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Abstract

The autosomal dominant cerebellar ataxias (ADCAS)
are a heterogeneous group of neurodegenerative disor-
derscharacterised by progressive cerebellar dysfunction
in combination with various associated features. Snce
1993, ADCAs have been increasingly characterised in
terms of their genetic mutation and are currently
referred to as spinocerebellar ataxias (SCAs). The dis-
covery of genetic abnormalities offers the opportunity to
study the possible interaction between the identified
gene mutation and cognitive function. In this study, we
focus on the neuropsychological abnormalities in a
Dutch ADCA family, in which a new locus was recently
identified (SCA-19). The family members showed
frontal-executive dysfunction, with global cognitive
impairment occurring in some of the more severely
affected patients. Interestingly, the neuropsychological
profile of this new family seems to overlap that of indi-
viduals with various other SCAs. Apparently, similar
pattern of neuronal degeneration in various SCA sub-
types accounts for the neuropsychological dysfunction,
which is thus not genotype specific.

Key words: ADCA; SCA; SCA-19; WCST;
Dementia.

Introduction

Autosomal dominant cerebellar ataxias
(ADCASs) are a heterogeneous group of neurode-
generative disorders characterised by progressive
cerebellar dysfunction in combination with various
associated features. Harding (1984) found cogni-
tive impairment in more than 25% of ADCA
patients. Kish et al. (1994) documented a rel ation-
ship between ataxia severity and neuropsychologi-
cal test performance and stated that ADCAS are a
heterogeneous group with respect to cognitive sta-
tus. We now know that genetic heterogeneity part-
ly underlies the variable spectrum of clinical fea
tures. ADCASs are currently classified in terms of
the genetic mutation involved and are referred to,
and numbered, as spinocerebellar ataxias (SCA 1-
8, 10-14, 16-19, 21-23). Mutations have been iden-

tified for SCA 1, 2, 3, 6, 7, 8, 10, 12, 14 and 17
whereas the genes for SCA 4, 5, 11,13, 16, 19, 21,
22, and 23 remain to be isolated (http://www.gene.
ucl.ac.uk/cgi-bin/nomenclature). The identification
of the genetic abnormalities has provided the
opportunity to study the possible interaction
between the identified SCA mutation and cognitive
function. Recently, we described a unique SCA-19
linked Dutch ADCA family with a phenotype that
was characterised by relatively mild cerebellar
ataxia, slow progression, myoclonus, postural
tremor, and cognitive impairment (Schelhaas et al.,
2001). Age at onset and severity of cerebellar
symptoms suggest anticipation. In this report, we
focus on the neuropsychological test performance
of members of this family and correlate their per-
formance with that of patients with other specific
SCA mutations.

Patients and M ethods
PaTIENTS

Only those patients and their non-affected sib-
lings who had been examined in our out-patient
clinic were asked to participate in this neuropsy-
chological study. Of the twelve affected members
of a this four-generation family, six patients and
two controls were willing to participate, including
two patients (11-2 and 11-6) and one control subject
(11-4) of the second generation, three patients of the
third generation (I11-1, 111-8, 111-9), and one patient
and his unaffected brother (1V-9 and IV-10) of the
fourth generation (Fig. 1). Unfortunately, we were
not able to include a control subject of the second
generation because one of the two appropriate
unaffected candidates was not willing to participate
and the other suffered from leukaemia. The clinical
features and the results of neuroimaging, evoked
potentials, and EEG studies of the six patients are
listed in table 1.

Global cognitive functions were assessed with
the Mini Mental State Examination (Folstein,
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Table 1
Clinical features, neuroimaging, evoked potentials and EEG studiesin 6 patients of a SCA-19 linked Dutch ADCA family
Second (el dest) Third Sixth (youngest)
generation generation generation
11-2 11-6 -1 111-8 111-9 1V-9
Clinical features
Age (years) 87 80 55 55 51 11
Age at onset (years) 30 45 45 27 27 n.d.
Oculomotor disturbance | + + + + + +
Total ataxia score 79/100 42/100 18/100 26/100 18/100 6/100
Upper limb reflexes decreased decreased decreased decreased decreased decreased
Knee reflexes decreased decreased decreased decreased increased decreased
Ankle reflexes decreased decreased decreased decreased increased decreased
Vibration sense decreased decreased decreased decreased normal decreased
Myoclonus - + - - - -
Neuroimaging (atrophy)
Frontal cortex + - - - - -
White matter lesions - + - - - -
Pons - - - - - -
Cerebellar hemispheres | + +++ + + + +
Vermis - ++ +
Evoked potentials
TMS (CMCT)* * n.d. 9.1 95 9.6 n.d. 10.2
EEG studies
Background Alpharhytm n.d. Alpharhytm Alpha Rhytm | Alpharhytm | n.d.
(9-11Hz) (8-9Hz) (9.5-10 Hz) (8-9Hz)
Paroxysmal activity Paroxysmal rhythmic | Paroxysmal No Paroxysmal No
theta activity rhythmic theta paroxysmal theta activity paroxysmal
(temporal/parietal activity (temporal/ | activity (fronto/temporal| activity
lobe) parietal lobe) lobe)

TMS (CMCT), Transcranial magnetic stimulation (Central motor conduction time) **CMCT reference value (mean, SD)
12.3+ 1.9; n.d. no reliable data ; N, normal performance ; F, patient failed to perform the test ; + present, - absent.

Folstein and McHugh, 1975). Premorbid 1Q was
estimated on the basis of socioeconomic back-
ground and education (Luteyn and Van der Ploeg,
1983). Verbal and non-verbal intelligence were
assessed with the Wechsler Adult Intelligence
Scalerevised (WAIS-R; Wechsler, 1981),
Wechsler Intelligence Scale for Children-Revised
(WISC-R; Wechsler, 1974), Raven Standard

Progressive Matrices (RSPM ; Raven, 1960), and
Raven Coloured Progressive Matrices (RCPM ;
Raven, 1965). Memory performance was tested
with the WMS (MQ) (Wechder, 1945) and the
WAIS-Digit Span for immediate memory ; the 15-
Word Test (a Dutch version of the Rey auditory
Verbal Learning Test) for immediate recall, delayed
recall and recognition in the auditory domain
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(Hedlinga et al., 1983) ; and with the Recognition
Memory Test for Faces for memory in the visual
domain (Warrington, 1984). The Wisconsin Card
Sorting Test (WCST ; Grant and Berg, 1948) was
used to evaluate executive functioning. Visuo-
gpatial function was measured with the Hooper
Visual Organization Test (Hooper, 1958),
Recognition Memory Test for Faces (Warrington,
1984), Rey Complex Figure test (Rey, 1941), and
the Benton visual retention test (Benton, 1974).
Cortical language functions were assessed with the
SAN (Deelman et al., 1983). Depression was rated
with the Beck Depression Inventory (Beck et al.,
1961).

DESIGN AND ANALYSIS

There were too few affected individuals in this
family to allow statistical analysis. This study was
therefore designed as a descriptive study. All of the
tests administered have been standardised and nor-
mative data have been published. As the subjects
ranged in age from 7 to 87 years, the test battery
had to be adapted for the eldest and youngest sub-
ject (Table 1). The three subjects of the eldest gen-
eration were tested in the nursery home they were
living in, while the others were tested at the
Department for Medical Psychology.

Results

Table 2 summarises the test performance of the
individuals investigated, namely, two patients and
the control subject of the eldest (second) genera-
tion, all patients of the middle (third) generation,
and the affected patient and his unaffected (control)
brother of the youngest (fourth) generation.

The members of the eldest generation were not
able to complete the entire test battery. The esti-
mated premorbid 1Q was lower than 105 (education
not completed) in affected and unaffected individu-
als of thisgeneration but, in the past, had not affect-
ed activities of daily living. The MM SE score was
higher than the usual cut-off of 24 in al subjects
examined. One patient of this generation suffered
from moderate depression. The test performance of
the eldest patient (11-2) was very poor in nearly all
modalities. The performance of the control subject
I1-4 on tests of non-verbal intelligence, visual spa-
tial perception, and verbal fluency was worse, but
that on the WCST was better, than that of patient 11-
6. In the middle (third) generation, again, estimat-
ed premorbid 1Q was lower than 105, the MM SE
score was higher than the usual cut-off of 24, and
two patients suffered from depression. Patient 111-1
performed better than his cousins (111-8 and 111-9)
on all tests, with the exception of the SAN test. The
neuropsychological test performance of patients
111-28 and 111-34 revealed global cognitive impair-
ment, depression, and poor performance on the

WCST. The individuals of this generation also dis-
played impulsive behaviour.

The neuropsychological test performance of the
two brothers of the youngest (fourth) generation
was markedly different. Whereas the unaffected
brother (1V-10) had a normal performance on near-
ly all tests with the exception of verbal 1Q, patient
IV-9 showed general cognitive impairment, with a
verbal and non-verbal 1Q of 55 and 79, respective-
ly. He aso performed poorly on the WCST.

Discussion

The current neuropsychological study is unique
in that it involved both affected and unaffected
family members of the only SCA-19 linked ADCA
family reported so far. Although the methodol ogi-
cal design of the study made it possible to correct
for family background and for “non-SCA related”
cognitive performance, the interpretation of results
was complicated by the limited number of affected
and non-affected individuals, by the low estimated
premorbid 1Q of all family members, and by the
finding that three patients suffered from depres-
sion.

The test performance of the eldest patient in the
family was very poor in nearly all modalities.
Compared with the unaffected subject, the other
affected patient of the eldest generation had a poor
performance on the WCST and suffered from mod-
erate depression. Non-verbal intelligence, visual
gpatial perception, and language were fairly well
preserved.

Although depression might be a complicating
factor, Leroi et al. detected psychopathological
(non-cognitive) disorders, mainly mood disorders
and personality changes, in 77% of patients with
degenerative cerebellar diseases. Furthermore, in a
study comparing depressed patients with and with-
out cognitive impairment, Dolan et al. reported that
cognitively impaired patients had a significantly
reduced resting cerebral blood flow (rCBF) in the
medial prefrontal cortex and an increased rCBF in
the cerebellar vermis. These changes, together with
evidence from neuroimaging studies of atrophic
(Shah et al.) and structural damage in this region
(Schmahmann and Sherman, 1998), suggest that
the cerebellum, and the vermis in particular, are
involved in these disturbances of mood. Thus the
depression seen in patients with SCA-19 may be
attributable to the disease process. Interestingly,
atrophy of the vermis was seen on MRI in the
affected individual of this generation.

The differences in performance on the WCST
but not on other neuropsychol ogical tests may indi-
cate that executive dysfunction is an important fea-
ture in this family. This suggestion is supported by
the poor performance on the WCST and the impul-
sive behaviour, both of which are suggestive of a
deficit in response suppression, seen in all patients



H. J. SCHELHAAS ET AL.

202

“(fe) a|qe1Ins Jou S| 1591 AU} Jo)

elep a(celpl mou ale a8y Yue|q 1| S1adeds e J| 1NsaJ fewloude : siequinu plog 1518y} wioed 01 pa|ey uaited H { souewload ewdou ‘N | Alojuanu| uossaidaq X099 ‘|ag | uoirepunod eseydy
YoINd sy} 40 191 ‘NVS : dAreLAssIed 8le 1yl s1018 Jo afieisoed ‘%00T J1/Nd * 1591 Bunios pred usuossi ‘1SOM | delainbig xeidwo) A8y ‘14D-d | 1591 uonueIBl [ensia uoueg ‘(Y A-uoweg
Sa%e4 10} 1591 Alowd N uoniubodsay H-1 INY | 9[edas Alowaw B ISYIBM ‘S N ¢ SSILITRW aASa.B0.d paino|02/599 utew aAssalboud prepuels uaney ‘INdD/INGS Uy | a[edas aouabi|jpiu| 1 NPy 1B [SYISM
'SIVM ! 1591 0usB iU BBUILoID ‘LID ! UolRUILEXT SIS BIUBIAL IUIIN ‘SSINIA 91035 PIIS «x | SSIMIBUIO PIEDIpUl JOU UBUM ‘SDI00S Mel dJe S2I03S | lBquielu A|iwe) aAileBeu-vOQaYV «

LT £ 6 LT 8 8T (uossa.dap Jo sv16ep) |ag
or/8 or/8 0T/9 0r/8 ot/L oTH (Ssoueiues o NWIoY) NVS
81/8T 8T/8T 81/8T 81/8T 8T/8T 8T/3T (Buiwreu) NvS
S T 12 (014 1% (AfeInqeoon) H-0S IMS I Y
afenbue]
%'l %529 %22 %586 %SZ %00T JL/Nd
LT 1 g6 08 6¢ 89 z€ | SI018 dAIRPAS IR
117 62 0g F4s €l aT 9. | 1991100
14 € 4 4 1% 0 4 = solobee)
1SOM
G61 8T (1reoe1) 140-d
€g Iz (Adoo) 140-d
6 8e 8e 4-LINY
N N 14 A-uoeg
6 14 (A 4} 6T (Alquissse 108[00) ¥-51vMW
8 € ST or €T (uBsap >10010) Y-S IVM
T2 S6T g€ 8T 56 6 1OA sedooH
UONONJISUOD [BnSiA/[eIedS ensIA
6 L L 0 0 € (eniefou ssfey) Wiee asfe)
9 8 8 9 L L suy
0e/1e 0e/1e 0e/82 9THT 9T/ST 9T/ET uonubosey
SI/TT ST/L ST/E 1074 194 8/c 8/c 8/0 [e2a1 pafepQ
ZT-0T-07-8-8 TT-0T-SG-€ 6662 ¥9v-G€ 1-§59vC 5-9-G-¥€ S€-€C v-€2v¢ anInd Buiues
(0< }1 8) 1591 SPJOM-8/SPIOM-GT
14 zie 14 Y414 €/5 viS /5 144 (premvigeq premioy) veds 161Q
%8 #+E z 1 L 4 4 | oNBWYINY
) b T S ST 4 4 | uosusys.Idwo)
xS xS L 1T T 4 4 = LIS
(M-S IMB 1Y)
uoi1desisge pue mc_:Ommww_
(€2/5T) 18 (€z152) €L (ez/6) TOT (e2/0) 00T (€z/ST)T0T (ez/m) 68 Snwm) O
OTT: O19£/92 6. O19¢/9T 09/5€ 09/52 09/8Y 9Eme 9e/6T 9gfetT (INDD/INGS Usney) [eqien-uoN
9/ GS 08 €8 €0T (H-0SIMBSIYMW) OI [EABA
SoT> SoT> SoT> SoT> SoT> SoT> 119
uoI1eonpa pewp|dwod pap|dwoo pap|dwod
|ooyos uoeonpa |ooyos |ooyos Arepuodss uoeonpa uoeonps uoeonps
Arewnd [eloads Arewd Arewd Jomo ON ON ON 3010ap [euoITRONPS eUWIXe N
0€/92 0€/92 0e//2 0€/92 0€//2 0g/SZ ISWIN
- Z Se e e e - 9G (s¥eef) uoneing
L T 18 1S GS 08 8 /8 (s1eef) by
«0T-Al 6-Al 6-111 8-l -1 o-11 gl ralll

159 [ealbojoyaAsdoineN

¢3lel




203

COGNITIVE IMPAIRMENT IN SCA-19

AJlWe] aUO JO Slequisl Ul SISINGINO

€002 ‘USBRIMS UeA aAssaIBBe pue uoissaldep se |pm se ‘Aouan|) pJom pue ‘BuixuIy) 19esisge ‘Uoiouny Alowaw Ul juswiedw | Y1494
(2an7R2|oUBWIOU,U G- 169N Je" [oN"ausl Mmmm//: d1y) paqliosap usaq (1A) 10U aAey saines) ealulD £2-VOS
"uo1ouUNy SAIIUBOD fewiou e pasoiosip
€002 “A-IN Bunyd uorreuiwexs eoifojoydAsdoinau Ajiwe) 8SSUIYD BY) U| 'SNO0| SWeS 8y} 8.eUS Z2-YOS PUe 6T-VIS 22-vOS
2002 ‘awre||InA uaJp|Iyo BunoA z ui Juswiredw | aAnIUB02 aeAss pue siuaited g ul Juswledwl aARIUGOD a1.IBPO A 12-VOS
Apnis siy ‘seeypyos SiueiTed pajoelfe ARJaASs 210W ay) Ul aulosp sANIUBOD [eJsueb YlIM UOoUNISAD SANNJSXS [IL0I 6T-VOS
T00Z ‘blesebiing Aiwey veibpg e Jo sieguiBll INoj Ul euBWRP Jo SUBIS wb dg.1 LT-VOS
"penodal Usaq Jou sey Juswiredw i aARIUBOD - JowsJ) peay pue eiIxXeR Je|jpge.led aind ,, bg 9T-VOS
‘powopiad Apnis ealbojoydAsdoinau aasUSI® ON “pPaliodal Usaq 1ou Sey Juswiredw i aAnubo) beT ¥I-vOS
'9/-29 J0S.O1 Y)Mm [eqo|B sem Juswiledw| [en1oe|PIU|
0002 ‘Heg-UewloH ‘uonisinbae [|1s Jojow Ul Aejep pue uoIeplel. [eluslu STeepoL LlIM BIXeIR Je|pgalad 18suo pooup|iyd beT €T-voS
T00Z ‘pesebiing ! TO0Z ‘UlesH.O SO ILLey BB HIP Z Ul UoNUSYRUI-ILBY pUe eixXeide ‘Uo el LoSIP ‘uoiewlio) Alowsw spelfosiue Jood bg Z1-vos
‘2inea) ealulP e J0u SI Juswledw i aARIUBOD e |BiedAyY pliw Ylim swolpuls fe|paeied aind,, bgt 1I-VOS
"pa1iodal Jou e redwil 9ANIUBOD ‘pa1salbns JUsLBA|OAUI [e211I0) Asda|ide Ylim awolpuAs re|pgeled aind, bzz 0T-V2S
0002 ‘UsBUoANC ‘uote|ndod ysiuui4 e Ul SENPIAIPUL GT JO 1IN0 9 Ul Wewlfedwl 8ARILGOD bet 8-vOS
/66T'SISqOr : 66T ‘MNOS | ¥66T ‘UCSp|oABUT ‘affe pIo e Ua/D JUBLULOIIALG 11BY) 01 dAISUOdSal Ulewal 1B ited 1SO A ‘9infea) alel e se Juswiredw | aAnIuboD de 1-YOS
‘pownioied Apnis
[ea160joyoAsdoinau anisuSIXe Ou ‘patiodal Usaq Jou Sey Juswlredwl aAIUBOD ‘BwoJpuAs fe|pge.led aind det 9-vOS
‘powoad Apnis [ealbojoydAsdoinau sASUBIXS ON ‘paliodal usaq 1ou Sey Juswiredw | aARIuBoD USOTT G-VOS
‘powioLiad Apnis ealbojoyodAsdoinau aAsURIXe ON “paliodal Usad 10U Sey Juswiredw i aAnIUBOD bot 7-VOS
€002 “ng ' 966T ‘HNeN siue|ed paloe)fe AjpJenss 810w S Ul auljosp aAIIUBoD [eeush Uyiim Lo nouNISAP 8ANNJSXS [RIL0IS b1 €-vOS
€002 "ng '866T elppleques ! 666T 48101S sielred pajoeyfe AjpJonss 210w au) Ul auljoep SARUGB0D [eeush Ylim UoouNSAp aAN0SXS [elo. bzt Z2-voS
€002 Mg | ¥66T ‘USIM sjuelted paloe)fe AjpJenss 810w 8L} Ul auljep aAIubod [eseusl yim uonounisAp eaANNdeXe [eIuoi do T-vOS
Eali=)=)e)] Wwewlredwi aAnubod SNJ07 Anug

sadAlouab (wDS) eixele fe|jpgeleooulds 214109ds ul Bunsa [eaibojoydAsdoinau uo ainkeell| Jo Arwwns

€9|eL




204 H. J. SCHELHAAS ET AL.

of the middle (third) generation. In this generation,
one patient suffered from depression and, asin the
oldest generation, cerebral MRI showed atrophy of
the vermis.

There were profound differences in the neu-
ropsychological test performance of both brothers
of the youngest (fourth) generation. Whereas the
unaffected sibling performed poorly only on verbal
1Q, his brother showed genera cognitive impair-
ment, with averbal and non-verbal 1Q of 55 and 79,
respectively. Again the performance on the WCST
was very poor.

Table 2 summarises the literature on neuropsy-
chological testing in al currently classified SCA
genotypes. Although various reports failed to men-
tion cognitive impairment as a feature of a specific
SCA type, frontal executive dysfunction with gen-
eralised cognitive impairment in some severely
affected patients has been described in neuropsy-
chological studies of SCA-1, SCA-2, and SCA-3
(Burk et al. 2003, Kish et al., 1994 ; Geschwind
DH, 1999 ; Birk et al., 1999 ; Gambardella et al.,
1998 ; Storey et al., 1999 ; Maruff et al., 1996).
Indeed, our study of SCA-19 suggests that the cog-
nitive deficits of SCA patients do not seem to be
genotype specific but rather reflect the pattern of
neuronal degeneration, emphasising the impor-
tance of intact cerebellar pathways to cognition.
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