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The influence that the polymorphisms of thrifty gene and
pharmacodynamic related gene give to a side effect of antipsychotic, Olanzapine.
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Abstract. We investigated the influence that the polymorphisms of Cytochrome P450 (CYP)gene, thrifty
gene and pharmacodynamic related gene give to a side effect of Olanzapine to clarify the mechanism of the
side effects of antipsychotic, Olanzapine.

16 schizophrenic patients (age-matched 5 with, and 10 patients without the side effects of hyperglysemia and
more than 4 kg body weight gain through the Olanzapine treatment). For the analysis of these gene
polymorphisms, we amplified our objective region using the PCR (Polymerase Chain Reaction) method and
then used the RFLP (Restriction Fragment Length Polymorphism) method for the actual evaluation and for the
statistical analysis, we used Mann-Whitney’s U Certification and 7(2—test.

However, there was no significant difference in the frequency of the mutant allele of Cytochrome P450
(CYP)gene, thrifty gene and pharmacodynamic related gene, between schizophrenia patients with and without
the side effects of Olanzapine.

These results suggested that drug-metabolism ability, thrifty-metabolism and pharmacodynamic
neurotransmitter receptor/transporter investigated in this study may have no influence on the side effects of
Olanzapine.

Further studies with more subjects are needed to investigate other candidate genes for the side effects of
antipsychotics.
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Table 1. Aftereffect of olanzapine and polymorphisms of 53-ADR and PPAR y 2

Change of weight Blood sugar level

No. (kg) (ng/dD) CYP mutant allel®lanzapine hyper blood level(ng/ml 8 3-ADR PPAR vy 2
1 58—58.5 np CYP2D6%5/%10 49.9 Trp/Trp Pro/Pro
2 43—45 102—182 CYP1A2wt/*1C 39.7 Trp/Trp Pro/Pro
3 57—59 107—150 - 39.7 Trp/Trp Pro/Pro
4 68—72 np - 38.5 Trp/Arg Pro/Pro
5 59.5—59 np - - Trp/Trp Pro/Pro
6 46—48 np - - Trp/Arg Pro/Pro
7 52.5—56.5 np - - Trp/Trp Pro/Pro
8 54—46 np - - Trp/Trp Pro/Pro
9 56—58 np - - Arg/Arg Pro/Pro
10 4751 105—140 - - Trp/Trp Pro/Pro
11 66.5—70.5 np - - Trp/Trp Pro/Pro
12 np np - - Trp/Trp Pro/Pro
13 np np - - Trp/Trp Pro/Pro
14 68—74 90—120 - - Trp/Trp Pro/Pro
15 44—45 np - - Trp/Trp Pro/Pro
16 59—65 np - - Trp/Trp Pro/Pro
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