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Figure Legend: Figure 1 Fibrosis—increase of fibrous connective tissues in the dermis (arrow)

in a male B6C3F1 mouse from a chronic study.

Comment: Fibrosis is often a sequela of epidermal or dermal injury due to chronic chemical
exposure or trauma. It is characterized by an increase of fibrous connective tissues in the
dermis (Figure 1) or subcutis and usually accompanies chronic inflammation. Fibrosis may
occur as a subtle finding, particularly in the later stages. It is characterized by proliferation of
fibroblasts and collagen fibers in the dermis or around hair follicles, typically oriented parallel to
the epidermis. In more severe cases, the fibrosis can extend deeper into the dermis and
subcutis. Areas of fibrosis may have a slightly basophilic appearance compared with the
nonfibrotic dermis, but this can vary with staining quality and the maturity of the fibrotic lesion. In
early fibrosis, the fibroblasts are usually accompanied by inflammatory cells (particularly when
associated with an epidermal ulcer); the fibroblasts tend to be larger and more active, and the
collagen fibers are less compact and more disorganized. In the later stages of fibrosis, the
fibroblasts tend to be smaller and more spindle shaped; the collagen fibers are more organized
and compact, and there is often less inflammation. In severe cases, there may be a loss of hair
follicles in the fibrotic region.
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Recommendation: Fibrosis should be documented and assigned a severity grade in most
cases. Fibrosis that is present as a minor component of chronic or chronic active inflammation
or is considered secondary to epidermal ulceration may not warrant a separate diagnosis but
should be described in the pathology narrative. When the degree of inflammation is not
commensurate to that of fibrosis (as in Figure 1), then fibrosis should be diagnosed and graded.
Other associated lesions that may be seen with fibrosis, including epidermal hyperplasia, should

be diagnosed separately.
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