
MENTAL DETERIORATION IN LAFORA'S DISEASE 

A. CUKIERT * — M.M. VILELA * — H.B. SCAPOLAN * 
B. H. W. LEFÈVRE * — L. MARQUES-ASSIS * 

SUMMARY — Lafora's disease is included among the progressive myoclonic epilepsies. Despite 
the fact that dementia is a constant finding in this disease only a few papers have studied 
the timing of riental deterioration. We have performed wide neuropsychological testing in 
two cases early diagnosed as Lafora disease. The initial neuropsychological testing was 
carried out by the time there were no complaints of mental deterioration in both cases. 
In the first case consecutive neuropsychological testing demonstrated the rapidly progressive 
dementia. All neuropsychological testings in these cases showed severe impairment of right 
parietal lobe functions. Higher cortical functions related to language and intelectual pro
cesses were beet preserved in both cases. The functions related to constructional praxis, 
memory and abstract concepts and processes were severily impaired. Our data suggest that 
mental deterioration is an early manifestation in Lafora disease, even by the time normal 
social life is not yet disturbed. Dominant hemisphere cognitivo functions have been less 
impaired than the non-dominant ones. How a diffuse illness such as Lafora disease can 
cause such an asymmetrical higher cortical function deficit is not yet clear. 

Deterioração mental na doença de Lafora. 

RESUMO — A doença de Lafora está incluída entre as epilepsias mioclônicas progressivas. 
A despeito do fato de que a demência é achado constante nesta doença poucos estudos 
relatam a marcha de progressão da mesma. Realizamos ampla testagem neuropsicológica 
em dois casos com diagnóstico precoce de doença de Lafora. A testagem neuropsicológica 
inicial foi realizada antes do início da deterioração mental em ambos os casos. No primeiro 
caso, testagens neuropsicológicas seriadas demonstraram demência rapidamente progressiva. 
Todas as testagens destes doentes mostraram acometimento severo de funções relacionadas 
ao lobo parietai direito. Funções corticais superiores relacionadas a processos intelectuais 
e linguagem foram melhor preservadas em ambos os casos. As funções relacionadas à praxia 
construtiva, memória e conceitos e processos abstratos foram mais severamente acometidos. 
Estes dados sugerem que a deterioração mental é manifestação precoce da doença de Lafora, 
mesmo em uma etapa em que a vida social e cultural desses pacientes ainda não foi afetada. 
Funções cognitivas relacionadas ao hemisfério dominante foram menos acometidas que aquelas 
relacionadas ao hemisfério não dominante. A fisiopatologia do acometimento assimétrico de 
funções corticais superiores nesta doença merece ser melhor estudada. 

Lafora's disease is included among the progressive myoclonic epilepsies 2- 1 8. 
Clinical diagnosis lies upon the finding of generalized seizures that are followed by 
the appearance of asynchronous arrhythmic and asymmetric myoclonus and a rapidly 
progressive dementia 3 , 1 2 , 1 3 . Simple visual partial seizures and/or repeated episodes 
of visual hallucinations are very frequently seen and are regarded as part of the 
syndrome by many authors 3,17. Pathological findings are characteristic and confirm 
the clinical diagnosis. 

Despite the fact that dementia is a constant finding in Lafora's disease, only 
a few studies have addressed the timing of mental deterioration in these cases, pro-
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bably because the diagnosis was made in patients with an ongoing dementia in most 
instances. AH patients from our out-patients clinic were submitted to routine neuropsy
chological testing since February 1986. Between 1986 and 1987 two cases of Lafora's 
disease were early diagnosed using the clinical and pathological criteria described 
above. Our routinely neuropsychological testing enable us to gather data from the 
neuropsychological performance of these two patients before mental deterioration had 
started. 

CASES AND METHODS 

F G (case 1), a 23 year old male was first seen in January 1986 -with primarily generalized 
tcnic-clonic seizures since the age of 18. Eight years later he developed myoclonus and 
dementia. He was found twice in a myoclonic status associated with visual hallucinations 
(one of which was successfully treated with clobazan). Now bedridden and almost unable 
to talk, he is on 3.0 grams of valproate and 20 mg of clobazan a day. Weekly primarily 
generalized tonic-clonic seizures still occur. He had his first neuropsychological testing in 
February 1986, shortly before the onset of a rapidly progressive dementia. At that time, 
there were no complains of mental deterioration from the patient or his family. Testing was 
repeated in October 1986 while dementia was evolving. In May 1987 neurospychological testing 
was impossible. 

OPZ (case 2) , a 15 year old boy started with episodes that resemble microabsences since 
the age of ten. At the age of twelve, arrhythmic, asymmetric and asynchronous myoclonus 
of small amplitude appeared and was followed two years later by primarily generalized 
tonic-clonic and simple visual partial secondarily generalized seizures. He was tested in 
February 1987 and by that time no complaints of mental deterioration were recorded and 
the patient had had a completely normal social and educational life. The diagnosis of 
Lafora's disease was made in March 1987 and since then the family has refused to further 
neuropsychological testing. 

In both cases, detailed neuropsychological testing comprised items related to the motor 
functions of the hands, sensation, visual function, oral praxis, ideational praxis, constructional 
praxis, impressive speech, acoustic-motor organization, memory, intellectual processes and 
personality. The performances on these tests were rated as 'normal, slight deficit, moderate 
and severe deficits, according to the test used 1,6-8,10, 11,16,17,20 (see results). Both patients also 
had CT scanning and MR imaging studies and repeated E E G tracings. Evoked potentials 
were obtained from case 1. Liver punction biopsies were evaluated by optic and electron 
microscopy. 

R E S U L T S 

Pathological examination of liver specimens disclosed typical Lafora's bodies in bath 
cases. Lobular architecture was unchanged. Slight portal fibrosis with occasional short 
septa were seen. The limiting plate was normal. Many hepatocytes displayed intracyto-
plasmic eosinophilic bodies with irregular zonal distribution. These bodies were granular, 
reminiscent of the ground-glass appearance yielded by the surface antigen of the hepatitis 
virus. In the fixed specimen they are detached from cytoplasmic membranes. Unlike anti-
-trypsin bodies they do not have a globular appearance and are PAS negative. Electron 
microscopy in case 1 showed electrolucent spaces inside the cells which corresponding to 
the deposit site of the anomalous substances. Cells nuclei and organelles were displaced 
peripherically n tar the plasma membrane. Skin biopsy in case 1 obtained from the right 
arm was normal. CT scans of bath cases were normal. Visual and somatosensory evoked 
potenciais were normal in case 1. MRI in case 1 disclosed frontobasal lesions related to a 
recent severe head trauma. MRI in case 2 was normal. E E G recordings in case 1 disclosed 
a slow background activity with diffuse polyspike discharge and isolated spikes sometimes 
prevailing in posterior regions during wakefulness. Sleep recordings were very poor in sleep 
elements and irritative discharges. Intermitent photic stimulation was unable to increase 
the number of spikes and polyspikes bursts. Case 2 E E G recordings showed a slow back
ground activity with diffuse irregular spike and wave bursts during wakefulness sometimes 
prevailing in posterior regions. Intermitent photic stimulation slightly increased the number 
of irritative discharges. Sleep recordings were poor in sleep elements and disclosed rare 
irritative discharges when compared to the wakefulness recordings. 

As can be seen in table 1, consecutive neuropsychological te&ting in case 1 demonstrated 
the evolving mental deterioration. Despite the fact that in the first testing there were no 
complaints of mental deterioration, neuropsychological testing already disclosed severe deficits. 
These deficits were more preeminent by the time of the second testing when dementia 





appeared as a symptom. Six months later neuropsychological testing was impossible due to 
severe cognitive impairment. As in case 1, neuropsychological testing in case 2 disclosed 
severe neuropsychological deficits despite the fact that there were no signs of mental deterio
ration as informed by his family (a middle class family). The neuropsychological deficits 
disclosed in case 2 at this stage were as severe as those found in case 1 while dementia 
had already appeared clinically, as can be seen by comparing the McFie's diagram 7 in both 
cases (Fig. 1) . All neuropsychological testings in these cases ebowed severe impairment of 
right parietal functions. Higher cortical functions related to language and intellectual 
processes were best preserved in both cases. Functions related to constructional praxis, 
memory and abstract concepts and processes were severily impaired. 

COMMENTS 

Lafora's disease in this paper has been diagnosed by means of liver biopsies. 
Probably representative axilla skin specimens would have led to the same results 4 > 5 . 

Simple visual partial seizures and/or episodes of visual hallucinations were 
present in both cases, being important clues for diagnosis 1 4 . Our data corroborate the 
idea that mental deterioration is an early manifestation in Lafora's disease even by 
the time normal social life is not yet disturbed. This contrasts with some reports 
where mental deterioration has appeared later in the evolution of the disease 1 5 . In 
general, dominant hemisphere cognitive functions have been less impaired than those 
related to the non-dominant one. How a diffuse disease such as Lafora disease can 
cause such an asymmetrical higher cortical function deficit is not clear. 

Despite the small number of patients and testings, this paper stresses the impor
tance of the serial neuropsychological testing in the study of an epileptic population. 
This approach will certainly lead to a better understanding of the progressive dementia 
in such cases if the number of cases and testings can be increased. 
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