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ABSTRACT
progressive and ultimately fatal chronic interstitial

Idiopathic pulmonary fibrosis (IPF) is a

lung disease characterized by a progressive decline
in lung function, and current treatment options are
limited. cAMP is one of the most important second
messengers and plays a key role in relaxing airway
smooth muscle cells and reducing inflammation.
Phosphodiesterase (PDE) is a superfamily of en-
zymes, and PDE4 enzymes dominate 11 PDE super-
family enzymes, available in four isoforms-PDE4A,
PDE4B, PDE4C and PDE4D, which selectively de-

compose cAMP, while PDE4 inhibitors increase
cAMP levels by preventing cAMP from breaking
down, thereby exerting anti-inflammatory, anti-re-
modeling effects and providing an attractive drug
target for the treatment of IPF. This review summa-
rizes knowledge about the association of pulmo-
nary fibrosis with PKE4, as well as emerging preclin-
ical studies and clinical trials regarding PDE4 inhibi-
tors.
KEYWORDS
PDE4 inhibitors

pulmonary fibrosis; cAMP; PDE4;
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