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ABSTRACT: OBJECTIVE  To discover novel fatty acid amide hydrolase inhibitors and evaluate their enzymatic activity. 

METHODS  The pharmacophore model was based on the compounds carefully selected from the published literatures. This 

model was used to screen part of ZINC Nature Products database to get a series of compounds which were used to do a 

superimposition analysis of the FAAH X-ray crystal structure. Through the virtual screening and the structure-activity analysis of 

the compounds published in the literatures, the hitting compound structure(2-oxygen-benzo pyran-7-ester) was selected to do the 

transformation. The acylation and condensation reactions were used to get a series of novel compounds. The enzymatic activity 
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was tested by LC-MS in vitro. RESULTS  Compounds (±)-2-(2-phenoxy-acetylamino)-propionic acid 2-oxo-2H-chromen- 7-yl 

ester (2b) (IC

50 

95.24 µmol·L

−1
) and (±)-1-(2-phenoxy-acetyl)-pyrrolidine-2-carboxylic acid 2-oxo-2H-chromen-7-yl ester (2g) 

(IC

50 

17.34 µmol·L

−1
) showed good inhibition to FAAH in enzyme assay. CONCLUSION  The compounds which have been 

discovered are different from other FAAH inhibitors and worthy of further study as a lead compound. 

KEY WORDS: fatty acid amide inhibitors; computer-acid drug design; synthesis; enzyme assay 
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Tab 2  The structures of target compounds 
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Fig 3  Synthesis of target compounds 
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Tab 3  Inhibition rate of compounds in 100 µmol·L
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2a 43.14 − 
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2c 15.03 − 
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2e 13.94 − 
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2g 85.28 17.34 

2h 28.95 − 
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Clinical Study on the Effects of Salvianolate Injection on the Levels of Serum 8-isoPG, IL-18 and IL-1β 

in Acute Exacerbated Chronic Obstructive Pulmonary Disease Patients  
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(1.The Third People’s Hospital of Hangzhou, Hangzhou 310009, China; 2.Zhejiang 

Chinese Medical University, Hangzhou 310053, China) 

 

ABSTRACT: OBJECTIVE  To investigate the effect of Salvianolate injection on the levels of serum 8-isoPG, IL-18 and IL-1β 

in acute exacerbated chronic obstructive pulmonary disease(AECOPD) patients. METHODS  Sixty patients with AECOPD 

were randomly assigned to the treatment group and the control group. Routine therapies were given to patients in the control 

group, while 200 mg Salvianolate injection was given to those in the treatment group by intravenous dripping, once daily for 

total 14 days. The changes of 8-isoPG, IL-18, IL-1β, the pulmonary functions and CAT scores were evaluated before and after 

treatment, which was compared with those of 30 healthy controls. RESULTS  There were no significant differences in the value 

of 8-isoPG, IL-18, IL-1β, FEV1/FVC and FEV1% before treatment between two group(P>0.05). Compared with the control 

group, the levels of serum 8-isoPG, IL-18, IL-1β and CAT scores in patient with AECOPD were increased significantly(P<0.01). 

The levels of serum 8-isoPG, IL-18, IL-1β and CAT scores after treatment was significantly lower than that before 

treatment(P<0.01); the levels of 8-isoPG, IL-18, IL-1β and CAT scores

 

decreased more significantly in the salvianolate group 

after treatment(P<0.05). The FEV1% and FEV1/FVC were significantly improved after treatment in two groups(P<0.01). There 

were no significant differences between two group in the levels of FEV1% and FEV1/FVC after treatment (P>0.05). 

CONCLUSION  Salvianolate injection can reduce the levels of 8-isoPG, IL-18

 

and IL-1β and improve the clinical symptoms in 

AECOPD patients, probably by inhibiting inflammatory reaction and reducing the oxidative stress. 

KEY WORDS: AECOPD; Salvianolate injection; 8-isoPG; IL-18; IL-1β; lung function 
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