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Figure Legend:  Figure 1 Ovary - Pigment in a female B6C3F1/N mouse from a chronic study. 

Scattered foci of pigment are present throughout ovarian parenchyma. Figure 2 Ovary - Pigment in a 

female B6C3F1/N mouse from a chronic study (higher magnification of Figure 1). Pale-staining, foamy 

material is present in the cytoplasm of clusters of interstitial cells and/or macrophages in the ovarian 

parenchyma. Figure 3 Ovary - Pigment in a female B6C3F1/N mouse from a chronic study. There are 

areas of brown pigment in the ovary. Figure 4 Ovary - Pigment in a female B6C3F1/N mouse from a 

chronic study (higher magnification of Figure 3). There is brown pigment in the interstitial cells of the 

ovary. 

Comment:  Various pigments (Figure 1, Figure 2, Figure 3, and Figure 4) seen in ovaries include 

ceroid, hemosiderin, hematoidin, and melanin. In the NTP program, yellow-brown, periodic-acid-Schiff-

positive and acid-fast ceroid pigment has been observed in Fischer 344 rats and B6C3F1 mice but is 

more common in mice. Yellow to brown pigment is often seen as an aging change in mouse and rat 

ovaries. Ceroid is the pigment most frequently seen, and this accumulates mainly in the cytoplasm of 
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interstitial cells. Administration of compounds that interfere with steroid synthesis may result in 

accumulation of lipofuscin. Accumulation of hemosiderin and hematoidin may be associated with 

vascular lesions resulting in hemorrhage into follicles or corpora lutea. Accumulation of melanin has 

been reported in the ovaries of pigmented B6C3F1 mice, but the mechanism involved has not been 

clarified. 

Recommendation:  Ovary - Pigment should be diagnosed when it is considered to be relevant to the 

study (or if it is unclear whether it is relevant to the study) or if it is unusually prominent. Not all 

pigments have to be diagnosed, as some are ubiquitous in aging animals or are secondary to another 

disease process (e.g., hemorrhage) and not toxicologically meaningful. The pathologist should use his 

or her judgment in deciding whether pigment should be diagnosed. Definitive pigment identification is 

often difficult in histologic sections, even with a battery of special stains. Therefore, a diagnosis of 

“pigment” (as opposed to diagnosing the type of pigment, e.g., hemosiderin or lipofuscin) is most 

appropriate. The pathology narrative should describe the morphologic features of the pigmentation. 

When pigment is diagnosed, it should be given a severity grade. 
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