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Neuropsychopharmacological approach to the effects of atypical antipsychotics and
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Abstract. We investigated the relationships between the effects of atypical antipsychotics such as olanzapine
and neurotransmitter receptor and transporter gene polymorphisms such as serotonin receptor and transporter

(5-HTT).

There was a significant difference in the effect of olanzapine on the schizophrenia negative syndrome among

the patients with and without the s allele of 5-HTT.

Two types of tau isoform are found in neurofibrillary tangles-a pathological hallmark of tauopathies. To
study how and which tau isoforms contribute to neurobal degeneration, we have developed two novel

conformation-sensitive antibodies.

There was no cross-reactivity between T3R (tau isoform, three-repeat tau) and T4R (four-repeat tau), and
T3R and T4R showed reduced binding to the thioflavin-positive B-structural form of their target.
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Table 1 Serotonin transporter (5-HTT) gene polymorphism and
Paositive and Negative Syndrome Scale (PANSS)
S-HTT genotype synz‘:(s)l:lzlzgale syngﬁcgm?l:”slzale
s/s (n=18) 2.6+2.0 1.9+1.9
s/1 (n=10) 3.3x2.1 1.6x£2.1
I/ (n=3) 0.3%+0.6 0.6x0.7
with s allele
a/n =3 0.3+0.6* 0.6x0.7
without s allele
/s, s/s) (n=28) 2.8+2.0% 1.8+1.9
*P=0. 043
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Table 2 Serotonin 2A receptor (5-HT2A) gene A-1438G
polymorphism and Positive and Negative Syndrome
Scale (PANSS)

Positive Negative
5-HIZA genotype syndrome scale syndrome scale
A/A (n=11) 2.5+2.1 1.3+1.2
AG (n=13) 2.4%£2.0 0.8+0.6
G/G (n=7) 3.0+2.2 2.1x0.9
without G allele

(A/A) (n=11) 2.5+2.1 1.3+1.2
with G allele
(A/G or G/G) (n=20) 2.6x2.1 1.3+0.9
without A allele

G/@ (n=7) 3.0+£2.2 2.1£0.9
with A allele
(A/G or A/A) (n=24) 2.4+£2.0 1,040, 9%

#p<0. 05

Table 3 Concentration of olanzapine in blood, Positive and Negative Syndrome Scale (PANSS) and 5-HT2A receptor

and 5-HTT gene polymorphism
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1 49,87 1 1 c/C 8/6G s/s 6/1 17 NT 2 ] ¢/¢ 6/8 s/s 6/G
z 3974 ] 1 ¢/C 6/6 s/s 6/6 18 NT 1 1 ¢/¢ 6/6 s/s 8/1
3 3.2 & 0 1/¢ A/G §/s G/6 18 NT i 1 1/¢ A/G i/t 6/6
4 3848 1 1 1/¢ EY I 6/6 0 NT 2 1 i1 A/A s/s 6/G
§ 37.06 2 1 71 A/A s/s 6/G 21 N1 § 1 /€ A8 s/s 6/6
6 3628 1 0 " MA /s 6/7 22 NT 1 0 7 AR /s 61
7 3405 9 0 e A/G ifs 6/1 23 NY 1 1 1/¢ AG 8/ 6/8
8 21.8 2 1 w MG s/s 6/6 24 NT 1 1 ¢ A/G /s 6/7
9 2625 i 4 71 AZA s/s 6/6 25 NT 4 i 176 A6 I/s 6/6
10 3.4 5 1 1/¢ AG s 6/8 26 NT 1 0 114} AMA s/s 6/6
" 324 1 1 /¢ MG Hs 6/1 21 NT 1 1 71 A/K §/s 6/6
12 2.8 0 1 7 A/A s/s G/G 28 NT 1 1 e AG /s 6/7
13 268 5 5 7 AR /s 6/1 29 NI [ 5 /6 @/8 s/s 6/6
14 2116 5 5 ¢/C 6/6 s/s G/6 30 NT § 6 /6 G/6 s/s 6/6
15 16.68 5 1 1”1 AR s/s 6/6 31 N1 (] 6 /1 AR I/s 6/1
16 11.84 1 ] 1/¢ A/G i G6/6 ! Concentration in biood, ¥ Hegat ive syndrone scale,

Wositive syndrone scale, *Hot tested
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Fig. 1. (a) Location of the peptide sequences designed for
producing two isoform-specific antibodies, T3R (closed
arrowhead) and T4R (open arrowhead). R1, R2, R3 and
R4 (gray box) represent repeat domains in the MBD. In
this study, the amino acid numbering is based on 2N4R
(441 aa). (b) The six tau isoforms bacterially
synthesized. The 1N isoform contains the N-terminal
domain E2. The 2N contains both E2 and E3. Neither
E2 nor E3 is contained in the ON. 3R and 4R represent
three- and four-repeat tau, respectively. Proteins were
detected by western blot analysis using the antibodies
TauN (lane 1), TauC (lane 2), HT7 (lane 5), T3R (lane
3) and T4R (lane 4). (c) Absorbing the binding activities
of the antisera. 2N3R (lanes 1-4) and 2N4R (lanes 5-8)
were detected by TauC (lanes 1 and 5) and the antisera
raised against the synthetic peptides 3RPH™® (lanes 2-4)
and 4RFPHFS (Janes 6-8). The antisera were also
incubated with the peptides 3RPH® (lanes 3 and 7) and
4RPHFe (lanes 4 and 8). Closed arrows and open arrows
represent three- and four-repeat tau, respectively.
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