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MACHADO-JOSEPH DISEASE : A SPORADIC CASE WITH LATE ONSET
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Machado-Joseph disease (MJD) is one of the autosomal dominant heredutary neurodegenerative
diseases. We reported a sporadic case of MJD showing very late onset.

The patient had been well until 72 years of age, when he noticed symptoms of imbalance stand-
ing or walking. These symptoms gradually worsened and, at the age of 77, the patient visited our
hospital. His parents had died of old age without any evidence of hereditary diseases. None of his
four brothers, three sisters and two sons have a history of neurclogic diseases either. A —neurologic
examination of the patient revealed that he had symptoms and signs of ataxia including ataxic
gait and dysarthria while the extra ocular muscles were normal with nystagmus. The DTRs were
slightly hyperactive with positive Babinski’ —sign, but no spasticity. The patient showed neither sen-
sory disturbances, nor dementia.

The MRI of the brain showed marked atrophy of the cerebellum and the brainstem, especially

at the tegmentum of the pons. A—SPECT of the brain indicated slight decrement of the regional
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cerebral blood flow (CBF) at the frontal cortex and brainstem, but registered a normal CBF value

at the cerebellar hemispheres. The DNA analysis for the MJD gene of the patient showed the number

of the CAG repeat on the expanded allele increased in number to 59 repeats.

We suppose that a mutation of the MJD gene existed incognito in the patient’s family but that

symptoms of the disease appeared for the first time only in this case, because the number of the

CAG repeats in the expanded allele of this old patient was the smallest one ever reported.

(Key Words : Machado-Joseph disease, sporadic and late onset, MRI, gene analysis)
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Fig. 2 The T2 weighted MRI of the brain showing
atrophy of the cerebellum and the pontine
tegmentum with dilatation of the 4th ven-
tricle.

Fig. 3 The *"TC-ECD SPECT of the brain of the
patient showing decrement of the rCBF in
the brain stem (arrow), but normal appear-
ance in the cerebellar hemisheres.
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Fig. 4 showing correlation between CAG repeat
numbers and age of onset of MJD patients,
originally reported by Maruyama et al”.
Open circle indicates the Japanese MJD pa-
tients (n=103) of Maruyama's case and a
closed circle indicating the patient reported
herewith.

Wt ic KINETEEE I MR OB T ER =D ot £
o, AIMEEROMIMAIZIEY Th - 7o, ke (Fig.
3 £HD) TREFLTWE.

BETRN - BEOAMREHV CERIEFRTZiT-
t-. DNA ofhii, PCR Kiti,, CAG U £ — FEO#EITE
&R, BHoAkicE Lk, ABEETIE, MID #ix
Fo CAG ) E— MHoOBRFEHESASNI. LaL,
FOEDE LT, CoMiBihTTicHiEan
FloTTHRb/PEWETH > 72 (Fig. 4)

% =

Machado-Joseph #il3, @& EEOFFREESHA
TETh L. BUERiE T, B AVBREAPEEAR
SVEHBEREARENTELYY. L L, HET
12, BAOEOEEREOFPMUEEEOR T, &b
JEDOEWEBRTH S EMHIEL TV 3. FIKBE DT
itk - T, MJID ORFERV? LIREEAF Y, £ L THE
EFBROO i ah, METRE, REIZBEFZE
AlgEE - TWA. UL, HiEFEWmETIICAE,



IRYO Vol. 51(8)

MJD % Z TEHBLTNER STV, Aok HiIcE
BARIENE L, OEEMOER T, MID %£5 C
EMEFFEETREV. HEXFICBVLTHREYIIE, B
MR ED MM EERRIE (LCCA) 24 ) — 78/ N SEHEAE
(OPCA) BEZ ohitc. LiL, ARtk MID #EbH
nakahicil-7. PIFicsoBElizil~Ns.

TP OB BOTROERETH -2 &R}, VWIE
THRLEKRERTH - 2. THDSE, —NIZV-T,
MJID oESsdd o, 97, BT dlied <,
SWTRciR <, FRTREENEETH S, BT
i3, BEORK TEAZIENE L, ERT 5 LIRIGHE
SBHESMAGH, U< DIREL D, AEEEIICE Y A b
=7, IBEHL O contraction fasciculation %
Lid Lidsee 5. IREGESE)N M T, IBIRBERICA
NG, FEMEMEHIENI & - TREZH, TLld 5
Pl—xic % L, EEH, ET4 564 H 5. Babinski
MiEsERICHEST 3. MERIEFEOI LA V. K]
Wi, FEGERE, DEbEEIEE T, i
HRR & R AR fo A3, MJD OBURIBlIc &4 5 & 9
73, EHERRE, YR =T, HERAEDHUL T
FRRTHE I NN A R E L, Liedi o TEBI
LCCA %EE-7co0id, #EOLWEIATHS.

UL, 20k 5F, WiBZkidEfloziiicsd 5
TMEAEEZ . BGOSR MRI TR, k& g0

MOEESIENEVWSITIETHSL. ThlE, kL
#EH57 MJD O E L TEEELZEATVWAMAEY ©
—HT B LDTH - 1. WifgEH S5 OEBER T, Bk
s OEEIS TH S SCA-2 %, DRPLA 8
HIF oD, FIETH, BELOFEHFLMEH =, =
fo, BETE, EFHITOEERELE DY RUTHEL
Hb.

MJD @ SPECT FREIC-2WTld, Takahashi &%
4 N-isopropyl-p- [ 1] iodoamphetamine SPECT (2
0 5H0 MID 2#FEL, /DMK, BT T ORI
OETAEH TS, AplTld, *Te-ECD itk 3
SPECT ##eiT L. /Muy@IifE DE T EA 509, ik
® LR O MFE T 2801,

C D& D BRESNSHEIC LTI, Ho SR
AEEOMEbL I O T VA WY, DRPLA
® SCA-2 5 & LR L TUMNuDIFESFIzA L &0 S
DY, MID DEMETHS

MJID O#EETERN, BOEOBEEIC L > T
BEANEYS HETRILMOATWS LA T, &
fEld CAG VE—roEEES CAG YV E—FHRED

—MEATENTVWE, Thoicdms 2HIFE LT,
CAG ®) E— rEH DRI - T, anticipation 2 F
DR ER S C ik 0 RIEFERSEHELL, EERbE
FE{bd 5. wflD CAG U ¥ — rEUE, 59&BERHb T
B TH -t Ui bR GH O T, 5w
® CAG V) E— MaEHTH - k.

MJID DERREEASFREEhTHT, HELW I, 69
BECARIED 1PN T CAG ) E— FE6eT L L,
Ishikawa &% 13, 75FEAERIZ66 Y ©— b2 L, #
P MRERAOAEET AHER L WSIELFERLTY
5. ThETOFATEREBMABEER TS » T HEEAI
SEREDORIEN S D, APlO L D icBEEEIEHTE LV
HPERIELS. UL, BIETHI, ok Ic#EIE
DiF->FH LEWHTHE-TE, HizTEHIcL- T,
EEBEOMEREARB I AP INL TWT,
#1513, DRPLA DfllFEfEHE L TW5E. DX
51z, CAG ) E— MRICB T 2 B ERER &, BET
ABIETFEE MG EOEREP LAL > TVWEEE
ZAoh, BEDAH = AL 5EET L LTEETHS.

AFNTEGTIE, FrioBFEREFRSEICTHE L 2ol §E
MedsHh, s LA, BEELTVT CITh
RaFimelmh-TETWT, £0/IIC CAG ) E-—
bR & IR L, BFICE VTS TRAEBIE 2
L &HEESL 7

Wi LT HAPIR, BRRENICI/ IR E T s
T 52 &, WGRENCE, MID O EERKES L
fzo &, LT, CAG U ¥ — DS RNT, »
SEMRBIETH -l EHEOHASL, BT o
FIE~DA K= A LEEZLL FTEEUEMEEZELSN
B
(BRI E ORI ES T 5)

X ik

1) BEBEE . Machado-Joseph 5§ — & IR E
BLOERERLIC—, EDHP A, 170 : 618, 1994

2) Sakai T
Portuguese family, Neurology, 33 : 74, 1983

3) A RFHHE, BIRIES Sl OPCA—SCA -,
ED&HWwA, 170 : 623, 1994

4) Yuasa T et al : Joseph's disease : clinical and

et al : Joseph disease in a non-

pathological studies in a Japanese family. Ann
Neurol, 19 : 152, 1986

5) Kawaguchi Y et al: CAG expansion in a novel
gene for Machado-Joseph disease at chromosome
14 g 32.1, Nature Genet, 8 : 221, 1994

— 365 —



6) Takiyama Y et al : The gene for Machado-
Joseph disease maps to human chromosome 14
q, Nature Genet, 4 : 300, 1993

7) BEFEEE  EERIE - TR EREE (£ 1),
=#E, 50 : 402, 1996

8) BT . MEATNE - BAMNEE (F02),
EE#E, b0 : 460, 1996

9) Takahashi N et al : Regional blood flow meas-
ured with N-isopropyl-p- [™1] iodoamphetamine
single photon emission tomography in patients
with Joseph disease, Europian J Nuclear Med,
21 : 615, 1994

10) Maruyama H et al : Molecular features of the

— 366~

Aug. 1997

CAG repeats and clinical manifestation of
Machado-Joseph disease, Hum Molec Genet, 4 :
807, 1995
11) HHIRRERML : N, B OFERLEFHELELL, &
B FEHED Machado-Joseph 7, ERf#fE, 35 : 929,
1995
12) Ishikawa K et al : Pure cerebellar ataxia pheno-
type in Machado-Joseph disease, Neurology, 46 :
1776, 1996
13) S 11kt « B ERFEAE OB OBHA TR W
FREGIRE TRV A (RZEHRAE, BRAOAE, 36 : 584, 1996
(CERk 94 3 H 6 HZf)
(Fhk 9 - 4 A18A52H)



