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But this still does not explain the activity of 
PGP, as it cannot mimic the ELR motif. I pro-
pose an alternate mechanism, in which the 
tripeptide binds to a site in the transmem-
brane region distinct from the chemokine 
binding sites, and subsequent conforma-
tional changes most probably parallel confor-
mational changes that occur on chemokine 
binding, resulting in shared downstream 
signaling events. Most small-molecule ago-
nists, including peptides, activate the GPCR 
receptor by binding to a site in the trans-
membrane helices6. One of the best studied 
is the tripeptide N-formyl-Met-Leu-Phe, 
and a variety of studies have shown that this 
peptide binds to a site in the transmembrane 
region7. Small-molecule inhibitors that target 
chemokine receptors including CXCR1 and 
CXCR2 receptors show no structural resem-
blance whatsoever to chemokines8, so there 
is no reason to believe that the PGP tripep-
tide must mimic the chemokine structure for 
binding CXCR1 and CXCR2 receptors.
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Weathington et al. reply:
We thank Krishna Rajarathnam for pointing out 
the two exceptions to the ‘GP’ rule. Our goal was 

to test the hypothesis that PGP acts as a specific 
neutrophil chemoattractant through an action 
on CXCR1, CXCR2 or both. We were pleased 
that he found the data supporting this hypoth-
esis compelling. Our goal was not to ascertain the 
precise site of a PGP-receptor interaction. This 
will obviously require future structure-func-
tion studies, which may or may not support the 
mechanism suggested by Rajarathnam.
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