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SP-13786 is a highly potent and selective inhibitor of fibroblast activation protein (FAP) with an ICs; of 3.2

Description
nM; also inhibits prolyl oligopeptidase (PREP) with an ICs, of 1.8 uM.
IC5¢ & Target IC50: 3.2 nM (FAP), 1.8 uM (PREP)"
In Vitro SP-13786 is also found to have better FAP/PREP selectivity and a very proficient ligand efficiency of 0.34.
SP-13786 is the most extensive and prolonged inhibitior of FAP in the PK studies. No tight binding behavior
In Vivo is observed, and the inhibitor proves to bind reversibly to FAP. Pharmacokinetic evaluation in mice of
SP-13786 demonstrates high oral bioavailability, plasma half-life, and the potential to selectively and
completely inhibit FAP in vivo[1].
In Vitro:
DMSO : 100 mg/mL (290.43 mM; Need ultrasonic)
1mg 5mg 10 mg
Concentration
Preparing 1mM 2.9043 mL 14.5214 mL 29.0428 mL
Stock Solutions 5mM 0.5809 mL 2.9043 mL 5.8085 mL
10 mM 0.2904 mL 1.4521 mL 2.9043 mL
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VISR I IR ): 10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline

Solubility: =2.5 mg/mL (7.26 mM); Clear solution

TR = 2.5 mg/mL (7.26 mM, HUFIFERA) [P EE T

PL 1 mL AR M, HC 100 L 25.0 mg/mL [1J7%% DMSO fi#i i3 400 uL PEG300 v, R&H5%

[ FR R RPN 50 uL Tween-80, VRAIS);: SRE4REIIN 450 uL A3 /K EA S 1 mL.

2R IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: = 2.5 mg/mL (7.26 mM); Clear solution
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A KIFI IR R]: 10% DMSO - —90% corn oil

Solubility: = 2.5 mg/mL (7.26 mM); Clear solution

BET7RTIERAT 2 2.5 mg/mL (7.26 mM, YERIREAREN) BRI, BT RANE F T SRR TR A B R
.

L1 mL TAER 6], B 100 pL 25.0 mg/mL [3#5% DMSO f§ &% 900 L Fkiheh, REL4.
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ERBS%:

Rats: The PK parameters are determined for inhibitors 4, 5, 60 (SP-13786), and 61 in rats. Six male

rats are treated for each inhibitor tested, three of which received the compound via a single

Animal Administration | intravenous (iv) administration at 5 mg/kg. The other three animals are dosed per os (po) at 20

mg/kg. Blood samples are collected at 0.083, 0.25, 0.5, 1, 2, 4, 6, and 24 h after administration.
Inhibitor concentrations are determined using UPLC-MS/MS, and pharmacokinetic parameters are

calculated using standard algorithms[1].

References

[1]. Jansen K, et al. Extended structure-activity relationship and pharmacokinetic investigation of
(4-quinolinoyl)glycyl-2-cyanopyrrolidine inhibitors of fibroblast activation protein (FAP). J Med Chem.
2014 Apr 10;57(7):3053-74.

IR AR AT IR A )




