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Ophtalmoplégie intrinséque
douloureuse révélatrice d’un
zona ophtalmique

F. Assal, H. G. Frank, S. von Gunten,
M. Chofflon (Genéve)

L'association d'une céphalée & une mydriase est une
drgence diagnostique Svoguant classiguement un
anévrisme ou un engagement tfamporgl.

Un homme de 89 ans, connu pour ung ancienne
tuberculose, un diabéte et un lymphome consulte
pour une ¢éphalée orbite-temporale dreite aigusd st
puisatiis, L.'examen montre une mydriase droite aréac-
tive & la lumiére, & la convergence et 4 la pllocamine
ansi gu'une discrdte exophtalimie ot hyperérmie droitas,
LAV est de 80% & dioits et 60% 4 gauche. Le resis
de Vexamen ast sans anomalies contributives. Uima-
gerie cérébraio ne révéle ni andéwisme i proceassus
sxpansif, La V3 ast 3 80 mmvhr mais mal interprétable
an raison des somorbidités. Le LOR est normal. Au
8dme jour, on note daes vésicules dans le territoire du
rerf ophtalmigue droit. Lanalyse virologique de la
paau confinme la diagnastic clinique dherpas zoster.

Les atteintes oculomoirices d'origine zostérienns
sont connues, en particulier celles du 111 at de son
contingant parasympathicus, par atteinte du ganglion
cifiaire, généralement du méme cité que 'éruption.
Lophialmoparésie se manifeste d'emblea ou g plug
souvent plusieurs semaines apres les ésions suiansdes,
Le caractére inaugural de ta mydriase est, dans cs
Gas, inhabituel.
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Démence, troubles de la marche
et «fingerprint-profiles» dans la
biopsie de la peau: maladie de
Kufs?

H. G. Frank, F. Assal, M. A. Spycher,
J. Delavelle, T. Landis (Genéve/Ziirich)

1a forme aciulte de cérgide lipofuscinose neuronale
{aCLN, maladie de Kufs) est une maladie matabolique
dont on distingue deux formes cliniguss. L'une
aszoclant démence ef épilepsie-myocionies Pautre
démence et roublas de ia marche, Du point de vue
diagnostic te gold standard reste & Ge jour Pexamen
Witrastrusiural de la biopsie cérébraie. :

Nous rapporions Is cas d'un patient de 68 ans, qui
présente une démance sous-cortico-frontale et une
apraxia & 1a marche évoluant depuls plus de & ans.
L'IRM cérébrale met en évidence une leucenceéphalo-
pathie sus-tantorislle prédominant dans les régions
frontales et sous-tentorislie, bilatérale et symetrique,
Le bilan métabolique sst négatd, La microscople
dlsctroniaue de la peau du creux axiflaire révéls des
«fingerprint profiles» (FPs) dans les cellules épithélales
eccrines compatibie aves une aClLN, Dans ta ittérature
ces «fingerprint profiles» ont été rapportés dans diffé-
rams lissus extracérébraux {celiles musculaires
striées et lissss et endathéliales) mals ie diagnostic
reste difficiie en raison des fawe-posttifs et négatifs,
Dans notre cas, l'absence des FPs dans d'autres
coefiules dermales non épithéliales nous a empéché
ds poser un diagnostic de certitude de aCLN.

La maladie de Kufs ast trop rarement observée et le
specire clniaue ot pathologique semblent trop varatle
pour définir des oritéres diagnostigues mals nous
mimarons insisier sur Uintérél des blopsies extra-
cérébrales dans ces pathologies.
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Stroke in the Swiss elderly

D. H. Benninger, F. R. Herrmann, J. P. Michel,
F. Gutzwiller, J. Bogousslavsky
(Genéve/ Ziirich/Lausanne)

A popudiation-based study on 921 subjects resulls in
an overall, age- and sex-adiusted stroke prevaience
of 7.0% {©@5%Clr 5,3 - B.8%) in the Swiss urban
population aged 85 years and older, being significantly
higher in men than in women (8.2% versus £.8%,
p=0.025), The stroke-frae life expectancy for elderly
subjects of both sexes amounts {0 an average 91%
of the giobal remaining lifs time. This is a useful public
health indicator aliowing a comparison of the effect of
prevention and therapeutic measures and the social
and econamic impact of siroke among countries and
across time within the same areas. Dementia according
to DSM-I-R criteria and disability are significantly
maore provalent among stroke survivors than in the
stroka-fres elderly popuation, 24.2% versus 8.5%,
respective, 18.9% versug 6.8%, underiining the close
association of stroke with these two major health
problems,

Thig work was supported by grant # 4032-042654
from the Swiss National Research Foundation.
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Contribution of neuroimaging
findings in a case recovering
from global alexia to spelling
dyslexia

S. Lanzinger, B. Weder, R. Oettli, Ch. Fretz
(St. Gallen)

Wa report findings in 2 87 -year-old right-handed man
who suffarad an ischemic infarction in the termitory of
the ieft postarior cerebral artary. The clinical manifesta-
tion consisted mainly of total alexia without agraphia,
Tha patlent recovered gradually showing, thereafter,
the syndrome of spelling dyslexia. In the acute stage
[FriclHM-PAD SPECT was coharacterized by a
diminished tracer uptake in the definftely rfarcted
area anc hyperfixation in the region of eft forceps
major, The two distinet perfusion patterns indicated
quite different progriosis for the incriminated brain issus:
at tha site of low HM-PAQO uptake, at left medio-basal
temoral lobe, even ischamic Infarction was avinged
by MB-imaging al the acute stage. [n contrast, the
zone of HM-FAD hyperfixation, at white matter of
acaipito-temporal junction, recovered almost come-
pietely as verified by follow-un MR-imaging. YWe suggest
that hyperfixation of HM-PAD delineated potentiaily
saivageable tissue, due In early reperfusion, as
observed in racent SPECT stuties. Summarizing, owr
neuroimaging data give further support to the
assurmnpticn that left forceps major is the critical area
for giohal alexia, wheregs spafling dvsiexda is due to
rwciemant of left medio-basal temporal lobs,
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Unterschiede im neuropsycholo-
gischen Leistungsprofil bei
Patienten mit persistierenden
Beschwerden nach HWS-Distorsion
(whiplash associated disorders)
und Fibromyalgie

K. Wachter, Th. Affentranger, Th. Stratz, E. Bergmann, R. Bergmann, U. Kischka, Th. Ettlin

(Rheinfelden)

Eindeftung: Bel Late-Whinlash-Patiertsn und Patienten
mit Fibromyalgien finden sich neben der komplexen
Schmerzsymptoratik, vegetativen Funktionsstdringan
sowie peycho-alfekdiven Stdrungen nauropsyehologische

Dsfizite it vorwiegender Beeinflussung der Psycho-

motork, deren Asticlogie multifaktoriell bedingt ist, In
dler vorllegenden Arett wairden Urterschiede in bezug
auf dis neuropsychotogische Leistungefhigkelt zwi-
schen beiden Patientengruppen untersucht.

Mathode:

a) Patienter; Es wurgden 30 Patlenten mit HWS-
Bistorsion und lefchter fraumatischer Hirmverlatzung,
entsprechend den Kriterien das Amenkanischen
Kongresses fir Rehabiitationsmaedizin (21} sowie 20
Patienten mit sinem nach ACR-Krlterden diagnostizier-
ten Fibromyalgie-Syndrom (1) neurcpsychologisch
urtarsucht,

b Neuropsychologische Testverfahren: Aufmerksam-
keltsfunktionten (Alertness, getsitte Aufmerksamkeit),
Lerm- und Gedachnistunkiicnen (verbale und figurala
Lerm- und Geadchnisiunktionen), Frontathirfunidioren
(Frontal-Lobs-Score, verbale und figurale ldeen-
proguktion, visuell-verbals interferenzresistenz, motori-
sche interferenzresistenz- Lnd Impulskontrolie), visuel-
ungd mental-rdumiiche Funktionen {Objektarkennung
sowie mental-rdumliche Funiktionen),

¢} Statistik; &s wurdan Gruppenvergisiche der newro-
peychelogischen Befunde el Late-Whiplash-Patienten
und Fibromyalgle-Patianten durchgefihin, Dabei wurde
mit sinem Signifikanzniveau von 5% gearbeitet,

Resultate: Unterschiede awischen den Late-Whiplash-
Patterden veraus Fibromyalgie zeigten sichi irn Frontal-
Lobe-Boore 2, in der motorischen mpuiskontrofe, im
Siroop 1 sowie der tonischan und phasischen Alertness
und im LPS 7. Belde Gruppen unterschieden sich im
Frontak-Lobe-Gasamt-Score und in der getefiten Auf-
marksami<eit von emtsprechenden, der Literatur ent-
nommenen Norrwerten,

SCHWEIZER ARCHIV FUR NEUROLOGIE UND PSYCHIATRIE

Canciusion: E3 zeigt sich, dass die Late-Whiplash-
Patienten schwerere und ausgedshnierg neuropsycho-
iogische Funiionsstérungen als die Fibromyalgie-
Patignten aulweisen. Dabel ist die gemeinsame Patho-
physivlogie der neurcpsychologischen Befunde der
Late-Whinlash-Patienten  und  der  Fibromysigie-
Patienton atheltshypothetisch lediglich 1r die Nozizep-
ton und die peycho-affektiven Stérungen ableitbar.
Darllber hinaus muss bel der Gruppe der Lale-
Whiplash-Patienten angenommen werden, dass die
newopsycholagischen Dshizite zusétzlich durch diffuse
axonal-cerebrale und cervico-cerebrale neuronale
L &sionen verursacht sind.
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Rezidivierende Retrobulbarneuriti-
den und ausgedehnte Myelitiden —
MS oder Neuromyelitis optica?

G. Rilling, H. P. Ludin (St. Gallen)

Es sollen zwel Patientinnen vorgesielt werden mit
razidivierengdsn  seftenaliernieranden  Retobulbér-
nedritiden und ausgedehnten Mysiiden, Bel der
arsten Patientin begarn das Leiden mit reziclvierenden
Myelitiden, bei der zweiten mit Retrobuibérneurttiden.

Bei helden Patisptinnen zeigte das spinale MR aus-
gedehnite, tangsireckige Signalalterationsn mit deut-
fchem Kontrastmittel-Enhancement in zumefst carv-
calar bzw, cervicothoracaler Lokalisation. Das cranio-
cerebrale MR ergab zunéchst bel beiden Fatientinnen
keine sicheren pathologischen Herde, bei dar ersten
Patientin zeigten sich nach mehridhrigem Krankhalis-
verlauf unklarg Lasionen, nicht typisch fr eing MS.
Der Liquor beider Patientinnen wies eine massige,
vorwiegend ymphocytire Plaocytose mit ainer Zel-
zahl zwischen 11 und 126/Microliter sowie aine Prolein-
erhiéhung auf, sichere oligokionale Banden konnten
nich? festgesteilt werdan, Wahrend der «<Schithes fiel
bel beiden Patientinnen das ENA-Autoantikdrper-
Sereening positiv aus.

{nter einer «3chubtherapier mit Solumadrol bildeten
sich jewails - voribergehand — die Symplome zurick.
Bei beiden Patiertinnen mussta wegen razicivierender
Symptome Cyclophosphamid in einer Dosierung von
100 mg tEglich eingesetzt werden,

SCHWEIZER ARCHIV FUR NEUROLOGIE UND PSYCHIATRIE

Une famille avec myopathie
myotonique proximale (PROMM)

A. Kohler, P. Burkhard, S. Hefft, G. P. Pizzolato,
M. R. Magistris (Genéve)

L a myopathie myotonigue proximale, ou PROMM, da
la tarminclogie anglaise Proximal Myotonic Myopathy,
el Une maladie autosomale dominante caracténisée
par une faiblesse proximale, une myoionie, parfois
une cataracte et des troubles du rythme cardiague,
Ele se différencie de la maladis de Steinert par le
caractors proxima! de 1a faiblesse, Pabsence d'atteinte
faciale, Pabsence d'expansion anormale du triplet
CTG sur ls chromosoms 196,

Trols patients d'une méme famille présenient une
parésie proximale lentament progressive depuis i'age
de 40 ans, Un seul présente une myotonis clinique
depuis 1'ags de 20 ans. L analyse genétigue révéle un
nombre norma de triptet CTG. UEMG montre des
décharges myctoniques diffuses. Une Diopsie muscu-
leire monire des fibres anisométriques, @ presence
de fibres lobuldes et de noyaux centraux. '

En conclusion, la myopathie myotonigue proximale
peut se présenter comme une myopathie des ceintures,
ou comma une myvolonie suggérant une maladie de
Steinert, L'EMG est particulierement ulite, puisou'il
montre des décharges myotoniques méme chez les

patients sans myotonie clinigue. La myopathie myoto-

niqus proximale est une entitd différente de la maladis
de Sleinert. Le defich génédtique n'est pas connu
actusilernent.
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Stiffness on exercise (Brody’s
syndrome): from clinical to genetic
abnormalities in a Swiss family

Th. Kuntzer, F. Ochsner, C. Naegeli,
R. C. Janzer (Lausanne)

Brady's syndrome is a rare, possibly underrecognised,
inherited error of muscle funclion. | is characierized
by siiffness of muscies afier exercise, dus to reduced
Car+-AlPase activities in the sarcoplasrmic reticulum,

We report 2 brothers in whom symptoms dated back
to childhood. They had the same range of activities as
their peers, but could not do themm as quickly because
they found that with effort their muscles «tightened
up», Examination of patients revealad no weakness
nor ryotonia, Exercise such as opening and closing
hands or eyss induced progressivs stiffening, some
pain in the exerdised muscles, and increasing difficutty
relaxing them. Patient 1 had an associated Giteiman's
syndrome, a recently recognized cause of permanent
hypokalemia with mutation of the renal thiazide-sensitive
Na-C1 cotransporter on chromosome 16, A normal
biochemical profile was obiained in patient 2. in both
patients, serum CK was slightly increased, and slectro-
ryography showed normal maotor unit potentials and
no myotonic discharges. The McManis exercise test
was narmal,

The muscle biopsy showed a minimal changs myo-

pathy. Surprisingly, the immunchistochemical expras-

sion of SERCA 1 and 2 was nomal. The search of
defects in the ATP2al on chromosome 16p12.1-12.2
encoding SERCAT {the fast-twitch skeletal muscle
sarcoplasmic reticulum Ca®-ATPasse), shows the
Pro789 to Leu mutation which cosegragates with this
syndrome {David Mactennan, Toronto, Canadal.

in conclusion, this study {i} helps {0 recegrize and
distinguish cfinical syrdromes with stiffness of muscles
on exercise and (i} undersceres the limitation of the
avallable commercially antibodies to 8ERCAT and 2
o diagnose this treatable syndrome since Ca2+-ATFase
<an be present but inactiva.
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Epidermolysis bullosa und
Muskeldystrophie infolge Plectin-
mangel

E. Boltshauser, M. Steinlin, S. Brander,
A. Aguzzi, T. Voit (Zirich/Essen)

1996 wurde gezeigt, dass die seitens Konstellation
einer seit Gebuwt bestehenden Epidermolysis bullosa
simplax und spéter auftretender Muskeldystrophie
(EB-MD) auf mangeinder Expression von Plactin
beruht. Plectin ist flr die Verankerung zyioskelettirer

Sindduren in Keratozyten und Muskeifasern nitwendi.

Wir barichten (hber sine Probandin, dis seit Geburt an
einer Enidermolysis bullosa an mechanisch exponiertan
Stellen leidet. Dis kirperliche Akiivital war deshalb
stark singeschrankt.

Erste Symptome einer Muskelaffeldion mit Schmerzen
wyrclens mit 13-14 Jahren realisiert, sin Jahr spéter
wiurdde elne Ptose festgestelit, in der Folge Schwiche
im Scnufterglntaibereich. Kiinisch lagen im Alter von
16 Jahren deutiiche proximal betente Schwichen der
Arma undd Baine, der Hals- sowie Geslchtemuskuiaiur
vor. OK-Werte waren zehnfach ernéht. Zusatzunter-
guchungen ergaben keine Hinweise flr Folyneuropathis,
Kardiomyopathie oder Betsiligung der zerebralen
waissen Substanz. Musksibioptisch sprachen Kaliber-
schwankungsn, intermnalisients Kerne, «fibre splitting»
uret fokals Nekresen flir einen dystrophen Prozess.
Die RBeofundikonstelation war versinbar mit &nem
Plectinmange!, der immunhistochemisch bestitigt
wurele,

Varschiedenen Arbeitsgrisppen ist es kirzich gelungen,
ket EB-MD Muiationen im Plectingen auf Chromosom
8024 nachzuweisen. EB-MD wird autosomal-rezessiv
vererbt.

150 m 4/1999



197

Prognostic role of muscle biopsy
in polymyositis: evaluation of T-cell
oligoclonality and T-cell subset
distribution

R. C. Janzer, C. Marin, Th. Kuntzer (Lausanne)

Muscie biopsy in patients with polymyositis is consi-
deraed not 1o be able to predict the response 1o treat -
ment. Recent findings indicate that in a certain number
of polymyGsitis cases an digoclonat T-cell population is
present. We therefore tested iy 17 patients with poly-
mvositis {12 responders «RPM» and 5 non-responders
«NRPM») and 7 controf cases, the hypothesis that the
presence of T-cell oligocionality as assessed by PCR
for the T-cell receptor y-gone reamangement corelates
with & bad response to freatrment. In paratisl, the rolé
of lymphooyte subsets and thelr size of acoumutation
was resvaluated morphomeirically,

We found In 6 of 17 muscle biopsies from patients with
polymyositis, bt in no control muscles, an cligocional
T-cell population. However, there was o significant
correlation with ihe response 10 reatment. T-call
oligocionality was strongly corretated with fong dura-
tion of the symptoms prior [o biopsy, In the 12 RPM,
ictal CO3+ T-cells and the CGD8+ subset showed an
equat distribution between endomysial and perimysial
sites, whereas in the 5 NRPM a higher concentration
of GG+ and CD8+ T-celis was observed In the en-
domysium. Numibber and distribution of Ch4+ T-cells
and macrophades showed no significant difference.

Thesae resuits indicate that in NRPM the localisation of
QD3+ and CDB+ Toalls is predominantly endomysial,
as comparsd o a more diffuse infitration pattern in
REM. T-cell dligocionality is not & prognostic factor
and correlates with long duration of the ilness. i
these findings will be corrobarated by larger setias,
the muscle biopsy might be a predictor of treatment
response an everually justify en earfy, more aggres-
sive therapy in selecied cases,
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Familial cardiomyopathy and
distal myopathy with abnormal
desmin accumulation and
migration

A. Lobrinus, R. C. Janzer, Th. Kuntzer
(Lausanne)

Desminopathies form & heterogeneous group of
myopathies charactensed by pathological atgrega-
tions of destnin,

We report on a family where mother and daughter
suffer from cardiomyoenathy and distal myopdthy, Early
sympioms were refated o atrioventricar block in both
patlents al the same age, but the mother developed
fater a savers heart Tailure which needed heart trans-
plantation at the age of 58 years. Distal amyctrophy
and weakness of distal upper and lowsr iimbs
appeared progressivaly in thelr twentles, with a further
slow progression of the disease teading to bilateral
foot drops in the fortles of the mother, Lower fimbs CT

- scans revealed non-lomogenecus foca atrophy of

predaminantly distal muscles, Skelatal muscle bipsies
and explanted heart were characterised by inclusion
bodies that expressed strongly desrmin and alpha-B-
cristallin and wealdy dystrophin and ubiquitin,

Ultrastructurally, most inclusions corresponded o
non-memirane bound granulo-filamentous material
with disruption of myofibrils. An immunobict analysis
showad two desmin bands, the first at 53 ki3 and the
second at 48 kD.

I conclusion, this study of a distinct subtype of
desminopathy underscores thai skeletal and heart
muscles share in common vary similar muscle changes
with abnormal desrin migration that may correspand
to a defective desmin,
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Charcot-Marie-Tooth (CMT)
neuropathy in a large CMT2
Swiss family

B. Leemann, R. Lettry-Trouillat, Th. Kuntzer
(Lausanne)

A large Swiss family is reported, based on otinical
{onset of syrmptoms, degree of atrophy of muscles,
functional disability), electrophysicingical and nerve
biopsy findings.

In this famity of 35 members, originating from the
Fribourg Canton, 13 cases were found to e affected,
Orget of the first functional manifestations was in the
first decade in 30% of cases and before the age of 20
years in 40% of cases. The predominant cfinical signs
were arkle instabliity with repested sprains, cramps
and carpal tunne! syndrome. One of the patlents was
rormal an clinical examination, the others presented
pEs cavs or absent ankle jerk reflaxes, Functional
ciisability was mifd in all the affected members but 3
were unable to work,

Motor nerve conduction velocity was. variably
reduced, and wag >3% and <50 mv/s in the madian
nierve for all patients. Sensory potentials ware abnormal
in 3 out of 3 cases, even when there was nc clinical
gensary loss. Needie slectromyography recruitment
was reduced in distal muscies for all patients, Cne
patient had ight and electron microscopy examination
of & radial nerve biopsy, that showerd an axonal nauro-
pathy (UM vallat, Limoges).

Early age at onset and greatly reducsd motor
raspenses were predictive of a more severe disease
corrse; the earfier the onset the more reduced the
amplitude of motor responses and the higher the
wunctional disabifity tended to be after an equivalent
disease duration.

Genstic anatyses are under way, but this family does
rot cosegragates with PMP22, PO or connaxin 32
genes.
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Metalloproteinases MMP-9 and
MMP-2 in sural nerve biopsies

of inflammatory and non-inflamma-
tory polyneuropathies

S. Huber, D. Leppert, B. Erne, P. Fuhr, G. Said,
C. Lacroix, A. J. Steck (Basel)

introduction: Matrix metalioproteinases are a family of
zing containing enzymes that play animportant role In
inflarmmation and tigsue degradation. Gelatinases
(WRAP-9 and MMP-2} have been implicated in the
disruption of the blood-brain and blood-nerve barrier.
We studied the expression of galatinases by imruno-
ristochemistry in sural nerve blopsies from patients
with inflammatory and non inflammiory polynsuro-
pathies.

Methods: Tissue sections of 11 sural nerve biopsies
were stained for MMP-2 and MMP-0, 5 patients hadd
vagoulitic neuropathies, 4 chronic inflammatory de-
myelinating polyneuropathies {CIDP} and 2 non-
inflammatory poiyneurapathies (1 aicoho! induced,
1 drug toxicity).

Resuts: Perineurium and endothetium were positive
for MMP-2 in all tissue sections, MMP-8 positive cells
could be detected in vessal walls, infitrates, epineurium
and endoneurium of vascultic neurapathies, n CiDF,
MMP-3 posiiive celis were praminent in vassel walls,
in noninfiarmmatory controls wa could only detect &
faw MMP-G positive celis In circulation and adhering
to vessel walls. Double staining with CR3/DC88 In
dicates that the infiltrating cells are T-cells and macro-
nihages.

Conclusion: MMP-9 seems to play an important role

in inflammatory peripheral neuropathy probably as a
reansg of nerve tissue invasion by inflarmmatory calis.
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Etiologie inhabituelle d’une
compression du nerf médian dans
la traversée du tunnel carpien:

un fibrosarcome malin (malignant
peripheral nerve sheath tumor
«MIPST»)

F. Ochsner, R. P. Baumann
(La Chaux-de-Fonds/Neuchatel)

L.a comprassion du nerf médian dans la traversée du
tunnel carplen ast la nevropathie par enclavernant fa
plus fraquemment diagnostiquee dang un iaboratorre
o'électrophysiclogie clinique.

Une dticlogie est rarement détermings, ['dliquetlte
«idiopathigue» se rencontre e phus sowvent dans ia
fittérature hormis do rares ¢auses reconnues telles
quLne rmaformation vasculaire ou muscuio-tendineuse,
une chondrocaicinose, etc,

Un processus malin n'est relevé gurexeptionneliemeant.
Birche en 1894 dans le cadre des «MPNST» ne clte
que S cas documentéds, et d'une maniére ganerele la
prévaience des «MPNST» dans 13 population générale
est de 0.001 %, la proportion des néoplasias médiangs
rarissimes.

A propos d'une observation privilégiée, les auteurs,
dans e descnptif cliniqus, aétaillent lss différents fascl-
cuies sensitifs ieés, compléte par une appréciation
dlectrophysiologicque minutisuse qui étudie fes com-
posanis sensitvo-motewrs pathologiques du nerd
rraddian,

Las tergiversations histologiques {iumeur maligne d'un
faisceau nerveux, histiocytome fibreux malin, tumeur
maligne pidomorphe épithélcide, schwannome malin
et enfin fibrosarcome de grade intermédiaire} rendenl
compte de fa difficulté & déterminer fa nature exacte
du processus, expansif afin de planifiar correcternent
I'approche therapeutique, exdrése étendue, amputa-
tHaon de i'avant-bras el/ou radiothérapie pafiiative.
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Out-patients unit for neuro-
muscular disorders: a new
experience in Lausanne

R. Lettry-Trouillat, Th. Kuntzer (Lausanne)

During the last 3 yvears, 167 patients and thelr relatives
were examinad and investigated in a new consultation
devoted to neuromuscular disorders (except for ALS),
partially funded by the ASRM {Association Sulsse
Romande contre la Myopathis), 75% of the patisnts
ware new, 20% of the patients were directiy referred
from the assooiation of patients (ASRMY} and 18% of
patients wera not i but wanted 1o know if thay were
carfed the disease gene of an affected family member,

Tha patisnts belonged 1o 4 categories: Group 1 in-
ciudes cases with an acquired neuromuscular disorder
(10%). Group 2 includes those cases with an inherited
neuropathy (Z8%), Group 3 includes patients with
irherted myopathy or neurcnopathy (52%). Group 4
includes patients with predominant mylagia with no
aiinical sign of muscle weakness {8%). Diagrosis
were based on clinical, hiochemical, slectrophysio-

Jogical grounds, study of biopsy and genslic analyses.

Whenever possible total management was applied to
the patients, Gollaborative studies ware possible with
other services, at the CHUY {pathology, R.C. Janzer,
genetic, . Sehorderst; biochemistry, G, Boulat; cardio-
logy, J.J. Goy; rehabilitation, R. Frischknechi; ophaimo-
logy. F Borruat; preumoclogy, J. Fitling), Inselspital
(LM Burgunder and 8. Liechti), HUG (M. Morris),
CMU (C. Bader), INSERM 153, Paris K. Schwartz),
INSERM UZB9, Pare (E LeGem, A. Brice) and
Genathon, Evry,

Based on our sxperience, several points can be
airessed: il such consuitations are ims consuming
for patients inecessity of knowing the extension of the
disgeass, sconng the deficits and discussing genetic
counseling), that wouldnit be possible without grants
from ASRM, (i} Special attention shouid bs pald to
patienits with no diagnasis since diagnostic toals
change rapidly in this field. Gathering patients in ong
center has the double advantage of knowing which is
the most recent dlagnostic todl of treatment and to
gain confidencs i thase rare disorders, (i} Progressive
motor deficits need repeated rehabiiitation care which
is 1 ba developsd. {v) Finally, this consultation
woddnit be settied up without the invaluable coopera-
tion of many graups in Switzedand and France,
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Levodopa responsive familial
Parkinsonian syndrome: correlation
of clinical, molecular-genetic,
imaging and neuropathological
findings

E. Slowey, N. Fravi, A. Kaelin-Lang, J. Weis,
A. Kappeler, P. Wielepp, J. M. Burgunder (Bern)

in some cases, Parkinson's disease is encountered in
famiiles, where ¥ is usually transmitied in an autoso-
mai dominant fashion. We present ciinical and autopsy
findings In a patient successiully treatad with levodopa.
The family history suggested Parkinson's syndrome
with autosomal dominant inheritance, The patient first
noticed a slowness of movement with tremor ang
clurnsiness of his right hand at about 87 years of age.
Five yaars later a resting tremor, slight bradyiinesia
and rigidity was found on the right. He responded
well to levedopa, A SPECT scan was performed after
the inlection of §-CIT, a ligand for dopaming reuptake
sites, and a bilateral asymmatnic signal decrease was
found. In one of his cousins, who alse suffered from a
levodopa-responsive Parkinson syndrome, a B-CIT
SPECT showed a simitar patterm. No Synuciein gene
mitation was found i DNA extracted from peripheral
biood. The patient dies after g car accidert. The autopsy
showed no gross atrophy of the brain, The nistologioal
findings canfimed the diagrosis of Parkinsen’s disease
and showed sxfra-neuronal depasits of maeianin
pigment in the SN as well a5 several Ypical Lewy
bodies and «pale bodiess. In addition conspicuous
srmalier sosinophilic, rad-ike inclusions wars present
in several neurons of the SN, The Lewy bodies and
the rod-shaped inciusions were Immunoreactive for
ubicuiting, Occasionsally infransuronal inclusions imuno-
raactive far a-B-crystain were defsctad, Thero was
marked cytoplasmic o-B-Grystalin staining of numerous
chgodendrocytes in the SN and sisewhers,

In conclugion, we present a case of hareditary
Parkinson’s disease, not linked to a known synuclen
gene mutation with typical clinical and histoiogical
features, The search for the responsible mutation is
important for deeper understanding of Parkinson’s
disease in ganeral,
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Hépatite fulminante associée
a la tolcapone

P. Burkhard, L. Spahr, A. Hadengue,
L. Rubbia-Brandt, F. Assal, T. Landis (Genéve)

Latoloapone (Tasrar®) est un inhibiteur de la catéchol-
O-méthyltransférase récemment commerncialisé pour
le trafternent de la maladie de Parkinson, qui se révéle
&re officace et blen toléré, Decasionnallement, le
médicament peut indiuire une éidvation transitoire das
transarinases hépatiques, mais, 8 Ge jouf, aucun cas
de toxicité hépatigue sévére n'a été rapporté.

Une patients de 74 ans ast connue pour une maladie
de Parkinson ciassigue etalt trailée par iévodopa/
hensérazide, amantadine et &tiléfine en raison d'une
hypotension orthostetique, Elle étalt dgalernent sous
unt traitement chronique d'oxazépam, e amioride/
hydrochiorothiazide. Un traitement de tolcapone 2x
100 mg/} est introciuit. Neuf semaines plus tard, elie
dédveioppe une asthénie, Linictere et elle st hospitaiisee
a & suite d'une chite. A Padmission, elle présente,
oufre un syndrome parkinsonien akingto-rigide et {ré-
mutant modérs, une somnolence, un ictére franc. Le
bilan biologigue montre une éévation massive des
fransaminases at des troubles de la crase. Un exarren
hémodynamique hépatique réldve une hyperiension
portele st la biopsie confirme une hépatite sigué sévére
o'allure médicamenteuse. Un bllan 4 visée éticlogigue
gst négatif, en dehors de stigmates sérologiques
d'une ancienne hépatite A. La proximitg temporelle
sntre I'introduction de ia tolcapone st IMépatits sugaére
fortement une relation causale. Udvolution est dé-
favorable st la patients décéde en coma hépaliqus
14 jours aprés son admission.

A notre connaissance, il §'ag du premier cas de
1oicité hépatique 1etaie associce a ia tolcapons. Le
mecanisme semble étre dose-indépendant et idicsyn-
crasigue. Un contrdle réguiier de la fonction hépatique
apparait indispensable apras Uintroduction d'un tralte-
ment de tokeapone. '
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Changes in cerebral activity
induced by thalamic and pallidal
stimulation for Parkinson’s
disease

E. Taub, G. Kunig, K. L. Leenders, J. Siegfried
(Ziirich)

To study how deep brain stimalation alleviates
parkinsonism, we used H,"0-PET to detect changes
in rfCBF induced by simidation of the muclsus ventro-
intermedius (Vimy, the nucieus venire-oralis posterior
Nopy, and the globus pallidus internus {Gpi).

18 patients were studied (8 with stimulation at each
site). They fook antiparkinsonian medications up to
the day of scanning. kmages were obtained with stimu-
lation off and on, both atsest and during motor activity.
rCBF changes were analyzed by stafistical parametric
rrapping. Clinical effects were assessed by neurciogi-
cal examination.

Resuits
Clirical: Both Vim and Vop stimutation reduced contra-
lateral framor, as well as rigidhty and akinesia, GFi

- stimulation reduced contralateral rigidity and akingss.

PET: Vim stimulation lessaned rCBF in the ipsiiateral
precentral gyrus and contralatoral cerebelium (p«<G.001Y,
Vop stimudation had similar effects. GPstimulation at
rest increased rCBF in the ipsilateral precentral gyrus
(p<2.001); GFi stimuiation during motor activity increased
rCBF in the contrataterat cerabelium {p<0.005).

Thalamic and paliidal stimulation thus affect the aciivity
of motor brain areas imotor cortex, cerebellum) in
opposie directions-deactivation and activation, re-
spectively. This makes physickogical sense, as the
GPRi-thalamic projection is inhibitory, 1t remains to be
axplained how thatamic and palfical stimulation never-
theless confer similar clinical benefits,
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Parkinsonism and chronic subdural
hematomas

R. G. Wiest, J. M. Burgunder, J. K. Krauss
(Bern)

Subdural hematomas may be associated with vanious
moverment disorders, According to ouwr experience
worsening of presxistent movement disorders or new
rovement disorders cocur In abowt 2% of patients
with chwonic subdurat hematomas {CSH).

Wa describa thres patients with parkinsonian syndromes
caused or aggravated by C8Hs. The first patient was
a 83-vear-old rman with de novo asymmetric parkin-
sonian symptoms,

Levodopa treatment was ineffactive. The second patient
was a F0-year-old man with drug induced parkinsonism.
He stffered frorn deteriaration of his movernent disorder

for two weeks. The third patient, a 82-year-old man

had idiopathic Parkinson'’s disease. GSHs ware detectar
on computed tomaography scans in ail three patients.
Evacuation and drainage of the hematoma resufted in
disappearance or amelioration of the parkinsonian
syndromes in each case,

Thare was ng history of recent trauma in two of our
patients. Diagnostic evaluations appear to be delayed
in patients with presxastent movermnsant disorders. The
finclings of our report and review of the literature suggest
that in patients with CSH-refated parkinsonian syn-
dromes usually a favourable outcome is achieved
after appropriate surgical reatment.
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Disturbed functional brain inter-
actions during somatosensory
discrimination in Parkinson’s
disease

B. Weder, N. P. Azari, U. Knorr, R. J. Seitz,
A. Keel, M. Nienhusmeier, K. L. Leenders,
H. P. Ludin (St. Gallen/Diisseldorf/Villigen)

Somatosensory discrimination of oblong rectangular
parallelepipeds was studied in a group of healthy
volunteers and patients with Parkinson's disease
using regional cerebral blood flow HCBF measurs-
ments by PET and "0 labelled water {H,*0]. in addition,
a 8-["*-fucro-L-dopa (FDOPA PET) scan was per-
formed in the patients, On categorical comparisons,
task inguced rCBF increases wers deficient in sensori-
motor cortex of both hemigpheres in the parkinsonian
patiants, and, in particular, in right medial and dorso-
tateral prefrontal cortex in a subgroup of patients with
low FDOPA-uptake in caudate nucleus. Additionaiby,
in a principal component {PC) analysis of the rGBF
data, without a prior assumption, three patterns wara
revealed that differentiated patients from controls.
These PCs were classified according to the supposed
pattern function, PG A represented a bihemispheric
array of areas known 1o be irnvolved in tagtie exgloration
with a right hemispherdc preponderance. The shift of
the interelated areas fo the right harmisphers, in paraliel
to sucessiul task performance, suggested explicit infor-
maiion processing. PC B delineated a subcortical-
cortical interrelation emphasizing the importance of
outilow from subcorticat reiay nodes to prefrontal cortex,
being of significance for working memory. PG C con-
tained temporo-pariete-occipital association cortices
on both sides, suggesting intermodal somatosensory-
vistat inforrnation transfer for fingl shape discrimination,
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Zirkadiane molekulare Rhythmen
in der Substantia nigra: Erklarung
der schlafinduzierten Besserung
der Parkinsonsymptomatik (sleep
benefit)?

M. Weber, T. Lauterburg, |. Tobler,
J. M. Burgunder (Bern)

Zirkadiang Schwankungen der Symptomausprégung
bai M. Parkinson mit Zunahme der Beschwerden gagen
Abend sind ein bekanntes Phanomen, 10-50% der
Parkinson-Kranken zeigen zudem sing ausgeprdgte
subjektive Besserung der Symptomatik direkt nach
dem Erwachen (sleep bensfit), die bis zu sinigen
Stunden anhélt. Bisherige Eriddrungsversuche digser
Reaktion, wie beispielsweaise durch pharmakeody-
namische Phanomene oder Dopaminspeichsrung
wiihrend des Schiafes sind unvollstandig.

Um die Rofle zZirkadianer endogener Falctoren im Hinbiick
auf den «gleep benefits abzukiaren, wurde die Ex-
pression verschiedenar Neuropeptide und Neuro-
transmifter in der Substantia nigra der Ratte mittels in
situ-Hyvbridisierung untersucht. Eing ausgeprigte zika-
diane Rhythmik der Expression der Trosinhydroxylase,
des Dopamin-synthetisierenden Schilisselenzyrns,
konnte beobachtet werden: die Expression war tags-
Ubar zunehmend verstarkt mit sinem. Beginn in den
frihen Morgenstunden und ainem Maximum am
Spétnachritiag.

Parkinson-Erkrankte leiden unter einer stark herabge-
setzien endogenen Dopamin-Produktion {«10-20%).
Wir schliessen aus unseren Daten, dass morgens,
wenn das Aldvitftsniveau des Dopaminsystems
roch niedrg ist, die in Gang kommends endogene
Restprodukdion zur Besserung der Symptomatik aus-
reicht, wihrerkd der tagsiber hthere Dopamin-Bedarf
nicht mehr gedeck! warden kann. Der «sleep benefit»
ist glso zumindest teilweise auch als Folge der tages-
zeitiich unterschiediichen Dopaminproduldion zu werten,
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Lymphedema, lymphatic micro-
angiopathy and increased
lymphatic and interstitial pressure
in a patient with Parkinson’s
disease

M. J. W. Husmann, C. Roedel, A. J. Leu,
R. Koppensteiner, U. K. Franzeck (Ziirich)

New microvascutar findings of a female patiert with
Parkinson's disease and lower leg ederma are presen-
ted. The network of ymph capilfaries was visualized
by fluorescence microlymphography at the dista! fibia
on both lege, G071 mi of FITC-Dexdran 150°000 was
injected into the subepidermal layer of the skin. The
axarmination was registered using flucrescence vidao
micrascopy. Morphologic details were recorded in a
2% fnal magnification. Dynamic pressure within the
lymph capliaries and the inferstitial tissue of the skin
were measured by a servo-nulling micropressure
system (IPM, San Diego} in supine position at the
malieslar region of the right ieg.

Microlymphography revealed a maximum spread of
he fluorescent cantrast madiurm in the micrelymphatics
with 17 mim on the left lag and 18 mm on the right leg
{Controis <12mm). The detalled capillary morpho-
logy shiowed abundant cut-offs, capiitary fragments,
changes in capiilary diameters {mean 107 mm, range
$3-188 mmnj and increased ieakiness of the capilanes.
Tre microlymphatic as well as the interstitial
pressures of the skin wers increased (27.1 mmbg,
resp. 155 mmiHg). The increased inierstitial and
microlymphatic pressure are the rasult of ant insufficlent
venous and lvmphatic drainage due 1o the impairment
of the calf muscla furiction during walking in Parkdnson's
dissase. Manual iymph drainge and comprassion
therapy in combination with improvement of the calf
musate function resulted i regression of the ederna.,

Supported by the Swiss National Science Foundation,
Crant No. 32-38082.85
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Adenosine A2a receptors in the
striatum: mRNA distribution

in normal brain and in an animal
model of Parkinson’s disease

A. Kaelin-Lang, P. Liniger, Th. Lauterburg,
A. Probst, J. M. Burgunder (Bern/Basel)

Adenasine is a weil-known extracalidar neurormodula-
tor. Severat recent evidences suggest an important
physiglogical function of adenasine A2a receptors
{AZaR} in the strigtum. Stimulation of striatal AZaR
induces deprassion of locomotor activity. In order to

- beler understand the function of AZaR in the mamma-

lian striatum we have compared its gene exprassion
in different marrenalian species (cat, mouss, rat, human) -
using hybriclization histochemistry with a S35-labeled
radinactive oligonuclectide probe. A2a receptor gens
expragsion was further investiatad after lesion of the
rat substantia nigra with 8-OH-dopamine, a well-
known animat model of Pandnzon's disease. Tha results
showed high exprassion of AZaR mRNA only in the
medium sized GABA- and enkephaiinergic striatal
celis in all examined species. In the rat siriaturn, ex-
pression of AZa receplors was not sighificantly

- changed after lesion of the dopaminergic pathways

with 8-OH-dopaming in sphte of up-reguation of
enkephalin mBRNAL Thase resulls canfirrn the important
function of AZaR in the mammalian basal gangiia. The
absence of magdulation of AZa recepior gene expression
in the 6-OH-Dopamine speaks against a depandency
on doparminergic Innervation, The unaltered inhibitory
function of A2al on motor activity in spite of dopa-
mine depletion could be partly responsible for the
depression of locomotor activity observed in Parkinson's
disease, A2aR anlagonists could ba new antiparkinson
agents, :
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A family with mitochondrial
encephalomyopathy with mutation
of the T9883C gene

D. Zutter, R. Hassink, S. Kleinle,
S. Liechti-Gallati, Ch. W. Hess, J. M. Burgunder
(Bern)

The clinical manifestation of mitochondrial enceghalo-
myopathy Is very helerogencus, We present a swiss
family (=20} in which we found in 9 persons of the
first arid second generation avidence of mitochondrial
encephalomyopathy. The main clinical symptoms ware
gait dificulties (n=4), exercise induced myalgis/cramps
fn=7} and stuttering (n=5}, In the neurclogical examina-
tion we found spasticlly and atada (n=9}, calf atrophy
{n=4}, sensory disorder {n=3} and ays movernent disordsr
(n=3},

Two patients have been slectrophysiciogically exarmined.
in both cases we founa pathological MEP and in one
case paihoiogical SSEP and mild peripheral neuropathy,
The brain MBI of this two patien{s were normal. Inone
biopsy of M. vastus lateralis were found naracristailine
inclusion hodies.

Molecttargenetic anaivsis showed a Tto C point muta-
tion of mitochonrial DNA at position 8993, This gene
sncades the ATPase-8 complex V of the respiratory
ahain, ' .

Conglusion; The point mutation TEB9RC we detectad
in the presented family seems 0 be a milder variant of
the more frequent TBOS3G mutation, found in Leigh-
Disease and NARP-Syndrome. Thess findings underline
the haterogenity of the mitochondrial encephalo-
mynpathy, '
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