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PROTAC® Degraders & Targeted Protein Degradation www.tocris.com/PROTA

(%S
Targeted Protein Degradation (TPD) refers to the use of heterobifunctional small molecule “degraders” (e.g. PROTAC molecules)to
achieve knockdown of target proteins within cells. PROTACS, also known as Active Degraders, consist of binding moieties for an E3
ubiquitin ligase and a target protein joined by a linker. The binding of both moieties results in the formation of a ternary complex between
target protein and E3 ligase, leading to polyubiquitination of the target protein, its recognition by the proteasome and subsequent

degradation.
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Active Degrader
-

E3 Ligase Target Protein
Ligand Ligand

Linker

Cat. No. Product Name / Activity Cat. No. Product Name / Activity
7254 ARCC 4 ) . 7255 ARCC 4 negative control
Potent and selective androgen receptor PROTAC
7256 ARV 771 NI Negative control for ARCC 4 (Cat. No. 7254)
Potent BET bromodomain PROTAC®; also degrades BRD- 6922 BSJ-Bump
tagged chimeric antigen receptors (CAR) in T cells
6356 AT 1 Negative control for BSJ-03-123 (Cat. No. 6921)
(+)-JO1 based PROTAC" with selectivity for BRD4 6155 cis MZ 1
7319 BRD PHOTAC-I-3 [\IEHY Negative C for MZ 1 (Cat. No. 6154)
Photoswitchable BET bromodomain Degrader (PHOTAC) egative Control for MZ 1 (Cat. No. 615
6921 BSJ-03-123 6939 cis-VZ 185
Selective Cdk6 Degrader (PROTAC) Negative control for VZ 185 (Cat. No. 6936)
6938 BSJ-03-204
Selective Cdk4/6 Degrader (PROTAC®) 7396 MS 154N
6937 BSJ-04-132 Negative control for MS 154 (Cat No. 7395)
Selective Cdk4 Degrader (PROTAC®)
6116 oM 11 7398 MS 39N
Homo-PROTAC for self-degradation of pVHL30 Negative control for MS 39 (Cat. No. 7397)
1219 CREN PROTAC 14a 7260 TBK1 control PROTAC® 4

Cereblon Degrader (PROTAC®)
. Negative control for TBK1 PROTAC” 3i (Cat. No. 7259)
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https://www.tocris.com/products/arcc-4_7254
https://www.tocris.com/products/arv-771_7256
https://www.tocris.com/products/at-1_6356
https://www.tocris.com/products/plus-jq1_4499
https://www.tocris.com/products/brd-photac-i-3_7319
https://www.tocris.com/products/bsj-03-123_6921
https://www.tocris.com/products/bsj-03-204_6938
https://www.tocris.com/products/bsj-04-132_6937
https://www.tocris.com/products/cm-11_6416
https://www.tocris.com/products/crbn-protac-14a_7219
https://www.tocris.com/products/arcc-4-negative-control_7255
https://www.tocris.com/products/arcc-4_7254
https://www.tocris.com/products/bsj-bump_6922
https://www.tocris.com/products/bsj-03-123_6921
https://www.tocris.com/products/cis-mz-1_6155
https://www.tocris.com/products/mz-1_6154
https://www.tocris.com/products/cis-vz-185_6939
https://www.tocris.com/products/vz-185_6936
https://www.tocris.com/products/ms-154n_7396
https://www.tocris.com/products/ms-154_7395
https://www.tocris.com/products/ms-39n_7398
https://www.tocris.com/products/ms-39_7397
https://www.tocris.com/products/tbk1-control-protac-4_7260
https://www.tocris.com/products/tbk1-protac-3i_7259
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PROTAC® Degraders & Targeted Protein Degradation

Targeted Protein Degradation (TPD) refers to the use of heterobifunctional small molecule "degraders” (e.g. PROTAC molecules) to
achieve knockdown of target proteins within cells. PROTACSs, also known as Active Degraders, consist of binding moieties for an E3
ubiquitin ligase and a target protein joined by a linker. The binding of both moieties results in the formation of a ternary complex between
target protein and E3 ligase, leading to polyubiquitination of the target protein, its recognition by the proteasome and subsequent

degradation.
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https://www.tocris.com/products/lenalidomide_6305
https://www.tocris.com/products/pomalidomide_6302
https://www.tocris.com/products/thalidomide_0652
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Targeted Protein Degradation (TPD) refers to the use of heterobifunctional small molecule "degraders” (e.g. PROTAC molecules) to
achieve knockdown of target proteins within cells. PROTACSs, also known as Active Degraders, consist of binding moieties for an E3
ubiquitin ligase and a target protein joined by a linker. The binding of both moieties results in the formation of a ternary complex between
target protein and E3 ligase, leading to polyubiquitination of the target protein, its recognition by the proteasome and subsequent
degradation.
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Tag Degrader
J

How Does TAG Degradation Work?
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TAG Degradation
Platform k %k sk k ok ok ok k sk ok %k % sk sk % %k sk %k
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Gene Knockout
e.g. CRISPR/Cas9

Gene Knockdown
e.g. RNAi
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CA i) Db BAmmmEmREL (MV4;11) dTAG-13D¥ 5l : W 7 25— DDA FER
WEFE D BEREREST (IP) 5 IER - HIBoEE % R

Day.0 Baseline Day.2 Treatment#2 Day.3 Treatment#3 Day.4 No Treatment

Vehicle

d-TAG13
(25mg/kg)

Cmax AUC st AUC.inf
Compound Dose Route | T1z2 (hr) | Tmax (hr) (ng/mL) (hr'ng/mL) (hr*ng/mL)
nacalai tesque r r dTAG-13 1 mg/kg P 0.986 1.00 220 431 468
{ ¥ Supplementary Table 4 | Summary of pharmacokinetic results from administration of To C R I S
a bietechne brand
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PROTAC® Degraders & Targeted Protein Degradation

Targeted Protein Degradation (TPD) refers to the use of heterobifunctional small molecule "degraders” (e.g. PROTAC molecules) to
achieve knockdown of target proteins within cells. PROTACSs, also known as Active Degraders, consist of binding moieties for an E3
ubiquitin ligase and a target protein joined by a linker. The binding of both moieties results in the formation of a ternary complex between
target protein and E3 ligase, leading to polyubiquitination of the target protein, its recognition by the proteasome and subsequent

degradation.

Targets Literature (4)
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E3 Ligase
Ligand

Functionalized E3 Ligase Ligands

Products Literature (1)

Building Blocks

Cat. No.
6471

7178

7328

6466

6628

6685

6462

Product Name / Activity

A 410099.1, amine

Functionalized IAP ligand for PROTACs

LCL 161, phenol

Functionalized IAP ligand for PROTACs

Photo-lenalidomide-acid [[EH

Functionalized photoswitchable cereblon ligand for Degraders

TC E3 5031

Carboxylic acid-functionalized Thalidomide; cereblon ligand for PROTACs
TC E3 5032

Precursor to Pomalidomide-based PROTACs

Thalidomide, propargyl

Alkyne-functionalized Thalidomide; ‘click’ cereblon ligand for PROTACs
VH 032, amine

Functionalized VHL ligand for PROTACs

nacalai tesque va
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Target Protein
Ligand

Functionalized Warhead Ligands

Products Literature (3)

Building Blocks

Cat. No. Product Name / Activity

6588 (+)-JQ1 carboxylic acid
Carboxylic acid-functionalized BET bromodomain inhibitor; target ligand for PROTACs

6589 (+)-JQ1 PA
Functionalized BET bromodomain inhibitor; ‘click’ target ligand for PROTACs

TOCRIS

a bietechne brand



VHL Targeting Ligands Plus Linkers

Linker Number Conjugation
E3 Ligase Cat. No. Product Name Structure E3 Ligase Exit Vector  Type of Units  Functionality

nga n d 7106 VH 032 amide-alkylC2-acid \[37 Alkyl 2 Carboxylic Acid
o
. b PSE s
Linker YT
6852 VH 032 amide-alkylC2-amine /\ Alkyl 2 Amine
-~
- i
0 "\u0
""‘\/\Jrn»_"‘u VHo32 Linker
A
7216 VH 032 amide-alkylC3-acid \L) Alkyl 3 Acid
p o
B S TP
VY TY VH 032 Linker
pe. /L T
IAP Targeting Ligands Plus Linkers Cereblon Targeting Ligands Plus Linkers
Cat. Linker Number Conjugation Cat. E3 Ligase Exit  Linker Number Conjugation
No. Product Name Structure E3 Ligase Exit Vector  Type of Units  Functionality No. Product Name Structure Vector Type of Units  Functionality
6474 A 410099.1 amide-alkylC4- Amide- 4 Amine 7075 Lenalidomide 4'-PEG1-amine - PEG 2 Amine
amine Alkyl
6473 A 410099.1 amide-PEG2-amine Amide- 2 Amine 7093 Lenalidomide 4'-PEG2-amine - PEG 2 Amine
PEG
6472 A410099.1 amide-PEG3-amine Amide- 3 Amine 7076  Lenalidomide 4-PEG3-amine - PEG 3 Amine
PEG
6851 Pomalidomide 4'-alkylC2-amine - Alkyl 2 Amine
7220 A410099.1 amide-PEG4-amine Amide- 4 Amine
PEG
7096 Pomalidomide 4'-alkylC3-acid - Alkyl 3 Carboxylic Acid

lai t .
I g g TOCRIS
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+ @ 1. E3 Ligand + exit vector - seiect one from the list

+ ° 2. Linker - select as many Linkers as you would like from the list

+ ° 3. Functional Group (reactive handle on Linker for onward chemistry) - select one from the list

@

+ 4. Quantity Required E3 Ligase

Ligand
| @

Linker

|
®

Functional Group

e~
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TACKLING TARGETED PROTEIN DEGRADATION
WORKFLOW SOLUTIONS FOR PROTAC" DEGRADER

DEVELOPMENT PROGRAMS

Hannah-viapte, PhD
7" December 2020
> »l o) 000/2211

Tackling Targeted Protein Degradation — Workflow Solutions for PROTAC® Degrader Development

F’I’Ograms
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