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Gene therapy for treatment of pulmonary hypertension using plasmid
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We found decreased expression of neuropeptide VIP, PACAP and decreased expression
of their receptors in lung of monocrotaline—induced pulmonary hypertension in rat.
It was assumed that the receptor might be induced to compensate for the decrease of
VIP and PACAP. Thus, we hypothesized that induction of PACAP in lung could improve
pulmonary hypertension. To examine the hypethesis, we created PACAP encoding plasmid
and lentivirus vectors and examined the way to introduce them to the lung.
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Fig- 3 Quaniitative real-ime PCR was performed to determine the mRMA
exprassion of VIP and PACAP. Expressions of VIP and PACAP mRNA
were significantly lower in group M than those in group ©. mRMNA
expression in group C was expressed as 1 arbitrary unit.

P-yalues: * P=0.05, *** P< 0.005.
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Fig. 5 Western blot analysis of VPAC1, VPACZ and PACY in lung. (A) Tissue homogenates were subjected to SDS/PAGE and blotted for
WPAC1 (B), VPACZ (C). and PAC1 (D). Expression of VPAC1 in group M was more than 5-fold higher than that in group C. VPAG2 and PAC1
also increased significantly in group M compared to group C. Decreases in VIP and PACAP are associated with increases in its recepiors in
the lung of MCT-induced pulmonary hypertension. C: control. M: treated with monocrotaline. P-values: * P < 0.05, "*'F < 0.0D5
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