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SD2384-10mM TGRS (GPCR19¥5h57) 10mMx0.2ml
SD2384-5mg TGR5 (GPCR19¥435h5) 5mg
SD2384-25mg TGRS (GPCRI19¥551) 25mg
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9% [5] ST TGRS Receptor Agonist, a potent TGR5(GPCR19) agonist, showed improved potency in the U2-OS cell assay

FERIEIE (pEC50=6.8) and in melanophore cells (pEC50=7.5).
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TGRS Receptor Agonist was profiled against more than 100 in-house and external 7TM, ion channel, enzyme,
transporter, and nuclear hormone receptor selectivity assays, including FXR, another bile acid receptor, and
showed significant response only in secretion of the pro-inflammatory cytokine TNFalpha (pIC50=6.8) in
human primary monocytes following stimulation with LPS (lipopolysaccharide). In addition, TGRS Receptor
Agonist has good physicochemical properties and no measurable activity against three of the common
cytochrome P450 (CYP450) isoforms (1A2, 2C9, and 2D6) or hERG dofetilide binding (pIC50<4.3).

{A&4MH 5 | In rat pharmacokinetic (PK) studies, however, TGRS Receptor Agonist showed high in vivo clearance
(Cl=85ml/min/kg) and intrinsic clearance (Clint=48ml/min/g) which provided a reasonable explanation for the
observed poor exposure. Because the TGRS receptor is expressed in the GI tract at levels that increase
corresponding with L-cell population density, we believe that agonists such as 6 and 7 possessing poor systemic
exposure are good tool compounds for directly targeting the TGRS receptor in the GI tract via local
administration (vide infra) rather than systemic exposure. Our hypothesis was that for this receptor, systemic
exposure was not necessary to achieve the desired effect of stimulating GLP-1 secretion in vivo.

EARTTE | N/A

ImRSES: | N/A

FFAE N/A
> HREREEGEEERE T AT, BB RHFAAREEF )
PR P Ao ) S 56
Hik  [Na

S




EilES N/A
W N/A
AEFERFIE] | N/A
7 N/A
EILES
YR | N/A
Bic il N/A
& N/A
il | NA
> BFEHER:
1.Evans KA, et al. ] Med Chem. 2009 Dec 24, 52(24), 7962-5.
BEBEE:
LE R 7= i R .5
SD2384-10mM TGRS (GPCR19%5h57) 10mMx0.2ml
SD2384-5mg TGR5 (GPCR19#45h7) Smg
SD2384-25mg TGRS (GPCR19##)5) 25mg
— BB 143

RERM:

20°CIRAF, B —HEA SmgM2smgR BT L= RAF, EA6MN AN, WIRETAEDMSOW I, =il 7% )5-80°C
A7, fite ™ H A%

RS

> APRART N G HIREIE O, A T IRKZEGa T, AT s, MR EEEEn.
> N TR RAENERE, 55 KRR R R TR

{ERA5EA :

L WSCEP™ i i v S B 4% IR UL P RE I 26 AR OR A7 (8 AT AT BLFE2,000-10,000g B8 0o B0RD - DASWR A B0 AR 78 70 UTVE B8 I Ja

FOT A

2. XF10mMER, AT EIEMREAE T o X T REIA, 15 R AR 7 i XA AR 1 R S 06 (1 30 30 I 7 P )l vt AR 2 14 ik 2% L (R

BOJEE -

3. BRI TARREEE S B ARG A RSN AR AR Fi S5 R B ARAR OGSk, BB iR 5058 H 1, DR R: 7% 14 € 40
MOAIZHZR, et S AT BIR AR .

4. AN[F SIS BN IRIE AR R T AR S5 RN B R RE S B W R T
http://www.beyotime.com/support/animal-dose.htm

2/2 SD2384 TGR5 (GPCR19EE7)

Version 2017.11.01

400-1683301/800-8283301 = X/Beyotime


http://www.beyotime.com/support/animal-dose.htm

