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Nppb/Nppa gene is an important gene in the heart

Heart protection

Cardiomyocyte-specific
transcription and secretion

Genetic sequence

E: -
P P
one BRI AP

Arrhythmia Diagnostic marker (BNP) hggftd;gﬂﬂfe“&\".{,p)

Myocardial infarction
High blood pressure
Valvular heart disease

k cardiomyopathy /

1

1.0 =
T ANP
1000 I N

| Hazard ratio=0-26

800 control

600

é 1 T L 1

i i i v
IN=18)  IN=152) (N=351)  (N=276)

B-Type Natriuretic Peptide (pg/ml)

NG e e At st Clogs Time since onset after myocardial infarction (days)

N Engl J Med. 2002;347:161-7. Lancet 2007;370:1483-93.



Conclusion+ Future plan

Nppb Nppa Nppb Nppa

* The transcriptional mechanism of the Nppa/Nppb gene region forms an enhancer cluster.

* Elucidation of the hierarchical structure within enhancer clusters.

 As animal grows, enhancer switch that changes cardiac homeostatic function from CR7 to CR9.
- Enhancers that regulate transcription in response to pathological conditions.

<Future Plan>

* We will search for heart failure-responsive transcription factors and cardiac homeostasis transcription factors.
* Developing gene therapy drugs for heart-specific heart failure.
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