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Highlights:

e NMR study of mutants of the catalytic domain of diphtheria toxin

e Mutation of residue 52 destabilizes the conformation of DTA

e The lack of toxicity of CRM197 results from an unstable conformation of its
catalytic domain.

Abstract

Cross-reacting-material 197 (CRM197) is a naturally occurring non-toxic mutant of
diphtheria toxin (DT) that is one of the few carrier protein used in the manufacture of
polysaccharide vaccines targeting bacterial pathogens such as Neisseria meningitidis,
Streptococcus pneumaniae and Haemophilus influenzae. A detailed explanation in

structural terms for the lack of toxicity has started to emerge with the report of the X-ray
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