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B-1 Schematic overview of factors affecting NO generation pathway
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X-2 Effect of cigarette smoke extract (CSE) on cyclic GMP production under stimulation
with carbachol in the rabbit cavernous specimens.

Net production of cyclic GMP was expressed as the difference between production with

phenylephrine plus carbachol and that with phenylephrine plus carbachol plus nitroarginine.

CSE or phosphate buffer (PBS) as a control was injected subcutaneously once a day for 5 weeks.

*%kSignificant difference vs. corresponding value in the control at p < 0.005.
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B-3 Effects of cigarette smoke extract (CSE) onnitric oxide synthase (NOS) (A) and arginase
(B) activities in the rabbit cavernous specimens.

%, skkSignificantly difference vs. corresponding value in the control (PBS) at p < 0.05 and

p < 0.005, respectively.
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Effects of cigarette smoke extract (CSE) on the appearance of asymmetric
(ADMA) -positive endothelial

cells (A) and dimethylarginine

dimethylaminohydrolase (DDAH) activity (B) in the rabbit cavernous specimens
#0kSignificant difference vs. corresponding value in the control (PBS) at p < 0.005.
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B-5 Schematic overview of suggested mechanisms of cigarette smoke extract (CSE) in
impairing NO production from L-arginine in the rabbit cavernous specimens

The impaired NO production would result from blunted NOS activity due to accumulated
endogenous NOS inhibitors and accelerated arginase activity in cavernous tissue following
CSE administration. The impaired DDAH activity resulting from the decreased expression of
DDAH1 and DDAH2 proteins as metabolizing enzymes of MMA and ADMA possibly increases an
accumulation of the methylarginines. In addition to these changes, the decreased expression
of neuronal NOS protein in concert with accelerated arginase activity and accumulation of
endogenous NOS inhibitors would lead to further impairment of NO production.
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