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Diagnosis of Drug Induced arrhythmia
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Long treatment of anti-psycotic drug sometimes induces sudden cardiac death,
however, forensic pathologists hardly find any findings. We examined the gene expressional profile with
microarray analysis for chronic chlorpromazine treatment of mouse. The results showed that arrhythmia and
cardiac myopathy might induce. Chlorpromazine treatment resulted in chromatin aggregation in nuclear on
mouse heart tissue and cultural cell, and the treatment showed positive signal Tunel method. This
strongly suggested that chronic chlorpromazine treatment might induce apoptosis in heart tissue and cell.
Additionally, in human heart, the results were the same.

Therefore, chronic chlorpromazine treatment might induce cardiomyopathy and followed sudden cardiac

death.



.CHL Telemetry

CHL
CHL
telemetry
T
QT Torsades de T
pointes Tdp CHL HR
Wide QRS QT
Tdp
.CHL IEGs
IEGs
CHL
CHLorpromazine CHL
CHL Ikematsu
et al. Legal Medicine, 2010
CHL
HL-1 CHL
QT CHL
K+ MicroArray
IKr C. 8
mMRNA Non-coding
CHL RNA ncRNA MicroArray
Ikr 55,000 n=4
CHL 1000
Ikr E-4031 NcRNA
HL-1
QT K+
CHL
HR programmed cell death
C-fos C-jun K+
IEGs MRNA K+ Slow type
E-4031 IEGs Rapid type
CHL IEGs CHL
CHL MicroArray Slow type
HL-1  apoptosis Rapid type
CHL
Ikr QT
CHL QT
CHL
CHL
apoptosis programmed cell death Ikr QT
QT
CHL .
apoptosis CHL

CHL CHL




CHL
Apoptosis
Proteome
CHL
Key Player
CHL
Apoptosis Proteome
CHL
Key
Player
CHL
Key player
CHL
a1 4 )
PCR
CHL Fas
CHL 2

24

CHL
Fas

Bcl211 (B cell lymphoma 2 - like 1)

Bcl2l1 Fas
4
Bcl2ll
CHL
Nr4al
Nrdal(nuclear receptor
subfamily 4 group A member 1)
Fas Bcl2ll 2 24
4
Nrdal
CHL
Fas Bcl2l1 Nr4al
CHL 2 24
4
CHL
CHL
CHL
Saline SA
( 1-1) CHL
( 1-2) SA
(¢ 1-3)
CHL
( 1-4)
CHL
CHL
1
50% 50%
100
CHL 50 67.5
10
CHL



CHL

CHL

Apoptosis

0

1
1. Expression of Fas, Caspase 8, Caspase 3
and B cell lymphoma 2-like 1 after
chlorpromazine administration in mouse
heart muscle. T. Kohyama, T. Umehara, T.
Mizuno, T. Yamamoto, K. Ikematsu. 91.
Jahrestagung der Deutschen Gesellschaft
fir Rechtsmedizin. 2012.09.22. Freiburg
(Germany).
0

o
IKEMATSU, Kazuya

80332857

@
TUBOI, Takashi

8041532



