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Description

USP25/28 inhibitor AZ1 (AZ1) 2 —Fh FIRAE XL, 8, JE58 St XEZ Z8 7 0 E A
USP25/28 471, 1C50 23514 0.7 uM, 0.6 uM. USP25/28 inhibitor AZ1 H] 4% /1N R [ 45 i
PFIRIR R

IC50 & Target

IC50: 0.7 wM (USP25) and 0.6 1 M (USP28)[1]

In Vivo

USP25/28 inhibitor AZ1 (AZ1; 40 mg/kg: &4 B H—¥; 3% 7 K) W HiP; Dextran sulfate sodium
salt (HY-116282C) (DSS) 5IRIIRTIRFEANETS, LA 25 e F 2 4 (1] -

USP25/28 inhibitor AZ1 (20 mg/kg/ s &/ <346 JH, BH 6 K) IRIT AR S
HIBb R B . b Wt HHSEIERIRIER pSTAT3 /K T-F41K, SOCS3 /K F- T . USP25/28 inhibitor
AZ1 EETHETIEGENE Usp25-/- /N DSS A M IG5 110-/- /NP E AR E5 i 2 (1]

USP25/28 inhibitor AZ1 (20 mg/kg/ K Bh; & 3 K—IR, F54k 13-20 JA) A& 25 e
T, FHEEK AOM/Vil-Cre;TrpS3fU/fl (VP) /NI AE M. 78 USP25 SIE AL /NE i, USP25/28
inhibitor AZ1 ¥&77 X R T MR SR T JLAR 1]

Animal Model: 12-week old male Usp25+/+ and Usp25-/- mice[1]

Dosage: 40 mg/kg

Administration: Gavage; daily; for 7 days

Result: Protected from dextran sulfate sodium (DSS)-induced weight loss and
diarrhea and impaired colon shortening and potentiated the expression of
proinflammatory cytokines and antibacterial peptides in colons of

Usp25™ mice compared to control counterparts.

Solvent&Solubility

o L ST
DMSO ¥R > 250 mg/mL (592.12 mM; WRIEH DMSO X7 fh I iR A B & jm, (6
FITEY) DMSO)

* ">" means soluble, but saturation unknown

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.3685 mL 11.8424 mL 23.6849 mL
Stock Solutions 5mM 0.4737 mL 2.3685 mL 4.7370 mL
10 mM 0.2368 mL 1.1842 mL 2.3685 mL

* AR = S AE AN FA ) P VA R R IR PR A& VA I R A — BRI, 15 RO, ek
ST R R I T 7 R

il %R A7 J7 SURBIPR : -80°C, 6 months; -20°C, 1 month. -80°C f§ {76, 54 6 A H i, -20°C
BT, EAE 1A A AL .

YL

ARIE N SEIR ARG 45707 X IR PRI L VAR T % .

VLNV 7 B Se % ] In Vitro 75 SUBLHITEE R0 BRI I Bh 7 77«

— NP SERG S RN, WBIEIORE AT ARSE A 0, 3& R A PRI SEER I LR, &
WESLHIES, 2R,

DRV AR AT R 1R B 2 LG R 4R VA FRFE SR I ) i P AR 5 B eI AR b M BT S AT i
G, AT LOE AR/ B8 7 1 7 BN
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R FAINEEAAT): 10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: >2.08 mg/mL (4.93 mM); &K

BT3RS > 2.08 mg/mL CHRIERAD IR THIER

U 1mL TARRCAH], B 100 pL 20.8 mg/mL FI7TE DMSO & W% 400 uL PEG300 ', iR&
Y151, Hi B ARSI 50 uL Tween-80, JRA YA SRIGHAELEIIN 450 uL AFEHK EHE 1
mL.

AEFRER K] 0.9 g FALEN, M T ddH.0 HEAZE 100 mL, AT LIS EIEHE I IR FE ER K
a3

L -

IR IR R: 10% DMSO  —  90% (20% SBE-B-CD in Saline)

Solubility: 2.08 mg/mL (4.93 mM); &EMii; #7EBIE

SE77 %A 348 2.08 mg/mL (X AR, Sk Al T UIRAIE IR A

PL I mL TAEBCAE], HC 100 uL 20.8 mg/mL [{7EH DMSO fig#& i InE] 900 uL 20% [ SBE-B-CD
AEFEAOKEIR T, IREBIN .

2 g SBE-B-CD (I T 5 B-FRMIAE) MAEA T 10 mL A K, SEARMEREIEN.

FR =

EIRF AR 10% DMSO  —  90% Corn Oil

Solubility: >2.08 mg/mL (4.93 mM); V&K

SET7 %A 3RS > 2.08 mg/mL CHLRIEERAD MRE WL BET7 22 S8 FWIZE AN T UL R 3h W seie iy
TEREA .

PL I mL TAEBCAE], HC 100 uL 20.8 mg/mL [{7EH DMSO fig & inE] 900 uL Tk, JBEH
5.

VUR IR 75, W B TR, U RS, RN RIRA . U AT SR E 4
SRR FIE IS H 2 B AR S L e ISR AR A R BT . BTG, R Rl AR/
B A 177 A

E S

RIS R:  Corn Ol

Solubility: 25 mg/mL (59.21 mM); i, #75 BI .

EZ 3N [1]. Wrigley JD, et al. Identification and Characterization of Dual Inhibitors of the USP25/28
Deubiquitinating EnzymeSubfamily. ACS Chem Biol. 2017 Dec 15;12(12):3113-3125.
[2]. Xiao-Meng Wang, et al. The deubiquitinase USP25 supports colonic inflammation and bacterial infection
and promotes colorectal cancer. Nature Cancer volume 1, pages811-825(2020).
SEEAE BRI R -

VAR i 7E 7N [R5 P (R A A P A B B S R VA TR C A 48 10 — BRI, T A0 SO0 A7, 3B S S S VR RIS L 7 W SR 2K
i B ARAE T AR : -80° C, 6 months; -20° C, 1 month. -80° C fkfERS, H7E 6 NH A, -20° CEFEN, #WE 14

A,
ALIEVEF J5ig= 1mg 5mg 10 mg 25 mg
BRI
wE
1 mM 2.3685 mL 11.8424 mL 23.6849 mL 59.2122 mL
DMSO
5 mM 0.4737 mL 2.3685 mL 4.7370 mL 11.8424 mL
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10 mM 0.2368 mL 1.1842 mL 2.3685 mL 5.9212 mL
15 mM 0.1579 mL 0.7895 mL 1.5790 mL 3.9475 mL
20 mM 0.1184 mL 0.5921 mL 1.1842 mL 2.9606 mL
25 mM 0.0947 mL 0.4737 mL 0.9474 mL 2.3685 mL
30 mM 0.0789 mL 0.3947 mL 0.7895 mL 1.9737 mL
40 mM 0.0592 mL 0.2961 mL 0.5921 mL 1.4803 mL
50 mM 0.0474 mL 0.2368 mL 0.4737 mL 1.1842 mL
60 mM 0.0395 mL 0.1974 mL 0.3947 mL 0.9869 mL
80 mM 0.0296 mL 0.1480 mL 0.2961 mL 0.7402 mL
100 mM 0.0237 mL 0.1184 mL 0.2368 mL 0.5921 mL
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