation is observed, cerebral atrophy is not readily apparent.
The inferior horn of the lateral ventricle shows left-side-dominant dilatation. b: CT obtained at 82
years of age, 2 years before the onset of mild cognitive impairment. The patient consulted her phy-
sician because of dizziness, and again, no apparent cognitive impairment was recognized. Left-side-
dominant dilatation of the inferior horn of the lateral ventricle has progressed slightly with atrophy
of the amygdala. ¢: MRI: T1 weighted image (0.5 Tesla, TR 350 ms, TE 17 ms) obtained 3 years be-
fore death. Atrophy of the cerebrum, amygdala and hippocampus, and lateral ventricular dilatation
have progressed slightly. d: MRIL: T1 weighted FLAIR image (3.0 Tesla, TR 2,100 ms, TE 10 ms) ob-
tained 6 months before death. Cerebral atrophy and lateral ventricular dilatation have progressed.
Upper images: At the level of the hippocampus. Lower images: At the level of the corona radiata. R:

right side.
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Table 1 Progression in results of the cognitive function test battery.
Date of examination (age in years)
Test 2008/7 (84) 2009/10 (85) 2010/11 (86)

Hasegawa’'s Dementia Scale-Revised (HDS-R)

Mini mental state examination (MMSE)

Wechsler Adult Intelligence Scale-Revised (WAIS-R)
Verbal intelligence quotient (VIQ)
Performance intelligence quotient (PIQ)
Total intelligence quotient (TIQ)

Zung Self-Rating Depression Scale (SDS)

Clinical dementia rating (CDR)

Functional assessment staging (FAST)

Clock drawing test (CDT)

(CDT point [5])
3D Cube-copying

24 24 13

23 22 18

86 82 82

80 77 75

82 78 77

35 45 39
05 05 1
2 2

Fig. 2 Macroscopic image of a coronal section of the cere-
bral hemisphere at the level of the hippocampus.
Although temporal lobe atrophy is present, atrophy of

the hippocampus is not remarkable. Dilatation of the an-
terior and inferior horns of the lateral ventriculus is ob-
served. Scale bar, 10 mm. L: Left side.
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Fig. 3 Representative microscopic images of the limbic lesions.

a. Apparent spongiform degeneration and severe neuron loss with gliosis and tissue rarefaction are

observed in the superficial layer of the transentorhinal cortex. b. Presence of numerous argyrophil-
ic grains in the neuropil is apparent in the ambient gyrus. Many argyrophilic threads are also visi-
ble. c. Many argyrophilic grains with a few threads are visible in the occipitotemporal gyrus. d.

Tau-positive ballooned neurons, pretangles, coiled bodies, and threads are visible in the amygdala.

Numerous tau-positive grains are also recognized. a: Hematoxylin and eosin staining; b, ¢: Gallyas-
Braak silver staining. d: AT-8 immunostaining. Scale bars, a: 200 pm; b, d: 100 pm; ¢: 50 pm.
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Abstract

Clinicopathologic findings of argyrophilic grain dementia
in a case of mild cognitive impairment converting to dementia

Yasushi Iwasaki, M.D."?, Keiko Mori, M.D.?, Masumi Ito, M.D?,
Shinsui Tatsumi, M.D."”, Maya Mimuro, M.D.” and Mari Yoshida, M.D."
"Department of Neuropathology, Institute for Medical Science of Aging, Aichi Medical University
*Department of Neurology, Oyamada Memorial Spa Hospital

An 84-year-old Japanese woman with no family history of dementia visited our memory clinic complaining of
memory disturbance. Neurological examination revealed no apparent motor abnormalities, focal cerebral signs,
parkinsonism, or cerebellar dysfunction. Hasegawa’'s Dementia Scale-Revised (HDS-R) and Mini mental state ex-
amination (MMSE) scores were 24 and 23 points, respectively. MRI revealed left-side-dominant dilatation of the in-
ferior horn of the lateral ventricle. Although egocentric behavior was remarkable, no disturbance of intelligence
was apparent at the first examination, and she was diagnosed as having mild cognitive impairment. Her memory
disturbance and disorientation gradually worsened. Atrophy of the cerebrum and dilatation of the lateral ventri-
cle advanced gradually on MRI. Two years later, she required care to perform activities of daily living. HDS-R and
MMSE scores had dropped to 13 and 18 points, respectively, and conversion to dementia was diagnosed. Ability to
perform 3D cube-copying was well preserved. The patient died due to acute myocardial infarction at the age of 87.
The clinical diagnosis was Alzheimer disease.

At autopsy, the brain weighed 1,250 g, and argyrophilic grains were widely observed in the limbic system,
corresponding to Saito’s stage III. Neuron loss, gliosis, spongiform change, and tissue rarefaction were recognized
in the superficial layer of the parahippocampal gyrus. Ballooned neurons, pretangles, oligodendroglial coiled bod-
ies, and neuropil threads were also observed. Neurofibrillary tangles and senile plaques, mainly consisting of dif-
fuse plaque, were recognized as corresponding to Braak stage III and CERAD stage B, respectively. Neither
Lewy nor Pick bodies were observed. Although mild phosphorylated TDP-43 immunoreactivity was observed, it
was suspected to be due to secondary degeneration of tau deposition. The patient was diagnosed pathologically as
having argyrophilic grain dementia.

The clinical findings of the present patient reveal important observations that help to clinically discriminate
between various dementias such as Alzheimer disease and argyrophilic grain dementia.

(Clin Neurol 2012;52:660-665)
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