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C O R R E S P O N D E N C E

A case of patch granuloma annulare with CD68-negative, 
CD163-positive M2 macrophages infiltration in an interstitial 
pattern

Patch granuloma annulare (GA), a rare type of GA, is marked by 
asymptomatic and nonspecific skin discoloration that progresses 
slowly.1 Histopathologically, patch GA shows an interstitial pattern, 
whereas classic GA usually shows a palisading pattern, and both 

patterns are different in immunohistochemical findings.2 Here, we 
report a case of patch granuloma annulare with CD68-negative, 
CD163-positive M2 macrophages infiltration in an interstitial 
pattern.
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F I G U R E  1  Patch granuloma annulare is a rare type of granuloma annulare. Histopathologically, patch granuloma annulare shows 
interstitial infiltration of histiocytes. In our case, immunohistochemical analyses demonstrated CD68-negative, CD163-positive M2 
macrophages infiltration in an interstitial pattern
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A 52-year-old Japanese woman presented with subtle, irritated 
erythematous-to-brown macules and patches that increased in size 
and number on the legs over one year. Physical examination showed 
well-demarcated and smooth macules, coalescing into large patches, 
which were distributed symmetrically and geographically on her ex-
tremities (Figure  1A,B). She had no chronic disease or medication 
use, and her laboratory tests were normal. Since topical corticoste-
roids and oral anti-allergic drugs had been ineffective, a skin biopsy 
was taken from her thigh. The histopathological result showed nu-
merous histiocytes that infiltrated between interstitial collagen in 
the upper and middle dermis with some mucin deposition, which 
were particularly dense around vessels (Figure 1C–F). The charac-
teristic skin lesions and pathological findings led to the diagnosis of 
patch granuloma annulare. The NB-UVB treatment was performed 
based on previous reports3 and almost all lesions faded away after 
31 sessions of the exposure (total cumulative dose 19.4 J/cm2).

In our case, histopathological and immunohistochemical analy-
ses demonstrated an interstitial pattern of GA with negative CD68 
and positive CD163 staining (Figure 1G). GA can be divided into two 
main types according to histopathology: palisading and interstitial 
patterns. The former shows focal palisaded granulomatous inflam-
mation, and the latter shows interstitial infiltration of histiocytes. 
Classic GA often shows a palisading pattern, but it sometimes shows 
an interstitial pattern; in this situation, it is difficult to reach a diagno-
sis because of the inconsistency between histopathological findings 
and the characteristic skin rash. The finding that CD68 and CD163 
staining corresponds with histiocytes of the palisading granuloma 
in the palisading pattern of GA is useful. In the interstitial pattern, 
CD163 staining corresponds with the histiocytes of the stroma, but 
CD68 staining is absent.2 CD68 is a pan-macrophage marker and 
CD163 is an M2 macrophage marker.4 It has been reported that the 
M1/M2 macrophage ratio reflects inflammatory activity based on 
the observation that M1 macrophages are pro-inflammatory and M2 
macrophages are anti-inflammatory.5 These histopathological and 
immunohistochemical analyses may lead to the correct diagnosis 
and evaluation of clinical disease activity of GA. Patch GA is often 
asymptomatic or just mildly irritating and itchy, and the skin rash 
is inconspicuous and slowly enlarges. It often disappears sponta-
neously or in response to topical steroids, but it can also expand over 
a prolonged period, as was seen in the present case.6–8 The reason 
for such a mild condition may be related to the large proportion of 
CD163-positive anti-inflammatory M2 macrophages.

In conclusion, patch GA is a rare form of GA characterized by a 
mild skin rash with an indolent course. Histopathological and immu-
nohistochemical evaluation of the ratio of M1/M2 macrophages may 
contribute to understanding the disease activity.
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