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Anti-p200 Pemphigoid Mimicking Acquired Reactive Perforating Collagenosis
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Anti-p200 pemphigoid, first described in 1996, is a
rare autoimmune blistering dermatosis with an annual
incidence of 0.7 patients per 1 million inhabitants (1-3).
Typically, it presents in younger age than bullous pemphi-
goid (BP) and demonstrates a male predilection. Notably,
over half of Japanese cases are preceded by psoriasis,
a feature observed in only about 6% of non-Japanese
patients (4). Pathogenetically, autoantibodies elicit der-
moepidermal separation, with Laminin 34 recently iden-
tified as the primary target antigen, while anti-Laminin
v1 autoantibodies are detectable in 70-90% of cases (5,
6). Clinically, anti-p200 pemphigoid closely mimics BP,
marked by intense itching, tense blisters on erythematous
skin, and urticarial plaques (7). Predilection sites include
the distal extremities, and approximately 40% of cases
involve the oral and genital mucosa (4). However, in rare
cases, anti-p200 pemphigoid exhibits a clinically diverse
spectrum, resembling dermatitis herpetiformis, erythema
multiforme, linear IgA bullous dermatosis, and pompho-
lyx (7, 8). This case report presents an atypical case of
anti-p200 pemphigoid that mimics acquired reactive
perforating collagenosis (ARPC) (9).

CASE REPORT

A 73-year-old woman was referred to our department because of
excruciating pruritus with vesiculation followed by skin crusting.
Symptoms started approximately 1 year before, prompting an
external histological examination, which revealed eczema. Initial
management included 5% polidocanol in Unguentum Cordes and
mometasone furoate cream. Notably, the patient had a 20-year
history of seropositive rheumatoid arthritis, initially managed with
methotrexate and leflunomide, and later with leflunomide alone.
Her medical history was devoid of other dermatoses, diabetes
mellitus, and impaired kidney function.

Physical examination on initial presentation revealed numerous
plaques up to 10 cm in diameter with raised erythematous borders
and central adherent green-brown keratotic plugs (Fig. 1A-C).
They were localized on both the trunk and extremities, with
the largest one situated distally on the left lower leg. Individual
lesions were predominantly round-oval in shape, but sometimes
coalesced to form polycyclic keratinized plaques. On the inner side
of the right knee, a solitary serosanguineous blister, about 1 cm
in size, was identified (Fig. 1D). Additionally, on the left side of
her lower lip, there was a superficial erosion, while the remaining
visible mucous membranes appeared normal. Upon resolution of
the lesions, numerous hypopigmented atrophic scars remained,
particularly on the upper dorsum (Fig. 1C, inset).

Given the clinical presentation, we suspected ARPC and hospi-
talized the patient for comprehensive evaluation and management.
The histological analysis of a spindle biopsy obtained from the
lesion on the left lower leg revealed the presence of small sub-

epidermal clefts, with no evidence of transepidermal elimination
of dermal compounds, as depicted in haematoxylin and eosin
(H&E) staining (Fig. 1E) and in sections stained for aldehyde
fuchsin to detect elastic fibres (not shown). A mixed inflammatory
infiltrate comprising lymphocytes, histiocytes, and neutrophils
was observed while eosinophils were not present. However, the
differential blood count revealed an eosinophilia of 700/uL (refe-
rence: 30-270/uL). Perilesional direct immunofluorescence on the
left lower leg demonstrated a linear deposition of IgG (Fig. 1G)
and C3, along with a subtle linear deposition of IgA and IgM at
the basement membrane. Indirect immunofluorescence on NaCl-
separated human split skin displayed the presence of circulating
IgG autoantibodies binding to the bottom of the artificial blister at
atitre of up to 1:320 (Fig. 1H). Similarly, in indirect immunofluo-
rescence on monkey oesophagus, circulating IgG autoantibodies
were detected, exhibiting linear binding to the basement mem-
brane. Immunoblot analyses ruled out the presence of circulating
IgG4 autoantibodies against both the immunodominant domain
of type VII collagen and Laminin 332. Additionally, indirect im-
munofluorescence testing for anti-Laminin-332-IgG and an ELISA
for anti-collagen-type-VII-IgG both returned negative results.
These findings conclusively exclude the differential diagnoses
of Laminin 332 pemphigoid and epidermolysis bullosa acquisita.
Anti-p200 pemphigoid was confirmed by an external reference
laboratory, where circulating IgG1 autoantibodies to the p200
antigen were identified by immunoblotting using human dermis
extract (Fig. 1F). Notably, the immunoblot also revealed discrete
detection of IgG against Laminin 4.

We treated the patient’s trunk and extremities topically with clo-
betasol propionate ointment supplemented with 2% triclosan. This
facilitated the uncomplicated removal of the soaked crusts. For the
underlying erosions, we employed fatty gauze and polyhexanide
gel. Given the patient’s significant pain, particularly in the left foot,
we administered metamizole and tilidine/naloxone. Additionally,
the patient received oral antipruritic therapy with desloratadine 5
mg up to 3 times daily and 5% polidocanol in Unguentum Cordes.
We initiated immunomodulatory therapy with doxycycline 100 mg
twice daily, which, unfortunately, had to be discontinued after 2
months due to stomach pain and diarrhoea. As disease control with
topical treatment alone proved insufficient, we commenced oral
systemic therapy with prednisolone at an initial dose of 25 mg/day,
equivalent to 0.5 mg/kg bodyweight. After 3 days, we gradually
tapered the dose and prematurely discontinued treatment due to
the patient’s infection with SARS CoV-2. Nevertheless, there was
anotable and stable improvement in the patient’s condition. Aside
from hoarseness, the course of SARS-CoV-2 infection remained
asymptomatic, with no clinical impact on anti-p200 pemphigoid.

DISCUSSION

In view of our patient’s clinical presentation, our initial
suspicion was ARPC. However, the patient’s medical
history showed no signs of diabetes mellitus or chro-
nic renal failure. The significant pruritus that led the
patient to seek care at our clinic, along with reported

2024 ©Author(s). Published by MJS Publishing, on behalf of the Society for Publication of Acta Dermato-Venereologica. This is an Open Access article distributed under
the terms of the Creative Commons Attribution-NonCommercial 4.0 International License (https://creativecommons.org/licenses/by-nc/4.0/).


https://creativecommons.org/licenses/by-nc/4.0/
mailto:Fleissner_j@ukw.de

ActaDV

ActaDV

2/3 Short communication

Fig. 1. Clinical features, histopathology, and autoimmune diagnostics. Numerous plaques with raised erythematous borders and central adherent
green-brown keratotic plugs on (A, B) the lower limbs and (C) the back. Upon resolution, hypopigmented atrophic scars remain (C, inset). (D) Solitary
blister on the inner side of the right knee, indicated by the white arrow. (E) Histopathology of the lesional skin biopsy obtained from the left lower leg
exhibiting subepidermal cleft formation as indicated by the black arrows (haematoxylin-eosin [HE], original magnification 20-fold). (F) Human dermis
extracts were incubated with serum of a healthy individual (lane 1), control serum of a confirmed anti-p200 patient (lane 2), 2 sera of patients with
epidermolysis bullosa acquista (lanes 3), demonstrating a 290 kDa band which represents the alpha chain of type VII collagen, and a 200 kDa band in
the serum of our patient (lane 4), indicated by the black arrow. (G) Perilesional direct immunofluorescence of the left lower leg displaying linear basement
membrane zone staining with anti-human IgG. (H) Indirect immunofluorescence of human NaCl-split skin stained for IgG (titer 1:320). White arrowheads
highlight linear basement membrane zone deposits at the dermal side of the artificial blister.

blistering preceding plaque formation and histopatho-
logical findings of subepidermal clefting, directed our
consideration towards autoimmune blistering diseases.
Ultimately, anti-p200 pemphigoid was confirmed by an
external laboratory.

To date, an association between anti-p200 pemphigoid
and histologically proven ARPC has only been documen-
ted by Kakehi et al. in a case involving a 71-year-old
man with diabetes mellitus who subsequently developed
ulcerative colitis (10). Our literature review revealed 10
reported cases linking BP with ARPC. Unlike our case, in
these reports (11-14) most patients had diabetes mellitus
and were frequently treated with dipeptidyl-peptidase IV
(CD26) inhibitors, which are known to promote BP (15).
While we could not confirm ARPC histologically in 2
consecutively obtained biopsy specimens, our patient
consistently described experiencing blisters followed
by erosions and crusting. Similar to Schauer et al., who
reported 1 case of BP preceding ARPC-like lesions (13),
we suggest that our patient exhibited a rare clinical pre-
sentation of anti-p200 pemphigoid. On the other hand, it
cannot be ruled out that pre-existing ARPC might have
caused tissue damage at the dermoepidermal junction,
exposing epitopes that then triggered autoreactive T and
B cells to elicit anti-p200 pemphigoid.
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Our case underscores the critical need to consider au-
toimmune blistering dermatoses in patients experiencing
severe pruritus, even within atypical clinical presenta-
tions. Due to the complexity involved in diagnosing
anti-p200 pemphigoid, there is a high likelihood that
this rare condition often remains undetected. As such,
we emphasize the value of a comprehensive approach
that combines detailed clinical evaluations, histological
analyses, and autoimmune diagnostics as listed in Table I
and recently discussed (6), to obtain precise diagnoses
with effective treatments similar to those for BP, such
as topical class IV corticosteroids or systemic therapy
with prednisolone, dapsone, doxycycline, azathioprine,
or mycophenolate (7).

Table I. Clinical features and diagnostic criteria of anti-p200
pemphigoid

Clinical features (7) Diagnostic criteria (4, 6)

Blisters on erythematous Direct immunofluorescence: linear deposition of
skin IgG and/or C3 along the basement membrane
Urticarial plaques zone (BMZ); n-serrated pattern

Intense pruritus Indirect immunofluorescence: linear BMZ deposition
at the dermal side in human NaCl-split skin

Immunoblot: p200, Laminin B4, Laminin y1
Histology: subepidermal cleft
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