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PROTAC ERRa ligand 1 is a PROTAC target protein ligand. PROTAC ERRa ligand 1 is an orally

active ERRa inverse agonist with IC50 values of 0.6 uM for ERRa. PROTAC ERRa ligand 1 shows no

significant activity against a panel of other nuclear receptors,
Description
including ERac, ERRy, ERB, PPARa, PPARy, PPARS, and RXRa. PROTAC ERRa ligand 1 can provide
enhanced insulin sensitivity in vivo. PROTAC ERRa ligand 1 can be used for metabolic diseases research,
such as type 2 diabetes and obesity[1].
ERRa
IC50 & Target
0.04 pM (IC50)
PROTAC ERRa ligand 1 (compound 29) (24 /NF) 76 HEK293 41 Jifl [ X 44 58 4 5 Jik R AG W o 400
fill ERRa, IC50 4 0.6 uM[1].
PROTAC ERRa ligand 1 FHLH B B B4R 2408, Xt CYP3A4. CYP2D6 Al 51 Fsz ik fl s 7i@iE
T & E M.
PROTAC ERRa ligand 1(15 uM, 24 /M) 76 HEK293 4iffi%t PPARa. PPARy. PPARS #l RXRa &
In Vitro

iReiE (1],
PROTAC ERRa ligand 1 (4-18 /) ZES L EIK S ERRy 854 AT AOTEAL (GEFEE >50 £%),
FEHAERIE 10 pM BIRIKREE T A5 PPARy Rk 58+ 45 (1]
PROTAC ERRa ligand 1 (15 pM, 0-6 K) 7EHRTEFHEEFT MCF-7 20/ 39 5 1056 Hh A 27 H Ty Rk il
REPIMERRTEE1].
PROTAC ERRa ligand 1 (3. 10 Al 30 mg/kg, FIRZA%, —HPIREFS: 5 K, si—H—REFS: 15 K)
AER RS ILHE (DIO) /N ERBEZY eh ik 2 37 H i = R ABR & R AL H KT, JRSSc i i B = (1]
PROTAC ERRa ligand 1 (0.08-10 mg/kg, MR, —H —W, ##4E 12 8¢ 25 K) AeR &5 ZDF K
BB TR o ok 5 SR AU, A B K TR R E R 1]

Animal Model: Male AKR/J mice (8 weeks old) maintained on a high-fat diet for 5 weeks[1]

Dosage: 3 and 30 mg/kg

Administration: p.o., b.i.d. for 5 days

Result: Exhibited significant weight loss (5%) and reductions in food intake (23%) at

the higher dose compared with vehicle-treated controls.
Reduced body weight with a selective decrease in body fat without a change
In Vivo in lean mass.

Reduced circulating insulin levels by 67% without concomitant changes in
fed glucose levels at 30 mg/kg, indicating an improvement of peripheral
insulin sensitivity.
Reduced triglyceride levels by ~ 50%.
Exhibited trends toward lower FFA and higher ketone (3-hydroxybutyrate)
levels at the higher dose.
Showed no apparent toxicities or adverse effects at either dose.

Animal Model: Male C57BL/6 mice (8 weeks old) maintained on a high-fat diet for 11
weeks[1]

Dosage: 10 and 30 mg/kg
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Administration:

Result:

Animal Model:
Dosage:
Administration:

Result:

Animal Model:
Dosage:
Administration:

Result:

p.o., q.d. for 15 days

Equally effective reducing circulating insulin (~46%), free fatty acid (~40%),
and triglyceride (~19%) levels at both doses, compared to vehicle-treated
animals on day 10.

Showed no changes in food intake, body weight, body composition.
Showed no apparent toxicities.

Revealed improved glucose handling in an OGTT test performed on day 14.
Increased liver weight (26% at 30 mg/kg) and elevated liver triglyceride
levels (2-fold and 3-fold at 10 and 30 mg/kg, respectively) in a
dose-dependent manner, but without changes in AST/ALT levels or other
clinical chemistries.

Male ZDF fa/fa rat (7 weeks old) maintained on a Purina 5008 diet[1]

10 mg/kg

p.o., q.d. for 12 days

Showed a marked decrease of plasma glucose levels in the insulin tolerance
test (ITT) test, resulting in near normalization, indicating enhanced insulin
sensitivity, with an effect comparable to Rosiglitazone.

Male ZDF fa/fa rat (7 weeks old) maintained on a Purina 5008 diet[1]

0.08, 0.4, 2, and 10 mg/kg

p.o., q.d. for 25 days

Showed a dose-dependent reduction of fed glucose, triglycerides, and FFAs
on day 14, reaching significance at 10 mg/kg.

Revealed a dose-dependent reduction in glucose excursion and significant
reductions in glucose AUC values (-29% at 0.4 mg/kg, -48% at 2 mg/kg, and
-52% at 10 mg/kg) in an OGTT on day 22, indicating improved glucose
tolerance at all test doses.

Exhibited no changes in weight or epididymal fat pad.

Exhibited no apparent toxicities or adverse effects.

Showed dose-linear exposures on day 22, with maximal efficacy in the

OGTT achieved at a dose level of 2.0 mg/kg.

Solvent&Solubility

4H L S

DMSO HFEfERE < 100 mg/mL (237.89 mM; # B, MR E) DMSO X 7= S VG R FE A B & 5
e, i HET T E 1) DMSO)

Solvent Mass
1 mg 5mg 10 mg
Concentration

Preparing

Stock Solutions

1 mM 2.3789 mL 11.8946 mL 23.7891 mL
5mM 0.4758 mL 2.3789 mL 4.7578 mL
10 mM 0.2379 mL 1.1895 mL 2.3789 mL

AR 7 AN R VA R P RV R PR A G VA RIS A — BRI, TR, R
ST R R I T P R
i %R A7 77 SURBIPR : -80°C, 6 months; -20°C, 1 month. -80°C f§ {76, 54 6 A H P, -20°C
fibfEit, AE 1 ASH PAEA .
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YL

TR IR Y SEgR A4 2575 2 I B 2 VA R T %

VLNV 7 S 45 5% 8 In Vitro 77 UECHIWES A% 40900, B AR IR I WV 711
DIPRAE SR 285 R AT SE T, VBT R ST R A A7 2 1, & ORA7 s AR SRR ARV, 2
BSR4 RAE A

[ S R T AN (N S = RE Y Sl sV T 2 78T G R N AN s O EC G DU s el B/ TRV i
LR, o] LUE 0 /s 7 7 s Bh %

VI S

R F RN FER:  10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline

Solubility: = 2.5 mg/mL (5.95 mM); FEHE

T RAI3AF = 2.5 mg/mL CRERED BIEIEIHER

U 1mL TARBCAH], B 100 wL25.0 mg/mL HI¥EHE DMSO & RM#E] 400 uLPEG300 1, i
G5 B ERERFIAN 50 L Tween-80, JRAIS): R/EHALSIMA 450 wL AEFHK &
AE 1mL.

A EHKEEH: K 0.9 ¢ MM, BMET ddH. O FFEAZE 100 mL, A LIS RIS A E
TR -

ZHE

[1]. Patch RJ, et al. Identification of diaryl ether-based ligands for estrogen-related receptor a as potential

antidiabetic agents. ] Med Chem. 2011 Feb 10;54(3):788-808.

SEEREfE AR AL IR
* AR = AR [F AR P IS AR B R B A IE ARSI 6 8 . — BLRCRIA T, 1 - SR, B S S VRIS BT
K. AERWIRAE T AR . -80°C, 6 months; -20°C, 1 month. -80°C fEfFI, 57E 6 A WA, -20°C iRy, H7E 1

AN P
ALIEVEF RE 1mg 5mg 10 mg 25 mg
BRI

wE
1 mM 2.3789 mL 11.8946 mL 23.7891 mL 59.4728 mL
S mM 0.4758 mL 2.3789 mL 4.7578 mL 11.8946 mL
10 mM 0.2379 mL 1.1895 mL 2.3789 mL 5.9473 mL
15 mM 0.1586 mL 0.7930 mL 1.5859 mL 3.9649 mL
20 mM 0.1189 mL 0.5947 mL 1.1895 mL 2.9736 mL
DMSO 25 mM 0.0952 mL 0.4758 mL 0.9516 mL 2.3789 mL
30 mM 0.0793 mL 0.3965 mL 0.7930 mL 1.9824 mL
40 mM 0.0595 mL 0.2974 mL 0.5947 mL 1.4868 mL
50 mM 0.0476 mL 0.2379 mL 0.4758 mL 1.1895 mL
60 mM 0.0396 mL 0.1982 mL 0.3965 mL 0.9912 mL
80 mM 0.0297 mL 0.1487 mL 0.2974 mL 0.7434 mL
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100 mM

0.0238 mL

0.1189 mL

0.2379 mL

0.5947 mL
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