SKIN

BRIEF ARTICLE
-]

A Rare Case of Pemphigoid Gestationis

Sonia Patel, BA', Lauren Okon, MD?

" Cooper Medical School of Rowan University, Camden, New Jersey, USA
2 Macaione and Papa Dermatology, Voorhees, New Jersey, USA

ABSTRACT

Pemphigoid gestationis (PG) is a condition that arises in pregnant women, typically
presenting with pruritic and urticarial plaques and/or bullae involving the umbilicus. This
report discusses a 36-year-old woman, 26 weeks pregnant, who presented with an intensely
pruritic rash that spread from her thighs to her abdomen, forearms, and toe. Physical
examination revealed annular pink papules and plaques, notably lacking bullae and sparing
the umbilicus. Biopsy and direct immunofluorescence confirmed PG as well as the presence
of serum BP180 antibodies. She responded well to clobetasol and cetirizine, and due to
preeclampsia delivered preterm. PG is a rare condition that must be considered in pregnant
patients promptly in order to avoid complications for both the mother and child.

CASE REPORT

A 36-year-old Turkish-born woman (gravida
2, para 1) presented to the office at 26 weeks’
gestation with a two-week history of an
extremely pruritic rash. The patient stated
that the rash began on her thighs, then
spread to the lower abdomen, forearms, and
right dorsal toe. One week after the rash
appeared, she was diagnosed with Influenza-
B Virus Associated Pneumonia in the
Emergency Department. She received
Tamiflu and cefuroxime at the time of her visit
and later recovered with a resolving cough.
Her past medical history is significant for
asthma, preeclampsia and preterm delivery
at 29 weeks of gestation with her previous
pregnancy, cold sores, and Herpes Simplex
Virus encephalitis 20 years ago. The patient
was currently taking 81 mg of acetylsalicylic
aspirin, prenatal vitamins, and an albuterol
inhaler as needed.
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Physical examination findings revealed
annular pink papules and plaques, some
targetoid in appearance (Figure 1). On the
right dorsal toe, one vesicular papule was
noted. Notably, the rash largely spared the
umbilicus. (Figure 2).

Differential diagnoses for this patient
included insect bites, papular urticaria,
erythema multiforme, nodular scabies, and
atypical hand foot and mouth disease.
Differential diagnoses for  pregnancy
dermatoses included urticarial pemphigoid
gestationis, pruritic urticarial papules and
plaques of pregnancy (PUPPP), and atopic
eruption of pregnancy. Punch biopsies of the
right proximal posterior upper arm and left
lateral abdomen were taken.

Punch biopsies revealed spongiosis and
parakeratosis in the epidermis (Figure 3). In
the epidermal-dermal junction, perivascular
and interstitial  inflammatory infiltrate
consisting of lymphocytes, histiocytes, and
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Figure 1. Puritic, annular pink papules and plaques in the upper thigh (A) and lower abdomen

(B), sparing the umbilicus (C).

eosinophils were seen (Figure 4). Direct
immunofluorescence of the biopsies was
positive for dense linear C3, IgE, and IgG
deposits in the basement membrane zone.
Furthermore, antibody testing performed on
the patient’'s blood sample revealed the
presence of 82 U/mL of bullous pemphigoid
180 (BP180) antibodies. A level of 14 U/mL
or less indicates a negative result. BP230
antibodies were negative.

The patient was treated with clobetasol
ointment and cetirizine. The patient
responded well to these treatments and did
not require oral steroids. She delivered her
child preterm at 35 weeks via C-section due
to pre-eclampsia. The infant was not born
with any lesions and the patient noted that
her pruritus improved after delivery but that
she continued to get scattered spots for 6
weeks postpartum.

DISCUSSION

Pemphigoid gestationis (PG), formerly known
as herpes gestationis is a rare autoimmune
blistering subtype of bullous pemphigoid in
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which the body develops auto-antibodies to
proteins found in the skin during pregnancy.
This condition is most commonly seen during
the third trimester; however, it can be seen in
either of the other two trimesters, or even
during the postpartum period."? PG may also
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develop during the time of delivery or during
the reestablishment of the menstrual cycle or
with use of contraception.® Additionally, one
study found that PG may be seen in 33 to
50% of patients in subsequent pregnancies.?

PG has an incidence of 1/50,000 individuals
and around 10% of infants will develop
urticarial lesions from this condition at birth.*
Neonates born to mothers with this condition
may be delivered prematurely or may exhibit
an intrauterine limit of growth resulting in
smaller size.! Patients with increased
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frequency of HLA-B8, HLA-DR3, HLA-DR4
have been found to have an increased risk of
developing PG during pregnancy.>’
Prevalent comorbidities seen in PG patients
consist of Graves’ disease, Hashimoto’s
thyroiditis, systemic lupus erythematosus,
pernicious anemia, vitiligo, alopecia areata,
and ulcerative colitis.®® This disease is also
more commonly seen in older, Caucasian
women and in subsequent pregnancies.'® In
most patients, their symptoms lessen as their
pregnancy progresses.

The characteristic symptom of PG is pruritus,
followed by urticarial papules and plaques
distributed throughout the body which can
develop into tense vesicles or bullae. Lesions
commonly begin periumbilically and extend
into the trunk and extremities including the
palmar and plantar surfaces. This condition
normally spares the mucous membranes and
face.’
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Figure 3. Punch blopsy results demonstrating spong|03|s and parkerat03|s |n theepldermls "
with a perivascular and interstitial inflammatory infiltrate consisting of lymphocytes, histiocytes,
and eosinophils (H&E, original magnification x100).

The exact cause of PG is not known. As an
autoimmune condition, the disease begins
when the body recognizes its own antigens
as foreign. The targeted protein of this
condition is one of the basement membrane
zone known as BP180, which is a
transmembrane hemidesmosome.'" BP180
is found in the basement membrane of the
skin, as well as the cytotrophoblastic and
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Figure 4. Numerous eosmophlls are seen I|n|ng the dermal epidermal junction and within the
epidermis (H&E, original magnification x400).

syncytiotrophoblastic cells of the placenta,
and the amniotic membrane epithelium.’
BP230, another membrane protein, is also
associated with this condition and is found in
the same tissue types. It is thought that the
condition develops through loss of immune
tolerance which causes the development of
abnormal MHC Il molecules. The expression
of these MHC Il molecules results in an auto-
attack and inflammation.'?

The diagnosis of PG consists of examining a
biopsy of the epidermal-dermal junction
along with direct immunofluorescence (DIF).
In skin biopsies, it is common to find cells of
inflammatory origin such as eosinophils,
lymphocytes, and histiocytes.®> Vesicles or
bullae, seen in some cases, are
subepidermal. DIF of PG characteristically
shows a linear deposition of C3 at the
basement membrane zone. DIF is highly
sensitive to this condition and is considered
the method used for diagnosis.'®
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In cases of PG with sparing of the umbilicus,
particularly in cases in which vesicles or
bullae are absent, it may be challenging to
make the diagnosis of PG. For patients with
existing atopic dermatitis, prurigo gestationis
can appear as eczematous plaques on flexor
surfaces that include the face.' PUPPP is
distinguished from PG as this condition
typically excludes the periumbilical area and
classically begins in abdominal striae.’

The treatment of PG is dependent on the
severity and staging of the disease, with
topical corticosteroids, antihistamines, and
oral steroids often employed. In severe
refractory cases, steroid-sparing
immunosuppressants or intravenous
immunoglobulins have been used with
success.” This condition typically remits
postpartum, however, a systematic review by
Genovese et al found a 60.6% relapse rate
with 25% of patients experiencing a
persistent course, and 40% having a
recurrence in subsequent pregnancies.'®
Fetal growth restriction and prematurity have
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been associated with PG and a reported 13%
of newborns born to mothers with PG had
urticarial and/or bullous lesions develop.®'®

CONCLUSION

Subtle cases of PG can present with minimal
periumbilical involvement and lack of bullae
formation, both considered to be classic
hallmarks of this disease. Despite an overall
favorable maternal and fetal prognosis, it is
critical to consider this diagnosis, which can
be associated with fetal complications and
recurrent lesional outbreaks postpartum. A
DIF, antibody testing, as well as discussion
with the patient’s Obstetrician should be
considered in severely pruritic pregnant
patients with urticarial plaques who may be
presenting with inconspicuous cases of this
condition.
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