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================== Table [1](#T1){ref-
type="table"} shows that the standard deviations of
*K*~m~ and *V*~max~ parameters for both
sirtuins are moderately large, suggesting that the
catalytic activity of these proteins is quite variable.
The value of *K*~m~ of SIRT5 is 3.5-fold lower than
the value obtained for SIRT1, which is in good
agreement with its reported activities on acetylated
H3/H4 peptides (Zhao et al., [@B92]). A question
emerges about the influence of the acetylation state
of the substrate on the catalytic activity of sirtuins.
For instance, the study of SIRT1 activity on H3
peptides, acetylated or non-acetylated, showed that
acetylation of the lysine 3 on histone H4 strongly
reduces its activity (Poirot et al., [@B69]). One
might expect that an acetylated substrate would be
a more favorable partner for SIRT5 activity than an
unacetylated one. In fact, the study of the effect of
methylation on the activity of sirtuins has revealed



that the stimulatory effect of the type I (K193) and II
(K146, K147) lysine methylation on sirtuin activity is
less potent when the substrate is acetylated (Leuner
et al., [@B43]). These studies further suggest that
SIRT5 and, potentially, other sirtuins share with
other members of this protein family the ability to
recognize particular histones as substrates. Given
that most histone PTMs are introduced to chromatin
during transcription, histone PTMs play a major role
in determining the locus specificity of sirtuin activity
(Figures [4](#F4){ref-type="fig"}, [5](#F5){ref-
type="fig"}). Since these effects are compounded by
the dynamic nature of histone modifications
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