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Baking is a Science — from the Lab to the Tent

Chemical Biology Lab |
University of Leicester Great British Bake Off Tent!
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Histone Deacetylase (HDAC) Enzymes

* Epigenetic regulators that catalyse hydrolysis of acetyl groups from lysine residues on histones

Chromosome
Nucleus

Fibre

e 18 HDACs Identified in the human genome:

> Zinc dependent (Class |, || and V) DNA
> NAD* dependent (Class ) — aka Sirtuins (SIRTs), homologues of yeast Sir2
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J. P. Smalley et al., Molecules., 2020, 25 (19), 4934.



PROTACS — Proteolysis Targeting Chimeras
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PROTACS — Proteolysis Targeting Chimeras
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HDAC PROTAC Design
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Benzamide HDAC inhibitor
bound to HDAC2 (PDB 4LY1)

J. P. Smalley et al., Chem. Commun. 2020, 56, 4476.



HDAC PROTAC Design

Benzamide HDAC inhibitor
bound to HDAC2 (PDB 4LY1)

J. P. Smalley et al., Chem. Commun. 2020, 56, 4476.



HDAC PROTAC Design
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J. P. Smalley et al., Chem. Commun. 2020, 56, 4476.



HDAC PROTAC Design
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HDAC PROTAC Design
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PROTAC Library
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PROTAC Library
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PROTAC Library
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Potent HDAC Degrader JPS016
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J. P. Smalley et al., J. Med. Chem. 2022, 65, 564
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The Science Kitchen

* My big project going forwards — showcasing the science
of baking and cooking

* Dedicated space for creating videos, preparing
demonstrations and presentations, delivering webinars
and hosting live events ‘

« Watch this space! T ==y 7 g
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