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Associations between alleles of the human TNFa and TNFB genes and severity of disease during malarial and other
infections m a Sri Lankan population has been studied, Patients were categorised as  having either (1)
uncomplicated malaria (i) severc and complicated malaria, or (iii) scvere and complicated non-malarial infections by
using a previously validated numerical scoring system based on WHO criteria. For all the patients, as well as a group
of matched healthy controls, TNFa and TNFB allelic types were identified using the polymerase chain reaction, allele-
sperific oligo-nucleotide probing and Restriction Fragment Length Polymorphism techniques. The results revealed that
mdividuals carrying a TNFa*2 allele, mainly of the heterozygous genotype (TNFa*1,*2), were at 2 to 3 times the risk
of developing severe discase, of either malarial or other infectious origin, compared to those without TNFa*2 i.e. of the
TNFa*1,*1 homozygous genotype. However, the increased risk of severe disease associated with a TNFa*2 allele
occurred only when the TNF*2 allele was present in the genetic background. The combination of these 2 alleles
fogether conterred an approximately 10 fold higher risk of severe disease compared to any genotype from which either
one of the alleles was absent. Thus, a strong genetic predisposition o the severe manifestations of malarial and several
other infectious diseases arises in the simultaneous presence of the TNFa*2 and the TNFR*2 alleles,



