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Introduction Recent advances have revolutionised the identi-
fi cation of genes underlying common diseases. For rheumatoid 
arthritis (RA), over 20 genes have been identifi ed to associate 
to disease susceptibility. The strongest of these genetic asso-
ciations is with particular genes within the human leucocyte 
antigen (HLA) region. To date, however, little is known about 
underlying relations between genes on a genetic level, which 
provides more insight into biological pathways involved. In 
the current study the authors investigated this for the strongly 
associated HLA region in a North American Native popula-
tion. This population has a high RA prevalence rate with mul-
ticase families and, most importantly, a high prevalence of 
shared epitope alleles in the background population.
Methods RA gene polymorphisms, identifi ed previously,1 
were genotyped in 333 North American Native RA patients, 
295 fi rst degree relatives and 490 unrelated controls. HLA-
DRB1 alleles were tested by sequencing. Allele distribution 
was analysed using a χ2 test with one degree of freedom and as 
interaction criteria departure from multiplicative effects was 
used. Signifi cant associations were tested for replication in a 
Dutch RA population (n=918) and controls (n=1309).
Results A signifi cant association was detected for MMEL1-
TNFRSF14 in the Native American population (OR 1.45, 95% 
CI 1.09 to 1.94, p=0.009), with a signifi cant association in the 
shared epitope positive group and not in the shared epitope 
negative group (OR 1.66, 95% CI 1.20 to 2.30, p=0.002 and 
OR 0.85, 95% CI 0.47 to 1.55, p=0.60, respectively). Analysis 
in the Dutch population demonstrated a similar trend in RA 
association (shared epitope positive group: OR1.31, 95% CI 1.0 
to 1.70, p=0.04; shared epitope negative group: OR 1.11, 95% 
CI 0.81 to 1.53, p=0.51), but signifi cant statistical evidence for 
interaction could not be established.
Conclusion In the current study the authors demonstrate 
a novel interaction between the HLA region and MMEL1-
TNFRSF14 in a Native American population, with a similar 
trend in a Dutch population of RA patients. This interaction is 
particularly important since shared epitope alleles are highly 
present in the Native American population, yet most individu-
als stay disease free. This fi nding might give more insight into 
biological pathways involved in disease and therefore give rise 
to future therapeutic targets.
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