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P> Alzheimer’s disease Research Product

R&D R&D
Ab ELISA Duoset Ab ELISA Duoset

Apolipoprotein E/ApoE H Neprilysin/CD10 H,M H,M

APP/Protease Nexin Il H RAGE H,M,R,C H,M H,M,R

APP 695+1 H H Serpin A3/a-Antichymotrypsin | H

MMP-9 H,M,P H,M,R H,M,R Serpin A3N M

Presenilin-1 H H Serpin E2/PN1 H,M

Presenilin-2 H TLR4 H,M,R

o i o

ADAMTS4 H H Calcineurin A H,M,R

Cystatin C H,M,R H,M,R H,M Calcineurin B H,M,R

FPRL1 H Z0-1 H,M,R,P

LRRTM3 H,M Z0-2 H,M,R

MMP-2 H,M,R HM,RPC | H B-catenin H,M,R H: Duoset IC
P-selectin/CD62P H,M,R H,M H,M
GSK-3 H,M,R
B-Amyloid H H

H: Human, M:Mouse, R:Rat, P:Porcine C:Canine
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P> Intoduciton to PROTACs

PROTACSs (PROteolysis TArgeting Chimeras) are bifunctional small molecules that harness the Ubiquitin Proteasome System (UPS)

to selectively degrade target proteins within cells. They represent an exciting new modality, repurposing small molecule ligands to achieve
selective degradation (knock-down) of target proteins. Moreover, they have the potential to expand the ‘druggable proteome’, since they
can be used to degrade proteins that, although bound, are not effectively inhibited by small molecules.!?
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Figure 1. Mechanism of PROTAC action. Adapted from Tinworth et a/. (2016) Med.Chem.Comm. 7 2206 tO gUIde the development prOCESS.3

P> E3 ligase ligands for PROTACs

Despite the human proteome encoding >600 E3 ligases, only a handful have been
successfully harnessed for PROTACs, mostly belonging to the RING family of E3 ligases.

Substrate

This is largely driven by the availability of small molecule ligands to E3 ligases
(summarized in Table 1).

Figure 2. Mechanism of Ubiquitin transfer for monomeric RING E3 ligase
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Table 1; Summary of small molecule E3 ligase ligands used in PROTAC R&D
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