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Proposals from the patho-morphological characteristics
of interstitial pneumonia to the therapy

Yuh Fukuda

Department uf Pathology, Nippon Medical School

We analyzed the mechanism of pulmonary structural remodeling in AIP, UIP, BOOP and NSIP, especially in
the process and the characteristics of their early fibrotic lesions. In UIP, BOOP and NSIP, early fibroses were
exclusively formed in intraalveolar spaces. UIP showed the mural incorporation-type intraalveolar fibrosis. « SMA
positive myofibroblasts were TIMP-2-predominant and showed rarely the figure of collagen phagocytosis.
Regenerating epithelial cells covering intraalveolar fibrosis in UIP showed the tendency to detach from the
mesenchyme. In UIP, alveolar structures were finally lost and replaced by the bronchiolar epithelial cells with
smooth muscle hyperplasia, called as "true bronchiolization”. UIP is TIMP-2 predominant progressive and
nreversible disease. AIP showed myofibroblast proliferation in both interstitium and intraalveolar space. In AIP,
unknown big insult for alveoli might be important in the beginning of the disease, but the later stage of regeneration
seems to be similar to NSIP. This may be the reason why some cases of AIP recover. Both BOOP and NSIP were
lymphocyte dominant interstitial pneumonia, and showed MMP-predeminant fibroblasts in intraalveolar fibrosis,
which were less positive for « SMA. Neovascularization in intraalveolar fibrosis was conspicuous. Ultrastructurally
phagocytosed collagen fibrils were predominant in fibroblasts in BOOP and NSIP. Regenerating epithelial cells
covering on intraalveolar fibrosis were mainly alveolar epithelial cells and showed good adhesion to mesenchyme.
BOOP and NSIP are MMP predominant, reversible and similar disease each other. BOOP is bud dominant
interstitial pneumonia (BIP) and NSIP is mural incorporation dominant interstitial pneumonia (MIP}, Only early
tibrotic lesions of UIP might react to the therapy, The proposed direction of therapy is as follows: 1) to suppress
the damage of alveolar epithelial cells and enhance their regeneration, 2} to suppress the myofibroblastogenesis of
mesenchymal cells and enhance the absorption of extracellular matrices, and 3) to enhance the neovascularization
in fibrotic lesions.
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