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Interpreting a point mutation using
NMR-derived structural ensembles
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Calculations

* MUMO method [1]
* As implemented in GROMACS 3.3.1
[2,3]

Conclusions

» Atomic-level picture of dynamics

* Pronounced differences at higher
temperature

 D9E mutation decreases helicity

 DOE mutation affects contacts
between N- and C-terminus

Plans & ongoing research

» Larger ensembles to address
correlated motions

e Efforts to make ensembles more
complient with experimental data

* Analyse the changes in residue-
residue contacts in more detall

Residue-residue contacts
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Changes in close (< 7.5 A) Ca-Ca contacts
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» Tc5h: 20-residue Trp-cage structure

e Trp6 + Tyr3: "hydrophobic core”

 D9E mutation perturbes the
Asp9-Argl6 salt bridge
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- Average NMR structures

~at 282K: minute changes

- only

Asp9/Glu9

Changes In closest residue-residue contacts
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Correspondence to
experimental data [4]
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Secondary structure
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