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Body: Rationale: Traditional Chinese Medicine has developed polyherbal formulations in which multiple
agents contained in one formula act synergistically. Tianlongkechunling (TLD), one such formula mainly
composed of Ford nervilia, Tussilago farfara, schisandra chinensis, Monkshood and Pinellia Tuber, has long
been used for treating chronic pulmonary disease in south of China. It has been found that the main active
ingredients in TLD formula are flavonoids and other bioactive compounds. We examined TLD extract for its
potential effects on anti-fibrosis. Methods & Results: Using an Epithelial Mesenchymal Transition(EMT)
model, immunoblotting demonstrated up-regulation of E-cadherin and suppression of Fibronectin expresson
by TLD extract, thereby reversal of EMT in the treated A549 cells. Additional experiments displayed that
TLD can inhibit hyper-expression of p-ERK 1/2, p-Akt, p-STAT3, NF-κB and α-SMA in lung fibroblasts of
nonspecific interstitial pneumonitis(NSIP) and HMGB1-stimulated up-regulation in those of normal or NSIP,
concomitant with reduced levels of inflammatory cytokines. Alzet osmotic minipumps application of TLD
extract to Bleomycin(BLM)-challenged mice significantly decreased acute inflammation and pulmonary
fibrosis. Mucosal application of TLD extract to native mouse trachea by Ussing chamber recordings
suggested activation of Cl- secretion by increasing cAMP. These effects were mimicked by a mix of isolated
components. Conclusion: We suggest that the extract from TLD may provide a novel and effective treatment
for interstitial lung fibrosis through multi-ingredient synergistic regulation of cAMP signaling.
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