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Neuropathology of Hereditary Dentatorubral-
Pallidoluysian Atrophy
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We review the neuropathology of hereditary dentatorubral-pallidoluysian atrophy (DRPLA),
a clinicopathological disease entity originally established by Naito and Oyanagi (1982). The
disease can be divided clinically into three types, juvenile, early adult and late adult, on
the basis of the patient’s age at onset. In the juvenile type, showing progressive. myoclonus
epilepsy (PME) syndrome, degeneration manifested by neuron loss and gliosis is more
marked in the globus pallidus than in the dentate nucleus. In the early adult type, showing
milder symptoms of myoclonus and epilepsy, the globus pallidus and dentate nucleus tend
to be equally affected to various degrees. In the late adult type without PME syndrome,
degeneration of the dentate nucleus is more evident than that of the globus pallidus. Al-
though degeneration of the dentatorubral and pallidoluysian systems is a cardinal feature,
other regions are also involved in this disease; the brainstem and spinal cord show apparent
atrophy, which is mild to moderate in the juvenile and early adult types and severe in
the late adult type, and myelin pallor is noticed occasionally in the lateral corticospinal
tract of the spinal cord as well as in the cerebral white matter.

Tsuji and associates (1994) have recently identified unstable expansion of a CAG repeat
in a gene on the short arm of chromosome 12 as the pathogenic mutation responsible for
the disease. In further studies, the above neuropathology of hereditary DRPLA will be
reestimated in detail in relation to the size of the CAG repeat expansion in each autopsied

individual.

Key words® hereditary dentatorubral-pallidoluysian atrophy, neuropathology, progressive
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Case|Age (yo)|Onset|Duration Clinical “]%;?;gt Lesional Severity Degree of Atrophy No. of CAG
No.| /Sex | (yo) | (yrs) Symptoms (@ Gll(l)'té]us Denltate MB |[Pons| MO| Sp | repeat units
palliaus | nucleus
1| 18/M | 8 10 E-D-M-A 920 | W + NRN I T 68
2| 24/F | 10 14 D, E, -I-A-M 700 H + W H |+ H
juvenile | 3| 26/F | 13 13 E-D-A-I-M 1,010 # H o H 68
type 4| 24/M | 14 10 E-A-D-M 1,350 H + +l 4+ ]+
5| 26/F | 18 8 E-D-M-A 970 + + + ]+
6| 31/F | 19 12 E-A-D-M 890 +# # o R T It
71 37/F | 30 7 A-I-E-D-M 1,020 + + |
carly | 8| 43/M | 30 13 E-1, A-M-D 1,210 + T N I Y T
adult type| g | 49/F | 33 16 A-M-E-D 1,000 + H HOH || H
10| 51/M | 34 17 A-E-D-M 1,310 - R
late | 11| 76/F | 61 15 A, I-D 960 + # HOH || 64
adult type| 12 | 79/F | 62 17 A-I-D 870 + # HO MW 64
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