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Description

SR-18292 f&—#l PPARY LG T-1a (PGC-1a) 7], "J{E#t PGC-1a ZBfk, |
B AR SRR AT, 08 A0 I 5 4 B ) 7= A

IC50 & Target

PGC-1a [1]

In Vitro

The transcriptional coactivator PGC-1 a plays a pivotal role in energy homeostasis by co-activating
transcription factors that regulate fat and glucose metabolism. SR-18292 increases the interaction of PGC-1
a with the acetyl transferase GCNS and reduces co-activation of nuclear hormone receptor HNF4 a by
PGC-1 a . SR-18292 suppresses HNF4 a /PGC-1 a gluconeogenic transcriptional function. By increasing
the interaction of GCNS with PGC-1 a , SR-18292 increases the acetylation of specific PGC-1 a lysine

residues that might subsequently decrease its gluconeogenic activity[1].

In Vivo

SR-18292 reduces fasting blood glucose, increases hepatic insulin sensitivity and improves glucose
homeostasis in diabetic mice. The high fat diet (HFD) fed mice, a dietary model of obesity and T2D, are
treated with SR-18292 (45mg/kg) via I.P. injection for 3 consecutive days and again on day 4 before
measuring fasting blood glucose. Strikingly, mice that are treated with SR-18292 have significantly lower
levels of fasting blood glucose concentrations compared to matched vehicle-treated control mice. The
induction of gluconeogenic gene expression is a regulatory component of the response to fasting.
Importantly, gluconeogenic gene expression, specifically that of Pckl, is inhibited in livers isolated from

mice treated with SR-18292[1].

Solvent&Solubility

1 B S

Ethanol AR : 100 mg/mL (272.85 mM; #87 BhiA)

DMSO [ f#FE - 100 mg/mL (272.85 mM; i  Bh i ; WRIRAY DMSO R 7= i (1 i B2 S 35 5%
e, 5 AETTE ) DMSO)

o

N

o

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.7285 mL 13.6426 mL 27.2851 mL
Stock Solutions 5 mM 0.5457 mL 2.7285 mL 5.4570 mL
10 mM 0.2729 mL 1.3643 mL 2.7285 mL

AR R AN [ T R VAR B I PR E T L A — BRI, T R,
S ST VR R I i R R

it I A7 77 AR -80°C, 2 years; -20°C, 1 year. -80°C ff7F I, W5fE 2 FAME,  -20°C ik
N, AE 1L ENEA .

YL

TERE R SR AL 27 A SRR Y MR T &

PR VAR J7 R0 e 458 In Vitro J7 2URCHI S A4 AT, PR VOB B 70
SPRAES B R AT SENE, VS K AE ST ORI AT 261, & 0RAT s Ry SEIR i AR, 2
WESLHIE, 2R,

AR VAR I 78 ) 43 b B2 R (R 2B P AR AR Ll e eI R vh M ITIE T
PG, AT LUE R ARl s () 7 BT

VE S

R FA AT 10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline

Solubility: > 2.5 mg/mL (6.82 mM); ¥ % &k
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S5 BRI > 2.5 mg/mL GERIERFD HIEHER.

P ImL TAEM 9B, EL 100 pL 25.0 mg/mL AJ¥%E DMSO fi&ima 400 pL PEG300 1, BA
B8] I AR RPN 50 uL Tween-80, VRA 5] AR HARSINA 450 uL AEBEK EHE 1
mL.

AEFE KT K 0.9 g EALEN, AT ddH0 FHEAE 100 mL, A LA BV IE 1% I 1 AR B A K
T

L -

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

Solubility: > 2.5 mg/mL (6.82 mM); ¥ i &k

PR BRI > 2.5 mg/mL GERIERFD HIEHER.

PL 1 mL TAEBCAE], HC 100 uL 25.0 mg/mL [{7H DMSO fig & InE] 900 uL 20% [ SBE-B-CD
AEFEAOKEIR T, IREBIN .

2 g SBE-B-CD (fiff T H:Mk B-¥AWIKG) MR ERT 10 mL MAERHKT, EEEMERTEY.

HR =

EIRF I INEER:  10% DMSO  —  90% Corn Oil

Solubility: > 2.5 mg/mL (6.82 mM); ¥ i &k

W7 RT3k > 2.5 mg/mL CHIFIBERED MBI, Sh7 R sEs e LA A Ll ERsh st m
TR

P ImL TAEM 9B, EX 100 pL 25.0 mg/mL fJ% 7% DMSO fig & nE] 900 uL FoKMH, RAY
5.

EZ 3N [1]. Sharabi K, et al. Selective Chemical Inhibition of PGC-1a Gluconeogenic Activity Ameliorates Type 2
Diabetes. Cell. 2017 Mar 23;169(1):148-160.¢e15.
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VAR i AE 7N [R5 P (R VA A P A B B S PR VA TR C A A 48 V0. — BT ARIA T, 1 0 B ORA7, B S S VR A R 7= il R
% ARAF T AR : -80° C, 2 years; -20° C, 1 year. -80° C fiffEit, 5 2 4EANMEH, -20° CfEfEl, A | SEN{E

e
ALIEVEF RE 1mg 5mg 10 mg 25 mg
BRI
wE
1 mM 27285 mL 13.6426 mL 272851 mL 68.2128 mL
5mM 0.5457 mL 27285 mL 5.4570 mL 13.6426 mL
10 mM 0.2729 mL 1.3643 mL 27285 mL 6.8213 mL
15mM 0.1819 mL 0.9095 mL 1.8190 mL 45475 mL
IEthanol / DMSO
20 mM 0.1364 mL 0.6821 mL 1.3643 mL 3.4106 mL
25 mM 0.1091 mL 0.5457 mL 1.0914 mL 2.7285 mL
30 mM 0.0910 mL 0.4548 mL 0.9095 mL 2.2738 mL
40 mM 0.0682 mL 0.3411 mL 0.6821 mL 1.7053 mL
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50 mM 0.0546 mL 0.2729 mL 0.5457 mL 1.3643 mL
60 mM 0.0455 mL 0.2274 mL 0.4548 mL 1.1369 mL
80 mM 0.0341 mL 0.1705 mL 0.3411 mL 0.8527 mL
100 mM 0.0273 mL 0.1364 mL 0.2729 mL 0.6821 mL
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