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Martinez-Frias,  however, reported two cases of postaxial 
polydactyly as result of valproic acid mono therapy (one) and 
valproic acid in combinat ion with carbomazepine (one) [1]. It  
is not  clear whether these children had associated anomalies. 
Polydactyly must be added to the spectrum of limb defects 
caused by valproic acid. In our patient  as in most patients also 
the preaxial side of the upper l imb is involved. The mechanism 
of this predilection is unclear. 
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Sir: Methylmalonic aciduria (MMA) is an inborn  error of me- 
tabolism affecting the degra,dation of the aminoacids valine, 
isoleucine, methionine and threonine,  of cholesterol and of 
odd-numbered long-chain fatty acids (OLCFA).  Acute epi- 
sodes of metabolic decompensat ion manifest with vomiting, 
drowsiness, ketoacidosis and hyperammonaemia.  Persistent 
neurological signs, mainly extrapyramidal, have been reported 
in some patients with M M A  [3, 4-6]. 

We observed a patient  with M M A  diagnosed at the age of 
3 weeks by highly elevated urinary concentrations of methyl- 
malonic acid (11 tool/tool creat). Enzyme studies in cultured 
flbroblasts indicated a rout 0 genotype. His dietary intake of 
natural  protein was 0 .8-1 .2g/kg per day and carnitine was 
supplemented in doses of 50-100 mg/kg per day. During meta- 
bolic equil ibrium urinary methylmalonic acid excretion ranged 
between 0.5 and 22 mol/mol creatinine (mean value = 10.5 tool/ 
mol creatinine, n = 14). Unti l  7 years of age he had nine epi- 
sodes of metabolic decompensat ion characterised by vomiting, 
refusal to take oral fluids and metabolic acidosis. Laboratory 
findings during these episodes included mildly decompensated 
metabolic acidosis, plasma concentrat ions of ammonia  and lac- 
tic acid were mildly elevated on one occasion. Urinary  methyl- 
malonic  acid excretion ranged be tween  12 and  23 mol /mol  
creatinine (mean value = 17.6mol/mol creat, n = 7). A n  epi- 
sode at the age of 36 months was the only one to be accom- 
panied by reduced consciousness without neurological signs. 
Methylmalonic acid excretion was 20mol /mol  creatinine. 
Brain MRI  at the age of 4.5 and 6.5 years revealed symmetrical 
lesions within the central parts of the basal ganglia (globus pal- 
lidus) (Fig. 1), These lesions were never  complicated by corre- 
sponding neurological signs. There is evidence of intellectual 

Abbreviations: MMA = methylmalonic aciduria; OLCFA = odd num- 
bered long-chain fatty acids 

Fig. 1. MR image (1.5 Teslar superconductive magnet system) of a 4.5-year- 
old boy with MMA: left demonstrating symmetrical areas of low signal in- 
tensity within the central portions of the basal ganglia (globuls pallidns) on 
Tl-weighted partial saturation spin echo and inversion recovery pulse se- 
quences; right demonstrating high signal intensity areas, isointense to cere- 
brospinal fluid on proton density and T2-weighted images 

develomental  delay: At  the age of 6.5 years his IQ (Snijders- 
Oomen  [P]) was 68. 

Lesions of the basal ganglia with corresponding neurologi- 
cal, mainly extrapyramidal signs have been demonstrated in 
other patients with M M A  [1, 3-6].  So far they were thought to 
result from acute, stroke-like events during episodes of meta- 
bolic decompensation.  However,  our patient never demon- 
strated extrapyramidal signs and there has been no clinical evi- 
dence of a stroke-like event during the episodes of metabolic 
decompensation.  This suggests that the damage to the basal 
ganglia results from a chronic process rather than from an 
acute one. Accumulat ion of O L C F A  within the basal ganglia 
was demonstrated in a patient with a vi tamin B12-dependent 
type of M M A  [5]. In  our patient high urinary excretion of 
M M A  occurring even during states of metabolic equilibrium 
reflects poor metabolic control. This should lead to accumula- 
tion of O L C F A  [7] which might be a reason for the chronic 
damage to the basal ganglia. We conclude that MRI  should be 
performed in all patients with M M A  even if there are no signs 
of neurological involvement. In patients with lesions, metabolic 
control should be carefully re-evaluated. Aggressive t reatment  
monitored by additonal parameters such as quantitative deter- 
mination of urinary MMA and of OLCFA in blood lipids should 
be initiated in order to avoid neurological deterioration caused 
by further progression of these lesions. 
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