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ABSTRACT: Dopamine (DA) is an important brain neurotransmitter, which involved in the regulation of extrapyramidal motor fun-
ction, as well as human mental activity, emotional response, cognition, thinking, feeling, understanding and reasoning ability. The increa-
se or decrease of Dopamine in each pathway can lead to various diseases. Catechol-O-methyl transferase (COMT) is involved in the met-
abolic degradation of dopamine. COMT inhibitors can reduce the degradation of DA, and also can be extended to levodopa (L-dopa )
half-life in vivo, so as to achieve treatment due to reduction of DA related diseases. COMT inhibitors include tolcapone and entacapone,
respectively in 1997 and 1998 by FDA first approved listing. Carbidopa, levodopa and entacapone compounded preparation composed as

Sta levo was back on the market in 2004. This paper summarizes current clinical progress of COMT inhibitor, such as assisting the

treatment of Parkinson's disease, anti-depression, anti-schizophrenia and the treatment of neuralgia.
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Fig.1 a model of the metabolic pathway of L-dopa
Note : Dopamine (DA)= % B & ; Catechol-O-methyl transferase (COMT) = JL 258 -O- B EFE 75 Es;
Dihydroxy-phenyl acetic acid (DOPAC) =3,4 — 2 E K 2§ ; Homovanilic acid;homovanillic acid (HAV)= & HE; levodopa(L-dopa)= £HEZ E ;
3-methoxytyramine (3-MT) =3- F & E& B% ; 3-O-metheldopa (3-OMD)=3- & FHE % [ ; Other metabolism pathway (OMRR)= H {1 {ifi& F
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Table 1 Main pharmacokinetic parameters of three compounds by single oral dose

Compound and oral dose Cmax (ug/mL) Tmax (h) AUCe (pg/mL) t1/2B(h)
Tolcapone
50 mg 2.4 1.2 5.7 1.7
100 mg 4.6 1.7 122 2.0
200 mg 6.3 1.8 18.5 2.1
Entacapone
100 mg 1.1 0.6 0.7 1.6
200 mg 1.8 0.7 1.6 34
Nebicapone
50 mg 2.7 0.5 4 24
100 mg 4.1 1.5 7.4 2.9
200 mg 5.9 2.0 16.0 2.0
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