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bstrate reactions

o Hexokinase has 2substrates

o ATP+Glucose [yl nase >ADP+qucose 6-phosphate

o Mechanisms:

Ternary Complex
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Ping-pongordouble displacement mechanism

O Reaction:

E+S, = Es < EP
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o We use steady state kinetics and double reciprocal plots to determine the type of mechanismina
reaction
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o Ternary complex double reciprocal plot
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Slide 6: Enzymes are subjectinhibition
o Enzymeinhibitors

molecularagents
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Figure 14-18a
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e Slide 5:Figure 14-18a
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= Interferes with catalysis

o Preventreaction

O Orslowdown reaction
= 2Classes

O Reversibleinhibitors

¢ Subclasses:
¢ Competitive
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» Undercompetitive inhibition:

» NoeffectonVmax
» Kmincreases

» When [S]is much greaterthan [I], normal Vmax

¢ Uncompetitive
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Figure 14-18a
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o lrreversible
¢ Molecularagent
¢ Will destroy catalysis
¢ Bindtoactive site (usually covalently linked)
¢ Change functiongroupin active site
O Irreversible inhibition with chymotrypsin
» Synthesizedin pancreas asinactive (zymogen)
» Function: cleaves peptide bonds
» Inactive site of chymotrypsin: catalytictriad
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DIFP diisopropylf uerophosh ade

¢ Suicideinactivator
» Akamechanism-basedinactivators
» Veryimportantindrugdesign

e Slide 8:Figure 14-12
o Graph
o Competitive inhibition

Figure 14-12
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¢ Slide9:Figure 14-13
o Graph
o Noncomptitive (parallel lines)
o Donot mixup with ping pong
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Figure 14-13
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e Slide 10: Figure 14-14
o Graph
o Mixed
Figure 14-14
e Slide11
o lrreversible Inhibition
o Seeoutline above
o Inhibitorsin medicine o)
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Inhibitors in medicine

Example of competitive inhibition

o Regulatory enzymes Regulatory enzymes
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