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The most suitable administration of antidepressive drug to avoid risk of side
effects in patient
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The plasma concentrations of mirtzapine in patients are influenced by many
factors, such as polymorphic cytochrome P450 enzymes contributing to its transformation to the
metabolites.The aim of this study was to investigate the determinant factors for individual variations of
metabolic clearance of mirtazapine using in vitro and in vivo methods. The plasma concentration/dose
ratios of mirtazapine from 14 patients were significantly higher in the CYP2D6 IM/PM group than in the EM
group and were also higher in the CYP3A5 poor-expressors group than in the expressors group (p<0.05). In
vitro, mirtazapine 8-hydroxylation activities in individual liver microsomes were significantly lower in
CYP2D6 intermediate metabolizers (IM) and poor metabolizers (PM) than in extensive metabolizers (EM)
(p<0.05).These results suggested that mirtazapine metabolic clearance could be variously influenced by
the CYP2D6 and CYP3A5 genotypes and coadministered drugs in clinical patients.
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Fig. 3. Cutaway side view of the hanging-drop
culture plate

3
CYP mMRNA 1,2,3
24-well
(A) CYP1A2

82 24 h treatment

(220)

48 h treatment

(53)
OBasal

(57) ®|nduced

25
@ (2)

(B) CYP2B6

24 h treatment 48 h treatment

40 18)  (15)
(13)

(C) CYP3A4

mRNA, P450/GAPDH
S

24 h treatment 48 h treatment

200 | (10 (10

(8)

(5) (7)
100 | (]

72 36 18 72 36 1.8
[ e

4

Fig. 2. Induction of human CYP1A2 (A),
CYP2B6 (B), and CYP3A4 (C) mRNA in HepaRG

cells. On day 3 after initial plating
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