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ANSWERS
1. DNA analysis for Fragile X premutation, which in 
this case revealed 74 repeats (normal < 46)
This is a recently identifi ed tremor/ataxia disorder presenting 
in older (over 50) men. The tremor is described as an intention 
one, although in this case it looked very much like essential 
tremor. The gait ataxia however raised suspicion that this was 
more than simple essential tremor. Other described features 
are memory loss, executive function defi cits, cognitive de-
cline, parkinsonism features, peripheral neuropathy, lower 
limb proximal weakness and autonomic dysfunction. This pa-
tient responded very well to primidone after other anti tremor 
agents failed, but his ataxia has slowly deteriorated. Referral 
for genetic counselling is advised where appropriate.
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2. 
Her neurophysiology was consistent with slow channel dis-
ease, one of the rare genetic myasthenic syndromes. Unlike 
the other genetic myasthenias, the mode of inheritance is 
usually autosomal dominant, although a family history is 
often not identifi ed. A mutation affects one of the acetylcho-
line receptor subunits (usually in the alpha subunit) leading 
to prolonged opening of the channel. This leads to excessive 
calcium ingress post-synaptically and a characteristic patho-
logical appearance of so-called end-plate myopathy. Confi r-
mation of the diagnosis is at the DNA level. 

Immunosuppression and anti acetyl cholinesterase drugs 
are ineffective, but some patients may respond to quinidine.
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3.
(a) The girl has dialeptic seizures (staring spells) which are 
usually primary generalized absence seizures. However, 
some patients with focal epilepsy, particularly those with 
frontal lobe or parietal lobe epilepsy, can occasionally have 
clinically identical seizures.  In this patient, even though she 

had generalized 2-3 Hz spike slow wave discharges, there was 
an initial onset or, at times, predominance (higher amplitude) 
of the discharges in the right posterior quadrant. 
(b) She should have brain imaging to rule out a lesion in the 
right parietal and, or, right frontal regions. 
(c) The most useful anti-epileptic drugs (AEDs) are those 
effective against both partial and absence seizures such as 
valproate and lamotrigine rather than those effective against 
just one type such as ethosuximide and carbamazepine.  The 
latter may exacerbate these seizures, probably by increasing 
secondary bilateral synchrony. It can also exacerbate pri-
mary generalized seizures. Ethosuximide is effective against 
primary generalized seizures that have different underlying 
mechanisms than secondary generalized seizures. 
(d) If therapy with AEDs fails, then the next step is to look 
harder for a focal lesion. The MRI of this patient did in fact 
show a right posterior quadrant parietal capillary haemangi-
oma consistent with a Sturge-Weber type lesion (see Fig. 1, 
arrows point to contrast enhancement of the lesion, contrast 
was necessary to fully appreciate the extent of this haemangi-
oma). The patient did not have a facial haemangioma.
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