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Extensive milia formation in a young

woman with bullous pemphigoid

Sir,
Bullous pemphigoid is the most common subepidermal
immunobullous disorder that wusually affects the elderly

population.! Tt is characterized clinically by the presence of
tense blisters either on erythematous/urticated base or on
normal-looking skin, and immunopathologically by linear
deposition of immunoglobulin G and complement fraction 3 (C3)
along the dermoepidermal junction. Indirect immunofluorescence
microscopy on salt-split skin further helps confirm the diagnosis
and typically shows immunoglobulin G staining on the epidermal
side of the split (“roof-binding” pattern).! Autoantibodies in
bullous pemphigoid are directed against the hemidesmosomal
proteins — bullous pemphigoid antigen 180 and bullous
pemphigoid antigen 230. It may at times be difficult to distinguish
bullous pemphigoid from other subepidermal immunobullous
diseases, especially epidermolysis bullosa acquisita. Younger age
group, acral blistering, absence of family history, scarring and
milia formation are often used as clinical criteria to differentiate
epidermolysis bullosa acquisita from bullous pemphigoid.? Here,
we report the case of a young woman with bullous pemphigoid,
who uncharacteristically developed extensive milia during the
recovery phase.

A 35-year-old woman presented to our department with
multiple blisters all over the body since 3 months. It initially
started on the chest, and then involved the scalp and the oral
mucosa. Examination revealed multiple tense vesicles, bullae
and erosions on the scalp, trunk and limbs; erosions were also
present in the gingivae and the floor of the mouth [Figure 1].
A provisional diagnosis of bullous pemphigoid was made;

Figure 1: Tense bullae on the lower one-third of the leg

Access this article online

Quick Response Code: Website:

www.ijdvl.com

DOI:
10.4103/ijdvl.IJDVL_402_16

direct immunofluorescence microscopy of the perilesional skin
revealed linear deposition of C3 and immunoglobulin G along
the basement membrane zone. Indirect immunofluorescence
study using salt-split skin showed linear staining of the basement
membrane zone with immunoglobulin G on the epidermal side of
the split (“roof pattern™) in 1:100 dilution, which was consistent
with the clinical diagnosis of bullous pemphigoid [Figure 2].
Enzyme-linked immunosorbent assay using recombinant bullous
pemphigoid 180 and bullous pemphigoid 230 antigens showed a
strong reactivity (anti-bullous pemphigoid 180 antibodies more
than 200 IU/ml and anti-bullous pemphigoid 230 antibodies
- 24 1U/ml). She was initially treated with oral prednisolone
(1 mg/kg/day) along with supportive care. Since she continued to
develop blisters at one week even after commencing this regimen,
single intravenous cyclophosphamide pulse (500 mg over 3—4 h)
was administered. She responded well to this regimen; at 1-month
follow-up, there were no new blisters and all the existing lesions
had healed with postinflammatory pigmentation. However, she
complained of some new asymptomatic lesions all over the body.
Examination showed multiple pearly white papules, suggestive
of milia on her face and extremities [Figure 3]. Histopathology

Figure 2: Indirect immunofluorescence on salt-split skin showing linear
deposition of immunoglobulin G on the epidermal side of the split
(“roof pattern”) (FITC, x200)
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of the representative lesion was consistent with the diagnosis of
milia which showed intraepidermal cysts plugged with keratin
[Figure 4a and b]. Two more cycles of cyclophosphamide pulse
were given in the subsequent months and the dose of prednisolone
was tapered.

Milia are very common benign keratinous cysts of the skin,
clinically seen as pearly white, dome-shaped lesions measuring
1-2 mm in diameter.> Two types of milia have been described;
primary milia are formed from entrapped keratin and are found
usually on the face whereas secondary milia are formed after
trauma, burns and a variety of blistering skin conditions. Milia
secondary to blisters are speculated to be produced through
the regeneration process of disrupted sweat glands or hair
follicles and have been reported in association with diseases
such as epidermolysis bullosa (both hereditary and acquired
type), porphyria cutanea tarda, mucous membrane pemphigoid,
occasionally in bullous pemphigoid and the recently described
p200 pemphigoid.*” Prost er al. observed that nearly 50%
of patients with epidermolysis bullosa acquisita and mucous
membrane pemphigoid had milia, but none of the 15 bullous
pemphigoid patients showed milia formation.® Although rare,
milia may occasionally occur in bullous pemphigoid patients;
Venning et al. and Banfield et al. reported the occurrence of
milia in 38.8% (7 out of 18) and 31.1% (23 out of 74) of their
bullous pemphigoid patients, respectively.”!® Banfield et al.
postulated a significant predisposition for milia formation in
bullous pemphigoid patients with human leukocyte antigen DQ6
antigen.'® Thus, milia formation during recovery phase may be
associated with immunological predisposition. Ultrastructrally,
bullous pemphigoid 180 antigen is indirectly connected to
type VII collagen through laminin-332 and type IV collagen.
Aberrant interaction between the hemidesmosomal proteins and
the extracellular matrix components beneath the hemidesmosomes
may also result in milia formation.” Traditionally, bullous
pemphigoid is considered as a mild disease which can be treated
effectively with topical and/or low-dose oral steroids.! Hisa

Figure 3: Multiple, grouped milia on the left ankle

et al. in 1996 reported the occurrence of milia in a 68-year-old
woman; however, the diagnosis of bullous pemphigoid was not
substantiated in their patient by immunological tests such as
indirect immunofluorescence on salt-split skin or enzyme-linked
immunosorbent assay.* Tsuruta et al. reported a 55-year-old
woman with bullous pemphigoid who responded well to tapering
doses of oral steroids; seven months later, this patient presented
with multiple milia on healed bullous pemphigoid lesions.?
Uchida et al. and Ishikawa et al. reported elderly men with bullous
pemphigoid which subsequently healed with milia. Interestingly,
both these patients had only bullous pemphigoid 180 antibody
and did not respond satisfactorily to oral steroid therapy alone.>¢
Improvement was observed in their patients when adjuvant
therapies such as intravenous immunoglobulin and plasma
exchange were instituted. Our patient, on the other hand, had both
bullous pemphigoid 180 and bullous pemphigoid 230 antibodies
and required additional cyclophosphamide pulse to induce clinical
remission. In summary, all the three patients (including our
case) had extensive lesions and high immunological activity as
indicated by bullous pemphigoid enzyme-linked immunosorbent
assay. Intense inflammation along the dermoepidermal junction
would have predisposed, at least partially, to the development of
milia in these patients.

Bullous pemphigoid is traditionally seen in the sixth or seventh
decades of life; presence of tense blisters in a young patient that heal
with milia formation, as in our case, would have led erroneously to
the diagnosis of epidermolysis bullosa acquisita. However, advanced
immunological testing such as indirect immunofluorescence using
salt-split skin and enzyme-linked immunosorbent assay using
recombinant bullous pemphigoid 180 and 230 kits helped us to
confirm the diagnosis of bullous pemphigoid. Postbullous milia,
though uncommon, may be seen in bullous pemphigoid patients and
its presence should not be used as a criterion to distinguish bullous
pemphigoid from other subepidermal immunobullous diseases,
especially epidermolysis bullosa acquisita. Whenever possible,




Figure 4b: Cystic cavity containing laminated flakes of keratin (H and E, x200)

the diagnosis of subepidermal immunobullous disease should be
confirmed by indirect immunofluorescence on salt-split skin.
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