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To the Editor,
Acantholytic acanthoma (AA) is a rare benign keratosis 
characterized by epidermal thickening with acantholysis. 
Clinically, it is typically seen as a solitary nodular lesion, 
with a predilection for the trunk (1), although multiple 
lesions have been reported in immunocompromised 
patients (2, 3). Epidermolysis bullosa (EB) is a group of 
disorders characterized by congenital skin fragility. Clas-
sical EB shows skin separation at the dermo-epidermal 
junction (DEJ) due to disease-causing variants in the 
genes encoding epidermal basement membrane zone 
proteins. AA and EB are generally considered mutually 
exclusive because their histological skin split levels dif-
fer. We encountered a junctional EB (JEB) patient with 
multiple AAs.

The patient was a 38-year-old Japanese man who had 
been diagnosed with JEB based on his compound hete-
rozygous COL17A1 variants (NM_000494.4:c.1179del 
(p.Ala394Leufs*9) and c.4159C>T (p.Gln1387*)) (4–6). 
The same patient had developed cherry haemangiomas 
on his scalp, as reported previously (6). He had noticed 
multiple keratotic nodules on his scalp for several years. 
On examination, nodular lesions with marked keratiniza-
tion and crusts on the left auricle and occiput were ob-
served (Fig. 1A, B). We originally removed the occipital 
lesion and performed transplantation of an autologous 
epidermal sheet (7) on the lesion, but the keratotic lesion 
recurred. We then performed histological examinations 
of the 2 lesions. Both specimens showed marked hyper-
keratosis, acanthosis, and acantholysis. Intraepidermal 
skin splits were observed, with acantholytic keratino-
cytes and the epidermal basal layers present with the 
underlying dermis (tombstone appearance; Fig. 1C–F). 
Dyskeratosis and cytological atypia were not observed 
in the epidermis. Subepidermal skin clefts, a hallmark 
of JEB, were not seen. A direct immunofluorescence 
study of the patient’s non-keratotic skin showed no im-
munoglobulin deposits in epidermal intercellular spaces, 
excluding pemphigus diseases. The diagnosis of multiple 
AAs was made.

The patient had multiple normal-looking skin spots 
on his whole body, previously confirmed as revertant 
mosaicism (RM) (5). RM refers to a spontaneous cor-
rection of genetic abnormalities at the somatic cell level 
in patients with congenital disorders, such as congenital 
ichthyosis and EB (8). We previously showed that his RM 
skin was positive for collagen XVII (COL17), encoded 
by the COL17A1 gene, whereas his diseased skin was 

COL17-negative (5). We wondered whether AAs might 
have developed on his RM skin because the AA lesions 
showed skin splits above the epidermal basal layers, not 
at the DEJ. To investigate this, we compared the patient’s 
non-RM skin, RM skin, and AA skin using formalin-fixed 
paraffin-embedded sections. The institutional review 
board of the Hokkaido University Graduate School of 
Medicine approved this study (ID: 13-043). The study 
was conducted following the principles of the Declara-
tion of Helsinki. The patient provided written informed 
consent.

Double staining of keratin 14 (K14) and keratin 10 
(K10) confirmed that the AA skin split developed bet-
ween K10-positive suprabasal and K14-positive basal 
layers (Fig. 2A–C). COL17 was present at the DEJ of 

Fig. 1.  Clinical manifestations and histopathology. (A, B) 
Hyperkeratotic lesions on the (A) left auricle and (B) occiput. (C–F) 
Haematoxylin and eosin staining. Low- and high-magnification images of 
the (C, E) left auricle and (D, F) occiput specimens. Original magnification: 
(C, D) x100 and (E, F) x400.
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RM skin, but its labelling was markedly weak in non-RM 
skin and AA skin (Fig. 2D–F). This indicated that AA 
developed from his non-RM skin but not from RM skin.

The aetiology of AA is unknown. To our knowledge, 
this is the first case of a patient with EB developing 
AA. Our case highlights that multiple AAs can occur in 
non-immunocompromised hosts and that skin fragility 
at the DEJ, such as COL17 deficiency in our case, does 
not preclude the development of AA.
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Fig. 2. Immunofluorescence studies. (A–C) K10 
and K14 labelling of (A) non-RM, (B) RM, and (C) AA 
lesions. Scale bar: 100 µm. (D–F) COL17 labelling 
(D) of non-RM, (E) RM, and (F) AA lesions. The 
COL17-positive area is indicated by arrowheads. 
COL17-weak areas are indicated by dotted arrows. 
Scale bar: 100 µm.
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