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INTRODUCTION

The dystrophic forms of epidermolysis bullosa (DEB) are
characterized by skin fragility, blister formation, milia and
healing with atrophic scars'. Often they demonstrate nail
dystrophy or absent nails. Both autosomal recessive and
autosomal dominant subtypes of DEB have been described in
numerous case series and reports. They were caused by
mutations on a single gene, the COL7A1, which encodes the
anchoring fibril protein, type VII collagen. Patients with DEB
typically develop the skin lesions at birth or infancy.
Dystrophic epidermolysis bullosa pruriginosa (DEBP),
however, has been recognized as a distinct subtype of DEB in
which the patients tend to present late and have severe
pruritus®. As a result, it may be confused with other acquired
pruritic skin conditions. In this report, we describe the first
Malaysian Malay family with EBP resulting from a novel
COL7Almutation.

CASE REPORT

AAM is a 20 year-old student who presented to us with a 14-
year history of intensely pruritic plaques all over her body, but
sparing the face, palms and soles. The lesions were initially
blisters located at knees and elbows, but subsequently became
generalized. The blisters ruptured and healed with
hyperkeratotic plaques. She was treated by primary care
doctors with systemic and topical corticosteroids, systemic
antibiotics and emollients, but without improvement. Apart
from allergic rhinitis, she has no significant past medical
history. She is the 8th child of the family (Figure 1). Her
parents were non-consanguineous. Her father, 4 other sisters
and a brother also have history of itchy blisters and papules
of varying degree of severity over the limbs.

Clinically there were linear dyspigmented hyperkeratonic
plaques over the arms, legs, abdomen, back and buttock,
sparing her face and scalp. A few blisters were noted on the
abdomen, right knee and legs (Figure 2(a) i). Albopapuloid
lesions were noted over the dorsum of hands and feet (Figure
2(a) ii). There were onychogryphosis of both thumbs, right
index, middle and ring fingers and pterygium on her
toenails. She had xerosis. There was no abnormality of her
teeth or hair. She did not have palmoplantar keratoderma.

Our provisional diagnoses include dermatitis artifacta,
keratosis lichenoides chronica, hypertrophic lichen planus
and lichen simplex chronicus. Due to the presence of strong

family history, we also investigated the diagnosis of
dystrophic epidermolysis bullosa pruriginosa.

The blood count showed eosinophilia (1.9x10°/L) and mild
hypochromic microcytic anemia with haemoglobin of
10.5g/dl. The white cell count and platelet counts were
normal. Her serum iron level was 8umol/L (normal range
6.6-26.0) and the total iron binding capacity was 68umol/L
(normal range 49-89). The renal profile, liver function tests
and random blood sugar were normal. Antinuclear
antibodies were negative. She was also found to have a very
high IgE (>5000kU/L) with high serum enzyme immunoassay
values for house dust mites.

Histology of a skin biopsy obtained from a hyperkeratotic
plaque on the left arm showed a cell poor subepidermal
blister (Figure 2(b) i & ii). The underlying dermis was
infiltrated by lymphocytes and some eosinophils. Dermal
fibroblasts and capillary vessels were increased. The direct
immunofluorescence stainings of perilesional skin with IgG,
IgA, IgM, C3 and fibrin antibodies were all negative.

With informed consent and ethical approval, DNA extraction
from peripheral blood samples from the patient, her parents
and 2 siblings (indicated by red arrow in Figure 1) was carried
out for molecular genetic analysis with respect to the
diagnosis of dystrophic epidermolysis bullosa. From the
extracted DNA, the coding exons 49-118 and the neighboring
intronic regions of the COL7A1 gene (Genbank
NM_000094.3, NC_000003.11) were amplified by polymerase
chain reaction (PCR) and sequenced directly with flanking or
internal primers. Mutation was found at c.6860G>A,
p-G2287E in exon 87 of the COL7A1 gene in a heterozygous
state. Her father and sister (no.7 and no.34 in Figure 1) were
also heterozygous for the same mutation. However her
mother and sister (no.14 and no. 31 in Figure 1) did not have
the mutation. These findings confirmed the diagnosis of
dominant dystrophic epidermolysis bullosa in the patient
and her family.

The patient and her family members were counseled in
length regarding the diagnosis, the inheritance pattern and
the prognosis. She was prescribed antihistamines regularly
and was advised to apply emollient and moderate potency
topical corticosteroids to her lesions under occlusion.
Counseling was given to her to avoid trauma and rigorous
scratching.
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Fig. 1 : Family tree of the index patient

Fig. 2: (a) The clinical appearance of the cutaneous lesions in the index patient. There were extensive linear excoriated hyperkeratotic
plaques with a few of tense bullae (a)i. Albopapuloid lesions were noted over the dorsum of the feet and the toe nails were
atrophic (a)ii. (b)The histology of skin biopsy taken from a lesion on the abdomen. (b)i A cell poor subepidermal blister (x40);
(b)ii The upper dermis was infiltrated by lymphocytes and eosinophils (x200)

82 Med ] Malaysia Vol 68 No 1 February 2013



Dystrophic Epidermolysis Bullosa Pruriginosa: The First Report of A Family in Malaysia

8 bd ju0d
eulyd ‘800¢
VN L8SAI 1 <DL+00692 SUON sieak g Sl dlew 3saulyd v ‘(71)Ie 33 uay
eulyd '£00¢
VN 901x3 agzees SUoN sieak ¢ 34 1416 9sauIyd v ‘(1)1e 39 Buep
elwaue pliA o
jJuswade|dau
auIxoJAyy alodebuig
uo AwoldaplolAy} 7002
VN 98 uox3 315225 [ened jo AIOISIH e sieak gz 7S | uewom asaulyd v ‘(z1)[e 3° 83
Auewian
'900Z ‘(LL)Ie 32
SUON oLl X3 J< D/EL8D SUoN sieak /¢ 67 UBWOM yspjIn] v 1oeyd0ug
L8 SAI 1vD51I9pZ+0069
L8 SAI D<V¥+00692
SL %3 NELOZDd
65 X3 assz1od jusned e
"BUWY3Se 1o} duojosiupaid |Aylaw 86 X3/ X3 XZ6vzy d/oLsyd | ul siaidunfuodoulys
paniadal oym juaired e ul snaunid | G X3/LS XTI | V<DYYELI/X0E9LY d Que ewyise ‘syuaiied g pjo Slew e pue sajewsy 9 Aleyl ‘9002
pue uoliss| ulys o uonesoljswy 56 X3/€ X3 V<DPrELD/D'VSLTY D ui 36| pajeas|3 | syuow g 0} yuig #7-8 | 'siuaized pajejaiun £ ‘(01)1e 39 eJauQ
N ‘S00Z ‘(6)Ie 12
Ajrep bwgs aplwopijeyl aotvozo 36| paiens|a ybi|s foueyu) i 416 ysiug axym v J1|ng J1uezQ
(pa1ejal a1am 7) elpu|
Adeisayrohid - auop 10N auoN siedk z-| taaal ‘syusnned € | ‘500¢ ‘(8)|e 1@ sed
uemie] ‘v00¢
VN 26X3 N99ETZD auoN siedh oz 25 | uewom assuemie] v ‘(L)|e 3@ Bbuenyd
slaquiaw
Aliwey paayje 65 euIYD ‘200
VN £8X3 D-0}-V 6689 dUON sieah € GE | YUm uew asaulyd v ‘(9)1e 32 Buelr
£8 X3 9119p€989
voL x3 DI9P98LL
79SAI V-0}-DL+Z€ESS
oLL x3 MELLZD
€6 x3 S69€C¢O
19x3 316/1D syuaned ¢z N ‘6661
VN 58 X3 N rdrdd>) ul 36| pareas|3 | sieak gz 031 foueyu) ov-€1 | syusned pajejaiun 9 ‘(G)|e 12 o33N
ueder /661
63/6w9 € uliodsoPAd |elO - Quop 10N QUON siedh oL 89 9lew asaueder | ‘()| 19 jesewe
uemie]
VN 68 x3 4 Zd4d) SUON siedk 0| L€ UBWOM 3sBUIYD V | /661 ‘(€)[e 3° 937
Ud} Y} padnpal auojoupwel} ulys ay3 Jo Jeds ayy op-tL (sojewsay} p pue
|eUOIS3|RIIUI PUE UOISN|ID0 ulyym buisue JS 'z sieak QL sajew p) syuaired SN ‘7661
J3pun spl0Ja3}sodI10d [ed1do} Jus10d - auop JoN | uaned e ul Adoyy °| 0} yuig op-tL pajejaiun 8 | ‘(2)|e 1 Yredod
pauapI (STesA)
uonenw uonenw saseas|p jasuo |uonejuasaid sjuanjed jo Anunon B
juawijeal] | jo uonisod V2109 pajeloossy Jo aby Jo aby solsuajoeIRy) 1eak doyiny

papinoud juswieal) ayj pue paijuapl suolenw ay) ‘esoulbrinid esojing sisAjowsapids jo sases pajoday :| djqelL

83

Med ] Malaysia Vol 68 No 1 February 2013



Case Report

eise|diadAy dneysoud ubluag — Hdg ‘snijjaw sa1agelq — NG ‘U0JlU| — SA] ‘UOXT — X ‘BdLIBWY 4O 91e1S Paiun — SN ‘wopbuly paiun - N Uoleindiqqy

eljiydouisoalsadAy Apnis
elwaue plIA UL eishejen
SP1049315021140d |edido | /8X3 | 3/827D'd '¥<DH0989D 36| ybI1H siedh 9 0z uewom Aeje| v ‘le 1@ bue|
SP10J3350311103 096-956:L171:110¢
|eoidoyl A>usrod-ybiy pue snwijosdel |jorewaq Yoy
|ea1doy ‘63/bwg g uliodso|dhd |e1Q GSSAI J<D+SGSAl SUON siedh 9 bl uew ueiseaned y ‘le1d Aol
Hdg e
snwijoJdey PUIpPaW |egqJay pue ueder ‘0102
jed1doy % Aep/bwg suojosiupalid [eiQ /8X3 | V/877D d!y<DES89D pliagelp-1iue uo NG e sieah |/ WA uew asaueder v | ‘(g1)|e 1@ 1ysehey
uewom N ‘6002
snwijouey jedidoy £8X3 Vv06¢zD'd suejidoueld uayd] sieakoy 19 AUYM ysing v | ‘(£1)[e 18 lueew|y
eulyd ‘6002
VN S8X3 MZYZZd 36/ pasiey sieak | 0€ uew ssaulyd v ‘(91)1e 38 1yS
N€Z9zod
an/xog9Lyd 36| pajens|s e
asszLod Jadued ploJAy] e
MLYELD T/ VsulL6y ™D INQ
N9€£23'd/ D<VYSTHD auow.oy 15e3 3|ppIIN Auewiap
48z0zo'd pioJAyy parensls e auo pue spuaned ‘8002 ‘(SL)Ie 19
VN ¥8z0zD'd | uoireziisuas [9IIN e sieah £g6-| 86-21 ueadoung |eJ3uad 9 uuewnyds

Med ] Malaysia Vol 68 No 1 February 2013

84



Dystrophic Epidermolysis Bullosa Pruriginosa: The First Report of A Family in Malaysia

DISCUSSION

In this report, we identified the first family in Malaysia with
dominant epidermolysis bullosa pruriginosa, a subtype of
dystrophic epidermolusis bullosa, with most likely
involvement of 2 generations. Many cases were illustrated in
the literature (Table I) ever since the first case series reported
by McGrath et al in 1994°. The most prominent characteristics
of DEBP are late onset, pruritus and pattern hypertrophic
scars. Intact blisters are infrequently apparent and may only
be described by the patients. Excoriations are marked
clinically. Scars are prominent and predominantly
hypertrophic instead of atrophic. As a result, DEBP is often
recognized late by clinicians and commonly mistaken for
dermatitis artifacta, keratosis lichenoides chronica (Nekam'’s
disease), hypertrophic lichen planus and lichen simplex
chronicus.

The reasons for the delayed onset of symptoms in DEBP
remain unclear. However in the case series reported by Drera
et al’, all the 7 patients had typical mild dystrophic
epidermolysis bullosa (DEB) to begin with, in which they had
skin fragility and milia since birth or infancy. The typical
hyperkeratotic cutaneous lesions only appeared after the
onset of pruritus. A similar depiction by Schumann et al was
published subsequenty’. Another 7 patients with DEBP had
mild symptoms of epidermolysis bullousa (EB) since birth,
infancy or early childhood which later progress to typical
clinical manifestations of DEBP after they experienced
pruritus. The unbearable itch will lead to scratching which is
a form of trauma to fragile skin. This will promote blisters
and later scar formation. Hence, many believe pruritus has a
direct effect on the clinical appearance of DEBP and by
managing the pruritus, the clinical conditions would have
been improved.

Consequently, great effort has been exploited to find the
cause of pruritus in these patients. Many clinicians attempt
to relate the pruritus to various underlying systemic diseases
such as atopic eczema, thyroid disease, iron deficiency,
contact dermatitis, renal or liver impairment. Indeed, a few
patients were described to have associated atopy, elevated
IgE, anemia, thyroid gland cancer, elevated thyroid
hormone, nickel sensitivity, diabetes mellitus taking anti-
diabetic and herbal medicines and lichen planopilaris in the
literature (Table I). Our patient AMM was also found to have
mild anemia, hypereosinophilia and very high level of IgE,
especially to house dust mites. Whether these underlying
medical conditions unswervingly explained the mechanism
of pruritus is debatable as there were many EBP patients
without any medical problems that could explain the
pruritus. Perhaps the morphologically altered anchoring
fibrils in EBP act as itch stimuli received by unspecialized free
nerve endings located close to the dermal-epidermal
junction. This hypothesis certainly requires further studies to
for detailed investigation.

Med ] Malaysia Vol 68 No 1 February 2013

To date, more than 30 different mutations in COL7A1 have
been identified in patients with EBP (Table I). Majority of the
cases is inherited in an autosomal dominant manner. The
presence of a positive family history in our patient highly
supported the diagnosis and we proceeded with genetic
analysis without having to perform immunofluorescence
mapping. We have detected a heterozygous mutation,
€.6860G>A p.G2287E, in 3 affected individuals in the family.
To our knowledge, the mutation p.G2287E in exon 87
identified in our patient is novel, and is associated with
dominant DEB with milder phenotype.

Being an inherited mechanobullous disorder, genetic
treatments for EBP are not yet available. The management
includes examination of family members of the affected
proband and appropriate genetic counseling to them.
Collectively, successful treatment protocols for pruritus in EBP
have not been established. Topical corticosteroids and topical
calcineurin inhibitors have been used to ease the itch
transiently (Table I). Oral cyclosporine and oral thalidomide
were also described to be helpful in a few cases (Table I). As
our patient is at the child-bearing age, systemic treatment
with cyclosporine and thalidomide were not considered.

In conclusion, here we describe a typical EBP in a Malay
family in Malaysia with the novel COL7A1 mutation
p-G2287E, which expands the database of known mutations
and corresponding phenotypes.
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