
UW Department of Chemistry UW Department of Chemistry UW Department of Chemistry UW Department of Chemistry ----    Analytical Sciences DivisionAnalytical Sciences DivisionAnalytical Sciences DivisionAnalytical Sciences Division    

Although proteins were once considered to be rigid structures, the 

importance of dynamics in protein func�on and dysfunc�on is now 

widely-recognized.  Informa�on about protein dynamics, par�cular-

ly in large or disordered proteins, remains difficult to obtain.  Amide 

H/D exchange mass spectrometry has matured into a well-accepted 

approach to map backbone dynamics of proteins.  This seminar will 

highlight two projects in which such measurements have contribut-

ed to a be&er understanding of protein func�on and dysfunc-

�on.  Calcineurin is an essen�al phosphatase that is auto-inhibited 

by a long, disordered region.  H/D exchange, combined with classi-

cal biophysical methods, has provided new insights into how cal-

modulin relieves this inhibi�on.  Aggrega�on is a long-standing 

problem in the formula�on of biotherapeu�cs.  We have used H/D 

exchange to obtain new insights into how stabilizers and destabi-

lizers alter monoclonal an�body aggrega�on by modula�ng protein 

dynamics.  
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