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Figure Legend: Figure 1 Nose, Olfactory epithelium - Metaplasia, Respiratory in a female B6C3F1/N

mouse from a chronic study. There is replacement of olfactory epithelium by ciliated, respiratory
epithelium. Figure 2 Nose, Olfactory epithelium - Metaplasia, Respiratory in a treated male B6C3F1/N
mouse (left) and normal olfactory epithelium from a control male B6C3F1/N mouse from a subchronic
study (right). The olfactory epithelium of the treated mouse has been replaced by respiratory
epithelium. Image provided courtesy of Dr. R. Miller. Figure 3 Nose, Olfactory epithelium - Metaplasia,
Respiratory in a male B6C3F1/N mouse from a chronic study. The olfactory mucosa has been
completely replaced by respiratory epithelium, and there is concurrent atrophy of the olfactory nerves.
Image provided courtesy of Dr. R. Miller. Figure 4 Nose, Olfactory epithelium - Metaplasia, Respiratory

in a control B6C3F1/N mouse from a chronic study. There is localized replacement of the olfactory
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mucosa by respiratory epithelial cells (arrow) and dilation of Bowman’s glands. Image provided

courtesy of Dr. R. Miller.

Comment: Respiratory metaplasia is defined as the replacement of olfactory epithelium with a ciliated,
respiratory epithelium (Figure 1, Figure 2, Figure 3, and Figure 4). The presence of respiratory
metaplasia implies that loss of olfactory epithelium has occurred through necrosis or atrophy.
Treatment-related atrophy of olfactory nerves beneath the affected olfactory epithelium can occur.
Small focal, unilateral areas of respiratory metaplasia can sometimes be seen in control animals
(Figure 4).

Recommendation: Respiratory metaplasia should be diagnosed and graded. Small, focal lesions
seen in control animals should be diagnosed when the nose is an obvious or potential target organ.
Necrosis or atrophy associated with respiratory metaplasia of the olfactory epithelium should not be
diagnosed unless it is clearly a separate process and atrophic or necrotic areas are present elsewhere
in the olfactory epithelium. It is common for respiratory metaplasia to be present in the epithelium of the
Bowman'’s glands beneath the affected olfactory epithelium. This can be described in the narrative and
not diagnosed separately unless warranted by its prominence or severity (see Nose, Olfactory
epithelium, Glands - Metaplasia). Atrophy of the olfactory nerves should also be described in the

narrative, unless its severity warrants a separate diagnosis.
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