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Introduction 
 

Dr. Alexander Kurz, Psychiatrist from Psychiatric Klinik der TU München, chaired the 

meeting. The meeting started by an explanation of the main goals of the project and 

its target audience. 

During this first meeting, the participants had to agree on the establishment of a 

general structure for the database of information about rare forms of dementia : to 

elaborate a list of “rare” diseases, to classify these diseases, to elaborate relevant 

categories of information, to collect quality information and to define how to best 

present the findings. 

 

Main goals / Target audience 
 

The aim of the project is to build up a database of information about rare forms of 

dementia and to make this available to the “general public” by means of our existing 

Internet and Intranet system. This project would enable quality information on rare 

forms of dementia to be disseminated throughout Europe.  

 

This “general public” is going to touch different categories of people such as 

caregivers, family members, family associations, patients and general practitioners. 

However, the need of information for the different categories will be not the same. 

 

According to the different needs of information, the participants decided to segment 

these different categories of people in two major sections: 

 

 

1. For the caregivers, family members, family associations and 

patients, the information is supposed: 

a. To improve the understanding of other forms of dementia than 

Alzheimer’s disease 

b. To help family members and caregivers to better understand the 

patient 

c. To reduce caregivers’ burden and family conflicts 

d. To improve the quality of care 
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2. For the general practitioners, the information is supposed: 

a. To facilitate identification of non-Alzheimer and non-Vascular 

dementias 

b. To improve the differential diagnosis 

c. To ensure the identification of treatable causes 

d. To avoid ineffective and expensive treatment 

 

 

Definition of “rare” forms of dementia 
 

According to the programme of community action on rare diseases: 

 

"For the purposes of this p ogramme, rare diseases, including those of genetic origin, 

are life-threatening or chronically debilitating diseases which are of such low 

prevalence that special combined efforts are needed to address them so as to prevent

significant morbidity or perinatal or early mortality or a considerable reduction in an 

individual's quality of life or socio-economic potential; 

As a guide, low prevalence can be understood as meaning prevalence which is 

generally recognised as less than 5 per 10 000 in the Community." 

 r

 

 

                                                     

 

On the basis of the general epidemiological data, which note that the people having dementia 

account for more or less 1% of the global population in the European community 1.  

The majority of dementias are caused by Alzheimer’s disease (more or less 50% of people 

having dementia) and Vascular Dementias (more or less 25% of people having dementia). 

Many other rare diseases may cause dementia, including treatable ones. 
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1 Hofman, A. et al. (1991), The prevalence of dementia in Europe: a collaborative study of 
1980-1990 findings, International Journal of Epidemiology, Volume 20, No.3, pages 736-748. 
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People having … Epidemiological data 

Dementia in general 100/10.000 

Alzheimer’s disease  

(+/- 50% of the global population having dementia) 

50/10.000 

Vascular dementias 

(+/- 25% of the global population having dementia) 

25/10.000 

Fronto-temporal dementias  (including Pick’s disease)  

(+/- 6,25% of the global population having dementia) 

6,25/10.000 

Lewy Body Spectrum  (Lewy Body Dementia, Parkinson’s 

disease,…) 

(+/- 6,25% of the global population having dementia) 

6,25/10.000 

 

 

 

Dementia in the global population

AD
VD
FTD
LBD
The rest
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Classification systems 
 

 
On the basis of these epidemiological data accepted by all the participants, they 

established a classification system about the rare forms of dementia. 

The expert group decided to limit the rare diseases to forms of dementia occurring in 

adults (the ones appearing in infants and children will be not covered in this project). 

 

This classification system was made up of 7 categories:  

1. Neuro-degenerative diseases 

2. Infectious diseases 

3. Metabolic diseases 

4. Traumatic diseases 

5. Toxic diseases 

6. Rare variants of common causes of dementias. 

7. Other rare diseases causing dementia 
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Categories Diseases 

Lewy body spectrum (LBD, PD) 

Fronto-temporal degenerations (SD, PPA, 

FTD, FTDP-17) 

Progressive supranuclear palsy 

Corticobasal degeneration 

Argyrophilic grain disease 

Multiple system atrophy 

Motor neuron disease 

Ataxia 

1. Neuro-degenerative diseases 

Huntingon’s disease 

Human prion diseases 

HIV 

2. Infectious diseases 

Syphilis 

Thyroid disorders 

Cerebral lipoidosis 

3. Metabolic diseases 

Metachromatic leukodystrophy 

4. Traumatic diseases Repeated head trauma 

5. Toxic diseases Alcoholic dementia 

Mono-genic Alzheimer’s disease 

CADASIL 

6. Rare variants of common  

causes of dementias 

Cerebral amyloid angiopathy 

Multiple Sclerosis 

Normal Pressure Hydrocephalus 

7. Other rare diseases causing 

dementia 
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Descriptive categories 
 

On the basis of the different needs of information of the target audience, the 

participants elaborated this list of descriptive categories.  

Each “rare” disease will be described according this following list: 

 

1. General outline 

2. Synonyms 

3. Course (Evolution of the disease) 

4. Caregiver problems 

5. Aetiology (Causes and risk factors) 

6. Diagnostic procedures 

7. Treatment and rehabilitation 

8. Ongoing research 

9. Available services 

10. Further reading 

 

General principles 
 

In order to improve the understanding of the rare forms of dementia, the expert group 

decided to add, to the descriptions of the “rare” diseases, a general introduction on: 

 

1. Explanation of human brain 

2. Explanation of “dementia” in general: definition and concepts 

3. Treatment and management: drugs, therapies and caregiving issues 

4. Explanation on diagnostic procedures 

5. Genetic testing 

6. Glossary 

 

The expert group agreed on the importance that the information should be written and 

presented in a style, which will ensure that it is accessible and understandable by the 

general public. They decided to use, as far as possible, a non-medical language and to 

explain the technical terms in a glossary. 
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Collection of information 
 

The lack of time prevented the expert group from going through all the rare forms of 

dementia. In first time, on basis on recent textbook chapters and reviewed articles, the 

expert group exchanged and elicited relevant information. This information will be 

completed by a literature research.  

 

The expert group also decided to evaluate the database of information by distributing it to 

the target audience. The feedback will be incorporated in the database. 

 

1. DEGENERATIVE DISEASES 
 
Dementia in the Lewy Body Spectrum disorders 

 
General description: Explain the relation between dementia in Parkinson’s disease and 

dementia with Lewy bodies 

 
 
DEMENTIA WITH LEWY BODIES 
 
General outline A neurodegenerative disorders which affects subcortical and cortical 

brain, presents symptoms of Parkinson’s disease, fluctuations of 

attention, and hallucinations. 

Synonyms Lewy body variant of Alzheimer’s disease, diffuse Lewy body 

disease, dementia with Lewy bodies, senile dementia of Lewy body 

type 

Symptoms The key clinical features of dementia with LBD are hallucinations and 

fluctuations of cognitive ability in combination with spontaneous 

Parkinsonian signs. Fluctuation of cognition, prominent visual 

hallucinations, mild Parkinsonian signs (akinesia, rigidity), 

unexpalined falls. Memory impairment may be mild at the early 

stage, spatial disorientation.  

Course Gradually progressive, symptoms gradually accumulate, average 

survival is 6 to 7 years. Age of onset 50 to 83, death 68 to 92, 

average survival from diagnosis 5 – 7 years. DLB tends to progress 

faster than AD. 
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Caregiver 

problems 

Fluctuation of cognitive ability may cause problems, non-acceptance 

of disease, presence of hallucinations, probability of falls, safety of 

environment, possibility of falling asleep during the day. 

 

Epidemiology Abnormal accumulation of an abnormal protein = synuclein in Lewy 

bodies, which cause neurodgeneration. Reason is not clear. A few 

families have been described with mutations in the synuclein on 

chromosome 4. Apolipoliprotein E is not a risk factor. 

Aetiology Epidemiological data: Of all the rare causes of dementia LBD is 

considered to be the most frequent, accounting for 10 to 15 per 

cent of all dementias. Male to female ratio 1.5 : 1 (in contrast to 

AD).  

 

Diagnostic 

procedures 

Functional imaging (PET) may show a different picture than in AD  

Treatment and 

rehabilitation 

Treatment is purely symptomatic. Using medications should be used 

with great caution. Symptomatic treatment for hallucinations. 

Patients are over-sensitive to classical neuroleptics. The use of some 

of these medications has even caused death. If any neuroleptic 

treatment, then atypical compounds should be used with due 

caution. Parkinsonian signs should be treated with levodopa. 

However, these medications may aggravate hallucinations.    

Ongoing research 

/ Clinical trials 

On small groups of patients cholinesterase inhibitors (rivastigmine) 

have been tried in LBD patients showing benefits and cognitive and 

non-cognitive symtoms. 

Available services There is no specific caregiver association. Specialist groups: 

Newcastle   

Further reading Diagnostic criteria (McKeith), Lancet paper on treatment. 
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DEMENTIA IN PARKINSON’S DISEASE 
 
General outline Parkinson‘ disease is known as a movement disorder. The 

movement disorder is due to dopaminergic neurons mainly in the 

substantia nigra. Motor symptoms always precede cognitive 

impairment by several years signs with an involvement of cognitive 

impairment due to a degeneration changes in cortical structures with 

generally presence of Lewy bodies. 

 

Synonyms Shaking palsy ? 

Symptoms The key features of cognitive impairment including dementia in 

ParkD is slowing of thought, reduced attention, and impairment 

executive function (planning, organising, solving problems). Patient 

may become obsessional, sometimes loss of emotional control, 

sometimes outbursts of anger. Medications may cause or aggravate 

visual hallucinations.  

 
Language problems (slower speech, not word finding difficulties) 

Course  

Caregiver 

problems 

With movement disorder, slowness in information processing 

(difficulty of communication) may lead to carer frustration. 

Epidemiology Parkinson’s disease is not RARE, however, only 10-20 % of the 

patients develop cognitive impairment / dementia 

 

Aetiology Abnormal aggregation of alpha synuclein in Lewy bodies. It is more 

than Lewy bodies accumulation. There are inherited form of 

Parkinson’s disease associated with mutation on chromosomes xxx. 

 

Heredity Families with familial PD (several chromosomes involved) 

 

Diagnostic 

procedures 

Nothing specific. 

Treatment and 

rehabilitation 

The movement disorder is treated by compounds augmenting 

dopamine transmission.  

Medication may cause or aggravate hallucinations and  psychotic 

symptoms.  
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Ongoing research 

/ Clinical trials 

Trials have been conducted on small patient samples demonstrating 

benefits of Cholinesterase inhibitors on cognitive ability.  

 

Available services Parkinson’s disease societies in several countries. They provide 

services for the movement disorders but have less information on 

the cognitive problems associated with the disorder.  

If dementia refer to AD associations. 

 

Further reading  

 
 
 
 
FRONTO-TEMPORAL DEGENERATIONS 

 
 
General outline Neuro-degenerative disorders affecting mainly the frontal and 

temporal cortex, and resulting specific clinical features such as 

behaviourial problems and personality disorder.  

In the early and middle stages, cognitive impairment is less 

pronounced; but if, then executive functions, memory and 

orientation can be relatively spared.  

According to the localisation of the neuro-degeneration, different 

clinical pictures will evolve, including particular form of frontal 

dementia and specific language disorders (SD, PPA; FTD, FTDP-17) 

 

Synonyms Lobar atrophy 

 
SUBCATEGORIES 
 
Dependent on location of changes – different clinical features for sub-categories: 
 

• Fronto-temporal dementia (FTD). Pick’s disease will be included here! 
• Semantic dementia (SD) 
• Primary Progressive Aphasia (PPA) 
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FRONTO-TEMPORAL DEMENTIA 
 
General outline Degeneration of the frontal and temporal brain regions, associated 

with a peculiar type of dementia featuring behavioural disturbance, 

personality change, disinhibition, apathy, and mutism.  

 

Synonyms  

Symptoms Key features are changes in personality and behavour, including 

disinhibition, apathy, loss of interest, abnormal social conduct, loss 

of tact, loss of social ability and skills.  

These are accompanied by cognitive changes which may be less 

apparent at an early stage, including problems with judgement and 

planning, lack of insight into own disease and loss of language skills.

Memory and orientation may be spared till quite late into the 

disease. Activities of daily living may also be maintained until later 

stages. But in the later stage, patients will be dependent on care, 

become incontinent and bed-ridden. 

Course Gradually progressive, leading to overt dementia, progression rate is 

similar to AD. Average onset is usually 70, survival from diagnosis 6 

to 8 years. 

Caregiver 

problems 

  

Epidemiology Prevalence of Pick’s disease in Minnesota: 24 / 100.000; in 

Switzerland: 30 – 60 / 100.000 

 

Aetiology A number of different types of histo-pathological changes can 

underlay FTD, including a non-specific type (Fronto-temporal 

dementia lacking distinct histo-pathology), and Pick-type (Pick’s 

disease) and others. 

It is likely that abnormalities of tau protein in most of these 

underlying histo-pathologies.  

 

Heredity Approximately 50 % of the patients have a positive family history of 

FTD  (of those 50 % may be attributable to mutation in the tau-

gene). Few families have been identifies with mutation on 

chromosome 3.  
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Diagnostic 

procedures 

To differentiate FTD from AD in addition to the clinical assessment 

CT and MRI scans may be helpful demonstrating frontal atrophy. 

Functional imaging (PET, SPECT) in typical cases show frontal / 

temporal hypometabolism. 

Treatment and 

rehabilitation 

Symptomatic for disinhibition and behavioural problems. 

Antidepressants for apathy.  

Cholinesterase inhibitors are not useful.  

Trazodone for agitation.  

No prevention. 

Ongoing research 

/ Clinical trials 

In selected cases Cholinesterase inhibitors have been tried and 

found ineffective.  

Information on involvement of tau proteins. 

Available services Pick’s Disease Association (UK). Martin Rossor; Florence Pasquier, 

(FR);Van Swieten Erasmus University Rotterdam; Technische 

Universität München, J. Diehl; Giuliano Binetti, Brescia (Italy).  

Further reading  

 
 
 

PRIMARY PROGRESSIVE APHASIA 
 
General outline Language disorder - A peculiar disease starting with progressive 

impairment of verbal skills developing into fronto-temporal dementia 

after several years. 

Synonyms Slowly Progressive Aphasia 

Symptoms The key feature is impaired verbal fluency, agrammatism, impaired 

comprehension of word scanning and naming deficit.  

Despite their communication problems, patients at a mild stage are 

able to continue usual activities of daily life and even may continue 

working. 

Two forms: non-fluent and fluent forms of PPA. 

After an average of 5 years and more, patients gradually develop 

clinical symptoms of FTD. 

Course Gradually progressive language disorder, making communication 

more and more difficult. After an average of 5 years or more 

patients gradually develop the clinical symptoms of FTD with relative 

sparing of memory. Average onset around 60, average survival time 

6 – 8 years 
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Caregiver 

problems 

Communication  

Epidemiology About 10% of fronto-temporal degeneration 

Aetiology Pathologically PPA belongs to the family of fronto-temporal 

degenerations and frequently abnormal tau is found. Localisation ? 

Diagnostic 

procedures 

Same as FTD 

Treatment and 

rehabilitation 

No specific medication.  

Language rehabilitation has not been tried 

Ongoing research  

Available services  

Further reading  

 
 

SEMANTIC DEMENTIA 
 
General outline Another peculiar language disorder with prominent impairment of 

meaning (words, objects, and faces) gradually progressing into FTD 

Synonyms  

Symptoms Starts with anomia, patients will ask for the meaning of words or 

objects and may initially appear to have a hearing disorder. Patients 

may develop routines for eating (compulsive). 

Course Gradually progressive, after 5 years developing into FTD. 

Age of onset: same as FTD; Average survival as FTD. 

Caregiver 

problems 

Communication, and sometimes aloof, rigid, repetitive behaviours of 

patients. 

Epidemiology  

Aetiology Same as PPA (heterogeneous), depends on localisation. The 

localisation of the degenerative process is left temporal bilateral ? 

Diagnostic 

procedures 

Nothing specific 

Treatment and 

rehabilitation 

 

Ongoing research  

Available services  

Further reading  
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PROGRESSIVE SUPRANUCLEAR PALSY 
 
 
General outline A rare late-life sixth decade neuro-degenerative disease 

characterised by Parkinsonism (symmetric akinesia and rigidity), 

postural instability, supranuclear gaze palsy. 

Synonyms Steele-Richardson-Olszewsky syndrome 

Symptoms The key feature is an impairment of vertical eye movements 

(supranuclear palsy), later also horizontal, accompanied by 

symmetric Parkinsonian features (akinesia and rigidity in both sides 

of the body, also in central parts = neck). 

Patients have difficulty turning their neck or to nod. 

Postural instability refers to difficulty keeping the balance, they are 

prone to falls.  

Cognitive symptoms include reduced verbal fluency, attention deficit, 

executive dysfunction, slowing of information processing, problems 

with complex and abstract thought, but still very much aware of 

what is going on.  

Non-cognitive behavioural changes include emotional lability and 

temper outburst.  

Course Motor symptoms come first and always precede cognitive changes. 

The progression is slow (5 to 10).  

Age at onset: typically over 50 

Duration of survival is 7 years 

Caregiver 

problems 

 

Epidemiology Sporadic. Prevalence estimations vary between 1.4 /100.000 (Tolosa 

– E) to 6/100.000 (NL?). 

Aetiology A progressive loss of neurons starting in the brain stem and some 

subcortical nuclei, progressing to the frontal regions of the cortex. 

Microscopic changes include tangles composed of 

hyperphosphorylated tau proteins.  

Tangles are also found in astrocytes. There are astrocytic plaques. A 

risk factor is known = the haplotype (gene combination H1H1) in 

the tau gene on chromosome 17 

Diagnostic 

procedures 

No specific tests. Brain imaging non specific.  

Poor response to Parkinsonian drugs argues against Parkinson’s. 
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Treatment and 

rehabilitation 

Usually Parkinsonian signs respond poorly to L-dopa.  

No established treatment for cognitive impairment.  

Physical rehabilitation as Parkinson’s. 

Ongoing research 

/ clinical trials 

No trials. 

Available services In the UK and in France there are PSP association.  

The National Hospital, London (Andrew Lees); France: Mme Connor;

Check European??? 

Further reading  

 
 
 
CORTICOBASAL DEGENERATION 
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General outline Rare neuro-degenerative disease with involvement of the cortex (in 

particular the frontal and parietal lobes). Deeper structures of the 

brain are also affected, in particular the basal ganglia 

Synonyms Corticobasal ganglionic degeneration 

Symptoms Asymmetric Parkinsonism (akinesia, rigidity, Alien limb syndrome), 

startle myoclonus. Cognitive symptoms are similar to PSP, frontal-

type with beavioural problems. 

Course Age at onset around 60 years 

Average survival 5 – 10 years 

Caregiver 

problems 

 

Epidemiology Similar to PSP: 2-6/100.000 

Aetiology Sporadic. A degeneration affecting many subcortical nuclei and 

spreading into the neocortex in the frontal and parietal areas with 

an aggregation of tau protein in affected areas within neurons and 

in astrocytes. Genetic risk factor is H1H1 in the tau gene 

Diagnostic 

procedures 

Clinical features. Nothing else. 

Treatment and 

rehabilitation 

Motor symptoms usually unresponsive to L-dopa (Parkinson drugs). 

Ongoing research 

/ clinical trials 

 

Available services  

Further reading  
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HUNTINGTON’S DISEASE 
 
General outline A prototypic mono-genic disease caused by abnormal repetition of 

DNA sequences and causing a progressive motor disorder 

accompanied by behavioural disturbances and cognitive impairment 

which eventually develops into dementia 

Synonyms Huntington’s Chorea 

Symptoms Key features of Huntington’s disease are hypotonic hyperkinesia 

(involuntary, exaggerated movements of the limbs) and hyopotonic. 

After few years, patients are unable to walk and to sit.  

Psychiatric symptoms include delusion, hallucinations, aggressivity, 

impulsiveness, personality changes, unsocial and obsessive 

behaviour.  

Cognitive impairment is frontal type including reduced verbal 

fluency, impaired executive functions and  particular memory 

problems. 

Course Early onset: 30 – 40 (within families, onset becomes earlier every 

generation) 

Rapid progression of motor symptoms 

10-15 years 

Caregiver 

problems 

 

Epidemiology 5 –10 / 100.000 

Aetiology Huntington’s disease is a monogenic disease. It runs in families. 

There is degeneration in subcortical nuclei, due to the toxicity 

induced by the abnormal repetition of DNA sequences (triplets). 

Diagnostic 

procedures 

Reliable genetic tests: 99 per cent precise.  

Borderline cases  

Treatment and 

rehabilitation 

Symptomatic treatment; neuroleptics for psychiatric symptoms; 

safety precautions  

Ongoing research Brain grafts, injection of fetal brain cells into subcortical nuclei 

Available services Huntington Disease Association in many European countries, 

European HD Association 

Further reading  
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MOTOR NEURON DISEASE 
 
General outline Familial or non-familial form 

A degeneration of the cells of the spinal cord extending to the 

frontal cortex (Brodman area 4) 

Affects motor neurones, then later also motor neurones in brain 

Synonyms Amyotrophic lateral sclerosis (ALS), Lu Gehrig’s disease 

Symptoms Key features: motor symptoms (weakness of extremities, people 

tend to drop objects and to stumble, fasciculation of muscles (also 

affecting the tongue) – lead to secondary motor problems (problems 

with breathing and swallowing, frequent choking problems) precede  

psychiatric symptoms which are similar to fronto-temporal dementia.

Often presence of depression (patients are aware of their physical 

handicap). 

Course Rapidly progressing ( 2 – 4 years) from diagnosis 

Age of onset: variable starting with 30, mainly in the elderly 

Caregiver 

problems 

Similar to CJD due to rapid progression and number of physical 

problems arising.  

Depression of patient. 

Epidemiology Equally rare in males and females 

Aetiology May be sporadic and familial. Familial cases are autosomal dominant 

and are associated with mutations on the SOD superoxidase 

dismutase gene on Chromosome in some families ?  

The gene function is not clear. The enzyme SOD aggregates in 

familial cases. Etiology of the sporadic form is unknown. 

Diagnostic 

procedures 

EMG reveals deficits fibrillation.  

In cases with familial aggregation, a genetic test may be performed 

looking for mutations in the SOD gene.  

Treatment and 

rehabilitation 

Treatment is symptomatic, but no cure. 

In the final stage, assisted breathing, tube feeding – patients in late 

stages often in emergency wards 

Ongoing research 

/ clinical trials 

Several treatments have been tried, including antioxidants, but no 

significant effects have been found 

Available services Motor Neuron Association in the UK 

Check for European counterpart  
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Further reading  

 
 
 
ARGYROPHILIC GRAIN DISEASE 
 
General outline New disease which is not fully characterised. 

A late-onset form of dementia characterised by neuro-degenerative 

process, which affects especially the limbic structures (amygdala, 

hippocampus, temporal cortex).  

It is named after silver-staining grains within neurones. There are 

also coiled structures within neurones. 

Synonyms Brach’s disease??? 

Symptoms Behavioural disturbances (personality changes and emotional 

disorders with aggression, ill-tempered) precede memory failure and 

decline. 

Clinically it is hard to distinguish from late-onset AD with behavioural 

problems 

Course Age of onset: mostly 80+ 

Slowly progressive: 4-8 years 

Caregiver 

problems 

Same as in AD, prominent behavioural problems as mentioned. 

Epidemiology 5% of AD: 2.5/10.000 

Aetiology Neuro-degeneration likely associated with dysfunction of tau protein. 

The grains are composed of abnormally phosphorylated tau proteins 

with 3 repeats 

Diagnostic 

procedures 

Almost impossible to distinguish with LOAD with BP. 

A post-mortem diagnosis to distinguish with LOAD. 

Treatment and 

rehabilitation 

No specific information 

Ongoing research Continued research on tau. 

Available services  

Further reading  
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ATAXIA 
 
General outline  

Synonyms  

Symptoms  

Course  

Caregiver problems  

Epidemiology  

Aetiology  

Diagnostic procedures  

Treatment and 

rehabilitation 

 

Ongoing research / 

Clinical trials 

 

Available services  

Further reading  

 
 
 
 

2. INFECTIOUS DISEASES 
 
 

Human prion diseases 
 
 
General outline: A group of diseases associated with abnormally folded prion protein 

including: 

• Creutzfeld-Jakob disease 

• Gerstmann-Sträussler syndrome 

• Fatal Familial insomnia 

• Kuru 
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CREUTZFELDT JACOB DISEASE 
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General outline  

Synonyms CJD Most frequent Human prion disease (Kuru, Gerstmann) 

Classical sporadic CJD 

Iatrogenic CJD 

Familial CJD 

Variant CJD (affects younger people) 

Symptoms Classic form of CJD: initial neurological symptoms including 

ataxia, visual difficulty (optical ataxia), in addition a rapidly 

progressive dementia featuring memory, orientation, 

language, praxis impairment leading to severe impairment 

of activities of daily living. Variant CJD features psychiatric 

symptoms including withdrawal, mood swings preceding the 

occurrence of neurological symptoms, unsteadiness on the 

feet, coordination difficulty, later language and word finding 

difficulty. Eventually they become demented.  

Course Sporadic: 6 month to a year; Onset: 65-70 

Variant: Onset – Average age 28, rare cases 16-78 

Caregiver problems Caregiver requires special and quick support, because the 

disease is extremely distressing; the support needs to be 

intensive, multidisciplinary and coordinated. 

Epidemiology 1 / 1.000.000 

Variant form: 120 cases in UK, 4 in France, 1 in Italy.   

Heredity One form familial – mutation in prion protein 

GSS: genetic also mutation in prion protein 

Aetiology An abnormally folded protein called prion protein is involved 

in the spreading of the neuro-degeneration. Mechanism of 

neuro-degeneration should be explained in the different 

variants of the disease. Mutation in the prion protein gene 

in familial forms.  

Diagnostic procedures Classic form: In the CSF proteins of neuronal origins are 

significantly elevated (14/3/3). Tau protein in the CSF is 

also dramatically increased. In part of the patients the EEG 

shows typical tri-phasic complexes. CT, MRI, and PET / 

SPECT are non-specific.  
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Variant form: Tonsil biopsy demonstrates presence of 

prions in the lymphatic system. MRI shows typical changes 

in the variant (which). 

Treatment and 

rehabilitation 

None so far 

Ongoing research / 

Clinical trials 

Number of clinical trials in UK 

Vaccination being examined as possible strategy 

Available services CJD Network 

National CJD Surveillance Unit in Edinburgh 

Special funding available for care and information in UK 

Units: Prion Clinic, Paddington, London 

National CJD Surveillance Unit in Rome 

CJD Network in France 

Also in Germany 

Further reading  

 
HIV 
 

General outline HIV can have a direct effect on the brain, but the majority 

of patients with HIV do not develop dementia.  

Synonyms AIDS-dementia complex (ADC) 

HIV dementia 

HIV-related brain impairment 

Symptoms Forgetfulness, difficulty with concentration, apathy, mood 

swings, hallucination 

Course  

Caregiver problems  

Epidemiology   

Heredity  

Aetiology  

Diagnostic procedures  

Treatment and 

rehabilitation 

 

Ongoing research / 

Clinical trials 

 

Available services  

Further reading  
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SYPHILIS 
 

General outline Syphilis was the leading cause of psychiatric illness 100 

years ago. Now it is rare but it is still around. It is one of 

the rare treatable and preventable cause of dementia.  

 

Synonyms AIDS-dementia complex (ADC) 

HIV dementia 

HIV-related brain impairment 

Symptoms Forgetfulness, difficulty with concentration, apathy, mood 

swings, hallucination 

Course  

Caregiver problems  

Epidemiology   

Heredity  

Aetiology Treponema pallidum 

Diagnostic procedures Laboratory test, blood and CSF, VDRL, shows the presence 

of the agent 

Treatment and 

rehabilitation 

Penicillin 

Preventable and curable 

Ongoing research / 

Clinical trials 

 

Available services  

Further reading  
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3. METABOLIC DISEASES 
 

THYROID DISORDERS:  
 

 
General outline Another treatable cause of dementia. An under active 

thyroid can lead to dementia. 

Synonyms  

Symptoms Very slow – often depressed 

Problems in executive functions 

Lethargy and slowing of cognitive functions 

Fatigue 

No language problems or orientation difficulties 

Memory often impaired at early stage, difficulty with picking 

up new information 

Course  

Caregiver problems  

Epidemiology  Mean incidence of hypothyroidism 3.5/1000/year  

(no data on dementia) 

Heredity  

Aetiology Deficit in thyroid activity 

Diagnostic procedures Often confused with early dementia 

Facial experience or physical signs 

Thyroid function tests 

Thyroid Stimulating Hormone (TSH) elevated - suspicion 

Treatment and 

rehabilitation 

Hormone replacement, must be continued over many 

months. Lifelong treatment with thyroxine.   

Treatable dementia. 

Ongoing research / 

Clinical trials 

 

Available services  

Further reading  

 

- 25 - 



Rare Forms of Dementia Project                                                                           Annex 2 

 
 
4. TRAUMATIC DISEASES 
 

HEAD TRAUMA   
 
General outline From boxers and football players it is known that repeated 

head trauma may lead to dementia. Case control studies 

have confirmed that head trauma is a risk factor for 

dementia, particularly for AD. Most probably, head trauma 

causes additional brain damage. It speeds up the disease 

process.  

Synonyms Dementia Pugilistica 

Boxer’s dementia, also footballers (UK – old leather balls)! 

Symptoms  

Course Earlier onset 

Caregiver problems  

Epidemiology  

Aetiology Additional brain damage 

Lesions of AD for dementia Pugilistica 

Diagnostic procedures  

Treatment and 

rehabilitation 

No data, no studies. Stop exposure to trauma. 

Ongoing research / 

Clinical trials 

 

Available services  

Further reading  
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5. TOXIC DISEASES 
 
ALCOHOLIC-RELATED DEMENTIA 
 
General outline It is increasingly recognised that there are a spectrum of 

disorders called either Alcohol Related Brain Disorder(ARBD) 

or Alcohol Related Brain Injury(ARBI) which merge into 

each other or overlap.(Jacques & Stevenson 2000) Also 

there has been debate over whether the concept of 

alcoholic dementia is valid, because there is no recognised 

microscopic pathology (Victor 1994) whereas with 

Wernicke-Korsakoff syndrome distinct pathology is 

observable.  Wernicke's encephalopathy is an acute 

neurological illness caused by severe deficiency of  the 

vitamine thiamine (vitamine B1). Korsakoff's syndrome is 

now considered to be the psychiatric manifestation of 

Wernicke's encephalopathy. In recognition of this link the 

common terminology Wernicke-Korsakoff syndrome is used 

to describe  both the acute and chronic effects of the 

condition. (Crowe 1999) 

Not dementia proper (more amnesia) 

Synonyms  

Symptoms The major symptom of KS is a continuous amnestic 

syndrome, not dementia proper. However, patients with KS 

may show apathy, slowness of thought and poor 

registration which may come close to dementia or cross the 

border to dementia. Patients tend to fill their memory gaps 

with confabulations. Memory disorder is both anterograde 

and retrograde. The retrograde deficit may span 20 years or 

more. 

Course Stable if drinking is stopped (CHECK!) 

Wernike’s encephalopathy: Mortality: Unless it is treated: 

10-20% 

Of patients who survive, 80% develop WKS 

Ratio Men/women: 1.7/1 

Men drink more! 

Caregiver problems  
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Epidemiology ARBD are proved difficult to estimate! 

NL: 48/100,000 
Australia: 6.5/100,000 

Aetiology The main cause is chronic alcohol abuse which results in 

severe and long-lasting deficienty of thiamine (vitamine B1). 

No evidence on genetic causes.  

Diagnostic procedures  

Treatment and 

rehabilitation 

Wernicke’s encephalopathy is a medical emergency. 

Treatment is thiamin substitution. Memory rehabilitation / 

memory therapies may be of some benefit. Referral to 

drinking cessation programmes is a key step. 

Ongoing research / 

Clinical trials 

 

Available services  

Further reading  
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6. RARE VARIANTS OF COMMON CAUSES OF DEMENTIA 

 
 
 
FAMILIAL AUTOSOMAL DOMINANT AD 
 
 
General outline AD usually of early onset with genetic transmission in families.  

Almost 100% penetrance, transmission to 50% of children (General 

intro on genetics in beginning) 

Synonyms Monogenic AD 

Symptoms In contrast to sporadic AD, FAD may have an atypical presentation 

at onset (visual problems, acalculia, ataxia) with memory and 

orientation problems developing later 

Course More rapid than in sporadic AD 

Average survival 4 – 8 years 

Since patients are younger, mortality is much higher (reduction of 

life expectancy!) 

Caregiver 

problems 

Problems with young dementia patients: to explain to children, 

financial problems, professional problems,… 

Lack of services  

Epidemiology Represent 0.3 % of all AD, equal to 0.15/10.000 

Etiology Mutations in three major genes: APP (10 families), PS1 (70 + 

families), PS2 (8 families). All known mutations alter the metabolism 

of APP and increase the production of beta amyloid and the 

deposition 

Diagnostic 

procedures 

Genetic tests are available in the context of counselling 

Treatment and 

rehabilitation 

Same as in sporadic AD. No information on response rates. Usually 

these patients are not included in clinical trials 

Ongoing research The discovery that all mutations causing AD alter the APP 

metabolism have initiated intensive research into potential treatment 

approaches including the amyloid vaccination, secretase inhibitors 

Available services Alzheimer’s Associations in various countries provide special 

counselling, caregiver groups, and patient groups (NL) for young 

patients 

Further reading  
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CADASIL (CEREBRAL AUTOSOMAL DOMINANT ARTERIOPATHY 
WITH SUBCORTICAL INFARCTS AND LEUKOENCEPHALOPATHY) 
 
General outline A disease of the endothelium in small vessels giving rise to small 

subcortical infarcts and hemorrhages as well as extensive white 

matter changes  

Synonyms Hereditary multi-infarct dementia 

Symptoms In contrast to the common forms of vascular dementia, patients 

usually are not hypertensive. Migraine attacks with aura (visual 

misperceptions) precede the onset of cognitive impairment. 

Cognitive impairment / dementia is different form AD  

Course Stepwise decline in cognitive ability associated with minor strokes 

and persistent focal neurological symptoms 

Caregiver 

problems 

As in vascular dementia 

Epidemiology  

Etiology Mutations on NOTCH-3 gene cause inclusions in the smooth arterial 

muscles, the arterioles walls are thickened which impedes blood 

supply of the subcortial brain areas 

Diagnostic 

procedures 

MRI demonstrates lacunar infarcts and leukoencephalopathy. Skin 

biopsy to demonstrate granular osmiophilic material. Genetic test 

Treatment and 

rehabilitation 

Anticoagulant treatment ? 

Ongoing research  

Available services  

Further reading  
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CEREBRAL AMYLOID ANGIOPATHY 
 
General outline A rare form of cerebrovascular dementia caused by amyloid deposits 

in small-vessel walls which give rise is hemorrhage 

Synonyms  

Symptoms A combination of neurological and psychopathological symptoms 

Course Stepwise progressive, hemorrhages cause neurological symptoms, 

which type? 

Caregiver 

problems 

As with vascular dementia 

Epidemiology  

Etiology Several mutations on the APP gene on Chromosome 21 identified in 

Dutch families 

Diagnostic 

procedures 

Imaging (MRI) to demonstrate the multiple hemorrhages. Genetic 

test 

Treatment and 

rehabilitation 

 

Ongoing research  

Available services  

Further reading  
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7. OTHER RARE DISEASES CAUSING DEMENTIA 
 
NORMAL PRESSURE HYDROCEPHALUS 
 
 
General outline It occurs when an obstruction in the normal flow of 

cerebrospinal fluid causes pressure to build up in the tissues 

of the brain. 

Synonyms  

Symptoms Difficulties with walking (small-gait, ataxia, difficulty with 

balance), urinary incontinence, subcortical dementia. 

Language problems are not prominent.  

Slowing of thought, apathy. 

People at risk: meningitis, head injury 

Course  

Caregiver problems  

Epidemiology  

Aetiology  

Diagnostic procedures CT or MRI shows enlargement of the ventricles without 

sulcal enlargement. The usefulness of spinal taps is 

controversial. 

Treatment and 

rehabilitation 

People with meningitis, encephalitis, or head trauma are 

more likely to develop NPH. The condition can be treatable 

by operation. A tube is inserted in the ventricular space and 

voided into the peritoneal space. The operation is not 

always effective, the earlier the better.  

 

Ongoing research / 

Clinical trials 

 

Available services  

Further reading  
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MULTIPLE SCLEROSIS 
 
General outline MS is a frequent neurological disorders but rarely causes 

dementia. 

Synonyms  

Symptoms Neurological symptoms include visual and motor symptoms 

according to the disease foci in the brain. Presumably there 

is not one type of dementia / cognitive dysfunction in MS. 

Course  

Caregiver problems  

Epidemiology  

Aetiology  

Diagnostic procedures  

Treatment and 

rehabilitation 

 

Ongoing research / 

Clinical trials 

 

Available services  

Further reading Articles by DeSouza and Feinstein 
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Final document 
 
The final document will be made up of : 

• Description of +/- 20 diseases (SEE ANNEX 1 FOR THE TEMPLATE): 

o Each disease’s description will NOT have to exceed 2 A4 pages 

o The “further reading” section will have to present 5 references 

• General introduction on: 

o Explanation of human brain 

o Explanation of “dementia” in general: definition and concepts 

o Treatment and management: drugs, therapies and caregiving issues 

o Explanation on diagnostic procedures 

o Genetic testing 

o Glossary 
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Distribution of tasks 
 
Groups Diseases Person in charge : 

Lewy body spectrum Kurt Jellinger 

Frontotemporal degenerations André Delacourte 

Progressive supranuclear palsy André Delacourte 

Corticobasal degeneration André Delacourte 

Argyrophilic grain disease Kurt Jellinger 

Multiple system atrophy André Delacourte 

Motor neuron disease Giuliano Binetti 

Ataxia Giuliano Binetti 

1. Degenerative diseases 

Huntington’s disease Giuliano Binetti 

Human prion diseases Clive Evers 

HIV Jos Van der Poel 

2. Infectious diseases 

Syphilis Alexander kurz 

Thyroid disorders Clive Evers 

Cerebral lipoidosis Alexander kurz 

3. Metabolic diseases 

Metachromatic leukodystrophy Alexander kurz 

4. Traumatic diseases Repeated head trauma Alexander kurz 

5. Toxic diseases Alcoholic dementia Jos Van der Poel 

Monogenic Alheimer’s disease Giuliano Binetti 

CADASIL and other rare forms of VaD Kurt Jellinger 

6. Rare variants of 

common causes of 

dementia Amyloid angiopathy Kurt Jellinger 

Multiple Sclerosis Clive Evers 7. Other rare diseases 

causing dementia Normal Pressure Hydrocephalus ?????????? 

General Introduction Explanation of human brain André Delacourte 

 Genetics Jos Van der Poel 

 Explanation of diagnostic techniques Giuliano Binetti 

 Dementia - Definitions – Concepts 

(Neurodegeneration) 

Alexander kurz 

 Glossary Sandrine Lavallé 

 Treatment and Management (Drugs, 

Therapies and Caregiving issues) 

Clive Evers 
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Time plan 
 

Mid April 2003 

• To complete the dataset 

• All the participants have to send to Sandrine Lavallé their information 

 

End of April 2003 

• Circulation of documents to all participants (by Sandrine Lavallé) 

 

17-18 May 2003 - 2nd Rare diseases Meeting  

• Completion of dataset and case examples 

• Possibility of including other rare forms of dementia 

• Document: possibility of inserting images – Discussion on the format 

 

End of June 2003 

• Language editing and evaluation by users (carers and/or patients) 

 

July 2003-01-22 

• Approval of the final document by the participants 

• Submission of the Final document to the European Commission 

 



This report was produced by a contractor for Health & Consumer Protection Directorate General and represents the views of the
contractor or author. These views have not been adopted or in any way approved by the Commission and do not necessarily
represent the view of the Commission or the Directorate General for Health and Consumer Protection. The European
Commission does not guarantee the accuracy of the data included in this study, nor does it accept responsibility for any use made
thereof.
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