THE LANCET

Inducible nitric oxide synthase (NOS2) gene
polymorphism and parasitic diseases

Javier Martin  José E Calzada Antonio Nieto

THE LANCET 42 BEDFORD SQUARE LONDON WC1B 35L UK



Inducible nitric oxide
synthase (NOS2) gene
polymorphism and parasitic
diseases

Sir David Burgner and colleagues {Oct
10, p L1%3)" report an association
bBerween 8 polymorphism  m che
promoter region of the inducible niric
oxide synthase (NOSZ) gene and the
rizk of faral cerebral malasa. This result
gecords with the findings of Kun and
cosworkers carly this year’ Alvogether
these resulss suggest that suscepribility
1 scvere  malaria feems 1o be
determined by complex peneric factors
at the WOSZ locus

W investigated whether the single
macleatide polymorphism (G-C) in the
NOR2 promorer tegion,’ which s
locared at position -994 (oot at —%0% as
previously reported, i associated widh
susceptibility 10 or severe forms of
Chagas' We included 23
patients who were serologically positve
for Chages” discase and 37 healthy
controls rom Avequipa, Peru, South
Ammerica® Patients  were  prouped
gecording 1o the presence (n=33) o
ghsence (n=32) of cardiomyopathy.’
The NOXI promoter mulalion  Was

disease.

analysed by PCR-RFLP  with
amplification-crested restweiction  site
(ACRS) for XMho 1 eosyme. A 60 bp
fragment was amplifed with 5° primer:
SLCACTTGAGCTTCAGAGCTC
and £ primer: 5'-
TGGETAGAGACTGGGTTTOAC
The mutatcd 5 pomer introduces a
restriction site for Xhe T that recogmses
the wild type allele. There 15 a natural
restriction site for Bse 1 that directly
detecte the mutation,” however, Xhoe [ s
readily available and cheaper. Analysis
of all the samples in the Peruvian
population shewed that enly the wild
Type ooourred.

Although studies show associalion
between NQE2 promoter
polymorphisms and severs malsria, the
funcrional consequences of these genetic
variations in the NOSZ expression is not
known, Given the absence of NOS2
promoter mutation i our population
where  DTrvpanasenta crusd infection 15
endemic and the important role of nitric
oxide in the defence against che
parasite,’  we  believe  that NOSZ
promoter mutation at %54 may have no
funcrional relevence. On the other hand,
Kremsner's group® repormed that this
murgtion was not tound in 100 controls,
Therefore, the WNOSZ2 polymorphisms

i

may be restricred 1o populanens
subjected 1o sclective pressure  of
Plasmodim fuleiparan, Further smadics
of distribution of the NOWZ promoter
polymorphisms in other areas or ethnic
groups where malara s also endemie
will help ro chicidate this topic.
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