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Images in Pathology

The law of series is a phenomenon that pathologists fre-
quently come across. It represents the observation that a 
rare diagnosis, once encountered, has the mysterious ten-
dency of occurring again within a short time frame.1

We were faced with the law of series after observing 
bizarre multinucleated stromal giant cells in a fibroade-
noma of a 19-year-old woman. Although a previous biopsy 
indicated a benign fibroepithelial lesion, the breast mass 
was excised because of its rapid enlargement. Macros
copic examination was inconspicuous and revealed a  
well-circumscribed round nodule measuring 42 mm.  

The microscopic evaluation showed a fibroepithelial 
lesion lacking leaf-like architecture and harboring a 
loosely arranged stroma with low cellularity and diffuse 
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Figure 1.  Benign fibroadenoma of a 19-year-old woman, showing a focally increased stromal cellularity (A, original magnification 
40×), with visualization of multiple bizarre multinucleated stromal giant cells at high magnification (B, original magnification 400×).

Figure 2.  Benign fibroadenoma of a 22-year-old woman, showing a focally increased stromal cellularity (A, original magnification 
50×), with visualization of multiple bizarre multinucleated stromal giant cells at high magnification (B, original magnification 200×).
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myxoid changes. Overall, the stromal fibroblasts did not 
show mitotic activity nor cytonuclear atypia. At low mag-
nification, a bizarre aspect with focally increased cellular-
ity of the stroma was noted in a single tissue slide (Figure 
1A). High magnification revealed the presence of bizarre 
multinucleated stromal giant cells (Figure 1B).

Although rare, we identified a second fibroadenoma 
containing multinucleated stromal giant cells within 2 
weeks of diagnosing the first case. The second patient was 
a 22-year-old woman, also presenting with a palpable 
breast mass with rapid enlargement. Similarly to the first 
case, the second fibroadenoma harbored a single focus of 
bizarre multinucleated giant cells within an overall hypo-
cellular stroma (Figure 2). Increased mitotic activity, cyto-
nuclear atypia, stromal overgrowth, and leaf-like 
architecture were all absent.

Similar to the anxiety of these patients caused by a 
palpable breast mass with sudden onset and/or rapid 
enlargement, the presence of bizarre stromal giant cells 
may render the pathologist anxious. However, there is no 
need to make a mountain out of a molehill: bizarre multi-
nuclear stromal giant cells have nothing to do with granu-
lomatous inflammation and are not a sign of stromal 
cytonuclear atypia. They should be considered as a 
benign degenerative phenomenon.2 In the absence of 
stromal hypercellularity, increased stromal mitotic activ-
ity, and a leaf-like architecture, the fibroepithelial lesion 
qualifies as a fibroadenoma.2-5 Awareness of this entity is 
important to prevent a potential misdiagnosis as a phyl-
lodes tumor.2-5 We surmise that the presence of stromal 
giant cells in a core needle biopsy can be particularly 
challenging, since these biopsy specimens generally 
hamper the evaluation of the overall architectural pattern 
of a fibroepithelial lesion.2
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