RE £1:Induction of TIMP-1 and HSP47 synthesis in primary keloid
fibroblasts by exogenous nitric oxide
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ffffo! :BACKGROUND: The excessive accumulation of extracellular
matrix 1s a hallmark of many fibrotic diseases,
including the hypertrophic scar and keloid. Recent
reports from this research team had shown that exogenous
nitric oxide (NO) participates in the keloid formation;
however, 1ts role on the synthesis of fibrotic factor
(TGF-betal, TIMP-1 and HSP47) 1n the keloid fibroblasts
(KF) remained unclear. OBJECTIVE: In this study, to
better define the potential effect of exogenous NO on
the expression of fibrotic factors in KF, the enhancing
effect of exogenous NO, released from a NO donor, on the
synthesis of fibrotic factors in KF was investigated.
METHODS: The seven primary KF cultures were set up to
measure the effect of exogenous NO on enhancing the
expression of fibrotic factor. RESULTS: Elevation of
cellular cGMP levels was observed to be induced by NO or
blocked by the hydrolysis activity of phosphodiesterase
(PDE) by the PDE inhibitor. The elevated levels of
cellular cGMP were noted to enhance the expression of
TIMP-1 and HSP47 1in KF. Exogenous NO was found to
significantly accelerate the production of TIMP-1 and
HSP47 1in the seven primary KFs with a corresponding
increase 1n the production of TGF-betal. CONCLUSION: The
results have led to a conclusion, that is: the excess
collagen formations 1n the keloid lesion may be
attributed to the NO/cGMP signal pathway by initiating a
rapid increase 1n the expression of TGF-betal, TIMP-1
and HSP47 in the KF cells.



