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Lorenzo goes to Hollywood 

"* * * * 

How's this for an idea for a movie storyline? 
A wealthy couple discover that their young son has 
a fatal hereditary disease for which there is no 
known cure. But despite having no prior medical 
or scientific knowledge, theyembarkon extensive 
research, organize symposia and against 
incalculable odds devise and market a simple 
mixture that becomes a vital tool to help treat their 
affected son and many others like him. Sound a 

little far-fetched? Indeed, but 

This is probably the first 
truth, they say, is stranger than 
fiction, and based on the above 
true story, Universal Pictures has 
just released the film Lorenzo's 
Oil, which opened across the 
United States last month and will 

- and last - Hollywood 
picture to grapple with the 
complexities of fatty 
acid metabolism. " 

shortly be released elsewhere. 
The disease that struck 5-year-old Lorenzo Odone 

in 1983 was adrenoleukodystrophy (ALD ), a disorder 
of peroxisomes (small cellular organelles) 
characterized by deficiencies in the P-oxidation of 
very long chain fatty acids (VLCF As), causing them 
to accumulate in the brain white matter and destroy 
the myelin sheath that surrounds the neurons. Apart 
from being genetically heterogeneous- most cases 
are X-linked but there is a rare autosomal neonatal 
form ofALD, which closely resembles the archetypal 
peroxisomal disorder, Zellweger syndrome 
(including neurologic defects and death in early 
childhood) - ALD exhibits many different 
phenotypes. The most severe cases affect young boys 
such as Lorenzo, who suffer seizures and disturbances 
of speech and movement, leading to paralysis, 
deafness and sometimes blindness. However, 
members of the same family can be either mildly 
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affected with just adrenal insufficiency (Addison's 
disease), or severely ill, compounded byneurological 
deterioration. About a quarter of cases have 
adrenomyeloneuropathy (AMN), a slowly 
progressive variant that affects adults with little orno 
cerebral impairment or effect on lifespan. The cause 
of these curious differences is unknown- it may be 
due to immunological factors, for example, or 
possibly a modifying autosomal locus. 

As the central defect involves fatty acid 
metabolism, the likely candidate gene was long 
suspected to be the enzyme lignoceroyl-CoA ligase, 
especially as its activity is deficient in ALD 
fibroblasts . The enzyme has yetto be purified, but 
there is evidence that its gene is not X-iinked, 
suggesting that a defect in this gene is not the 
primary genetic lesion. 

More concerned with the immediate fate of 
their son after his diagnosis than the long-term 
questto identify the mystery ALD gene, Lorenzo's 
parents, Augusto and Michaela, decided to take 
on the rather cautious medical establishment. In 
October 1984 they funded a meeting of38 experts 
at the first ALD conference in Baltimore, that had 
been organized by Hugo Moser, director of the 
Kennedy Krieger Institute in Baltimore and a 
leading authority on ALD. The highlight of the 
gathering was the suggestion from William Rizzo 
that oleic acid ( C
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,
1

) might have a beneficial effect 
in lowering VLCFA levels in ALD tissues (Rizzo, 
W.B. et al. Neurology 36, 357-361; 1986). After a 
long search, the Odones finally located a supplier 
of an edible form of oleic acid and tested it, first on 
Michaela's sister, Deirdre, and then Lorenzo. 
Although his fat levels were soon reduced by half, 
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