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Dear Editor:

Pretibial epidermolysis bullosa (PEB) was first described by
Kuske in 1946'. The author reported two cases of PEB with
recurrent blisters in a middle-aged man and his son. PEB is
a rare subtype of dominant dystrophic epidermolysis bullosa
(DDEB). Symptoms of DDEB usually appear in infancy, and
severe blistering can be life-threatening. On the other hand,
PEB is characterized by mild blistering, erosions, and milia lo-
calized to the shins. The age of onset is variable, and some pa-
tients do not develop signs and symptoms until adulthood. In
previous studies, nine patients with mutations in the COL7A1
gene have been reported””. Herein, we report a case of late-
onset PEB and new mutations in the COL7A1 gene.

An 86-year-old Japanese male presented with a 1-month
history of recurrent blisters on the shins. Several erythema,
tense blisters, erosions, and scars after healing were present on
his shins (Fig. 1A, B). All of his toenails were dystrophic (Fig.
1C). His fingernails, teeth, and hair were not involved. Toenail
dystrophy had persisted from his childhood, and his father
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also had the condition.

Blood investigations, including a complete blood picture,
liver and renal functions, antinuclear antibody, anti-BP180
antibody, and immunoglobulin (Ig) patterns, reported normal
results.

A skin biopsy showed a subepidermal bulla with poor in-
flammatory cell infiltration. The roof of the blister was intact.
Mild infiltration of lymphocytes, neutrophils, and histiocytes
was observed (Fig. 1D). At the epidermal side and the dermal
side of the blister, direct immunofluorescence showed no de-
position of IgG, IgM, IgA, and C3. Immunohistochemistry
using an anti-collagen type VII monoclonal antibody revealed
that staining was less intense at the basement membrane (Fig.
1E, F). Total RNA was extracted from peripheral blood, and
cDNA was synthesized. Direct sequencing was performed
to detect mutations in the COL7A1 gene. We identified two
novel glycine substitution mutations, namely ¢.5264G>T
(p.Glyl755Val) and ¢.5345G>C (p.Glyl782Ala), in exons 59
and exon 61, respectively. Both mutations have not been previ-
ously reported (Fig. 1G).

After starting treatment with topical corticosteroid and
vitamin D3 ointments, no blisters appeared. Milia occurred
after lesions improved with topical benzoyl peroxide.

In the nine cases previously reported, the age of onset of
blisters and erosions on the shins ranged from 1 month to 52
years. Here, we present the oldest age of onset of blisters and
erosions on the shins. Seven of the nine previously reported
cases involved toenail dystrophy (Fig. 1H)*”. This case also
involved toenail dystrophy that started in childhood. Toenail
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Fig. 1. Clinical features of this case. (A, B) Several erythema, tense blisters, erosions, and scars are observed on the shins. (C) All of the
toenails are dystrophic. (D) Histopathology shows subepidermal bulla with poor inflammatory cell infiltration (H&E, original magnifica-
tion x40). (E, F) Collagen type VII staining is less intense at the basement membrane (DAB staining, original magnification x100). (G)
Sequencing identified two novel point mutations in type VII collagen (COL7A1). (H) Table of pretibial epidermolysis bullosa cases re-
garding age of onset and mutations in COL7A1. We received the patient’s consent form about publishing all photographic materials. F:
female, M: male.

dystrophy beginning in childhood may be a clue for PEB diag- CONFLICTS OF INTEREST

nosis. We report of two novel glycine substitution mutations

in COL7A1 gene, c.5264G>T (p.Glyl755Val) and ¢.5345G>C  The authors have nothing to disclose.

(p.Gly1782Ala) in exons 59 and 61, respectively, that occurred

in late-onset PEB. It is possible that the both mutations are on FUNDING SOURCE

the same father-derived allele, but have relatively low impact

on the anchoring fibril formation to generate mild phenotype. =~ None.

Another possibility is that one mutation is the father-derived

dominant mutation and another mutation might be a silent ORCID

glycine substitution mutation from his mother.
Yuri Shimizu, https://orcid.org/0000-0001-8761-8847

ACKNOWLEDGMENT Yorihisa Kotobuki, https://orcid.org/0000-0002-6519-5000

Noriko Arase, https://orcid.org/0000-0003-3966-3437

We thank Professor Katsuto Tamai in Osaka University for =~ Hisashi Arase, https://orcid.org/0000-0002-1153-3166

the advice about epidermolysis bullosa and genetics. Ichiro Katayama, https://orcid.org/0000-0002-3270-1085
Manabu Fujimoto, https://orcid.org/0000-0002-3062-4872

82



Brief Report

REFERENCES

1. Kuske H. Epidermolysis traumatica, regionar tiber beiden Tibiae
zur Atrophie fithrend, mit dominanter Vererbung [Epidermolysis
traumatica, regionally over both tibiae leading to atrophy, with
dominant inheritance]. Dermatologica 1946;92:304. German.

2. Chen ], Liang Y. Novel glycine substitution G2037R of COL7A1 in a
Chinese boy with pretibial epidermolysis bullosa treated with oral
olopatadine hydrochloride and topical Vitamin E. Indian ] Derma-
tol Venereol Leprol 2017;83:229-231.

3. Cunningham L, Liu L, Menzies S, McGrath JA, Lally A. Novel mis-

sense mutation in a patient with recessive pretibial epidermolysis
bullosa and a mild phenotype. ] Eur Acad Dermatol Venereol
2016;30:el115-el116.

4. Kitazawa T, Kawakami T, Matsuoka M, Kimura S, Soma Y, Na-
kano H. Splicing mutation in the COL7A1 gene mRNA exon 71 in
a female patient with pretibial epidermolysis bullosa. ] Dermatol
2014;41:1018-1019.

5. Betts CM, Posteraro P, Costa AM, Varotti C, Schubert M, Bruckner-
Tuderman L, et al. Pretibial dystrophic epidermolysis bullosa: a
recessively inherited COL7A1 splice site mutation affecting procol-

lagen VII processing. Br ] Dermatol 1999;141:833-839.

Brief Report

Annals of Dermatology 2022;34(1) e https://doi.org/10.5021/ad.2022.34.1.83

’ '.) Check for updates ‘

Pancreatitis, Panniculitis, and Polyarthritis Syndrome with

a Fatal Course
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Dear Editor:

Pancreatitis, panniculitis, and polyarthritis (PPP) syndrome
is a rare disease characterized by pancreatic disease, pannicu-
litis presenting as tender erythematous nodules especially on
the lower extremities, and polyarthritis showing swelling and
inflammation without evidence of infection'. Prompt diagno-
sis is crucial because of its poor prognosis and high mortality

with delayed treatment’.
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An 64-year-old male visited the emergency department
with pain on both legs for five days. He had history of frequent
alcohol consumption and hypertension. The laboratory ex-
amination revealed leukocytosis (28,690/ul) with neutrophil
dominance (88.7%), elevated amylase (9,055 U/L; 28~100 U/L),
lipase (2,089 U/L; 13~60 U/L), C-reactive protein (12.94 mg/
dl; 0~0.5 mg/dl), creatinine (2.71 mg/dl; 0.7~1.2 mg/dl), and
blood urea nitrogen (41.0 mg/dl; 6~20 mg/dl). The peripheral
blood cell morphologic analysis revealed normocytic normo-
chromic anemia and neutrophilia with left-shifted matura-
tion. The blood test revealed no evidence of viral infections,
autoimmune diseases, or hematologic malignancies. There
was no fever or abdominal pain, but abdominal computed
tomography showed acute pancreatitis. He was admitted to
the department of internal medicine and was consulted to the
dermatology department for tender erythematous subcuta-
neous nodules with periarticular swelling on the knees and
ankles (Fig. 1). A skin biopsy of the left ankle showed lobular
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