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Abstract: Pemphigoid gestationis (PG) is a rare autoimmune bullous skin disorder which
usually presents with intense pruritus and urticarial lesions that may evolve into vesicles and
tense blisters. In majority of patients, it starts in the second or third trimester of pregnancy
and resolves spontaneously after delivery. Lesions appear in the periumbilical area in 90% of
patients and rapidly spread centrifugally to other parts of the body. The diagnosis needs to be
confirmed by direct immunofluorescence test (DIF) with indirect immunofluorescence test
(ITF), ELISA and immunoblot techniques playing role in diagnosis and/or monitoring anti-
bodies level. Mild symptoms of PG can be treated with topical therapy only, but in severe
course of the disease the treatment may be escalated to oral corticosteroids. We present an
unusual case of PG started 2 weeks after delivery with an updated overview on the
epidemiology, pathology, clinical picture, treatment, and complications of the disease.
Keywords: case report, pemphigoid gestationis, gestational pemphigoid, herpes gestationis,
pregnancy dermatoses

Introduction

Gestational pemphigoid (pemphigoid gestationis, PG) is a rare, intensely pruritic
autoimmune bullous skin disorder occurring during pregnancy, but clinically and
pathologically similar to bullous pemphigoid (PB). Historically, PG was named herpes
gestationis, because of the vesicular morphology of the lesions. However, it was
eventually proven that PG was unrelated to any prior or active herpes virus infection
and the name of the disease was changed.* It usually starts in the second or third
trimester of the pregnancy, with single cases reported in the first trimester and
postpartum.’® Multigravidae, typically with an earlier onset of symptoms, are more
susceptible to develop PG than primigravidae. Although PG course is usually self-
limiting and most patients go into spontaneous remission after delivery, up to 75% of
patients may experience postpartum flares.” Interestingly, there is an increased risk of
Graves' disease, alopecia areata, vitiligo, or ulcerative colitis in patients with PG.'®

Case Report

A 30-year-old multigravida was admitted to the Department of Dermatology 2 weeks
after delivery with intense pruritus and skin lesions which started gradually 10 days
before. There was no personal history of any skin disorders, allergies, taking any
medications or having fever. On examination, there were erythematous and edematous
lesions with central erosions and single vesicles present mainly on the trunk, limbs, hands
and feet (Figure 1A and B). The patient has been treated with topical corticosteroid and
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Figure | (A and B) Erythematous, oedematous lesions with central erosions and single vesicular lesions. The eruption was presented mostly on the limbs, especially hands

and feet, and a few on the trunk.

with antibiotic (betamethasone dipropionate with gentamicin),
loratadine, and oral antibiotic (amoxicillin) without any
improvement. Her healthy male neonate (birth weight of
5 kg) was delivered with a 5-minute Apgar score of 10. The
baby did not have any skin lesions. The patient’s laboratory
tests showed elevated levels of VZV IgG and IgM and HSV
IgG, and IgM antibodies. The working diagnosis of chicken
pox was established, but treatment with acyclovir at a daily
dose of 5 mg/kg iv did not yield satisfactory results. Presence
of vesiculobullous lesions suggested a blistering disease, and
histopathological examination, direct immunofluorescence test
(DIF), indirect immunofluorescence test (IIF), ELISA and
salt — split technique test were performed. Histopathological
findings revealed large subepidermal blister filled with eosino-
phils and neutrophils, subepidermal spongiosis with perivas-
cular lymphocytic infiltrate with granulocytes and no
acantholysis. DIF demonstrated linear depositions of IgG (+
+), and C3 (+++) complement along the dermo-epidermal
junction (Figure 2). IIF performed on monkey esophagus
revealed linear deposits of IgG at the dermal-epidermal junc-
tion. ELISA confirmed presence of circulating IgG antibodies
against BP180 in titer 1:160. No test for anti-BP230 titer was
performed. Salt-split skin revealed a roof pattern of the immu-
nofluorescence. The final diagnosis of PG was made and 40 mg
of oral prednisone (0.5 mg/kg) daily was started. A single
intramuscular injection of 4 mg dexamethasone was given by
the on-call doctor due to exacerbation of the lesions and the

patient’s discomfort, just before the oral prednisone was intro-
duced. The treatment was not causing any side effects and the
dose of prednisone was lowered every 2 weeks over 7 months.
Patient’s skin lesions gradually improved and finally subsided
with no recurrence. As the patient was unable to attend follow-
up appointments in person, no further PG monitoring labora-
tory tests were performed.

Discussion
Epidemiology

Depending on the literature, the incidence of PG is difficult to
establish and has been estimated at 0.5 to 2 cases per 1 million
women in France, Kuwait, Iran, and Germany. PG occurs in 1

of 60,000 pregnancies worldwide.>*'*

Jenkins et al'®

summarized the data from 142 pregnan-
cies complicated by PG and reported that the time of onset
of the disease ranged from 5 weeks gestation to 35 days
postpartum. Of the 117 pregnancies, 21 (17.9%) presented
in the first trimester, 40 (34.2%) in the second trimester,
and a further 40 (34.2%) presented in the third trimester. In
16 out of 117 (13.7%), the eruption began postpartum.
Ambros-Rudolph et al' described 21 patients with PG,
ten of whom (48%) were primigravidae and all had
a single gestation pregnancy. One out of the eleven multi-
parous women (9%) had a previously affected pregnancy.
The rash started in 15 patients (71%) during the third
trimester, in 6 (29%) during the second trimester.’
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Figure 2 DIF demonstrated linear depositions of IgA (+), IgG (++), and C3 (+++)
complement along the dermo-epidermal junction.

PG usually resolves within 6 months after delivery.®
Nonetheless, it may persist or deteriorate due to a sudden
increase in the level of antibodies, natural fluctuations in
female sex hormones, and later can be triggered by subsequent
pregnancies, menstruation, or treatment with estrogens and
progesterone-containing oral contraceptives.'> Single cases
of PG have been described in association with trophoblastic
and hydatidiform
mole.*'*'*1® According to Jenkins et al,'” the median duration

tumors, such as choriocarcinoma,
of symptoms was 16 weeks, and most patients became symp-
tom-free 6 months after the delivery. The duration of postnatal
manifestations varied between 2 weeks and 12 years. The
recurrences of PG in subsequent pregnancies were reported
in 33% to 50% of patients with usually an earlier onset and

more severe course than the first episode of the disease.®

Pathogenesis

The pathogenesis of PG is similar to the pathogenesis of
bullous pemphigoid as PG is considered to be a variant of
BP. Both BP and PG, are associated with the presence of IgG
autoreactive antibodies directed against BP180 (also known as
BPAGI1 or collagen XVII) and partially against BP230 which
constitute the hemidesmosomal proteins within the dermo-
epidermal junction.>®® This results in loss of connection
between dermis and epidermis, and the formation of bullae,
erosions, and subsequent inflammation. BP180 is expressed in
the skin but also in the first trimester of pregnancy in the
placental tissue — trophoblastic cells, and in the amniochorionic
stromal cells.” It starts when the abnormal expression of major
histocompatibility complex (MHC) class II antigens in placen-
tal stromal cells leads to the presentation of BP180 protein to

the maternal immune system which recognized it as foreign.®
This leads to the production of anti-placental IgG antibodies
that cross-react with the same BP180 proteins in the skin,
causing inflammation and subepidermal blister formation.
Moreover, immunologically PG is significantly associated
with the maternal MHC class II antigens haplotypes HLA-
DR3 and HLA-DR4, which have been reported in majority of
patients with PG.®

Clinical Presentation

Initially, the disease presents with pruritic urticarial papules
and annular plaques, followed by formation of vesicles and
finally large, tense bullae on an erythematous base. It usually
starts from the periumbilical area and may spread to the rest of
the trunk, upper and lower extremities and even palms and feet.
Typically, the face and mucous membranes are spared.” In
some patients severe pruritus could be the only symptom,
which makes the diagnosis difficult to establish.'*

Diagnosis

The diagnosis of PG is based on a characteristic clinical pic-
ture, histopathological findings, and the results of the direct
immunofluorescence (DIF) test. Histopathological examina-
tion of the affected skin depends on the stage of the disease.
In the early urticarial stage, the histopathologic is characterized
by edema of the superficial and deep dermis with perivascular
infiltrate consists of lymphocytes, histiocytes and eosinophils.
In the bullous stage, there are subepidermal blisters formations
filled with eosinophils and mixed perivascular infiltrate.'®
Those histopathological findings are nonspecific and could be
seen in other dermatoses eg polymorphic eruption of preg-
nancy (PEP). Thus, the gold standard for diagnosis of PG is
DIF of perilesional skin. DIF test reveals a linear deposition of
C3 complement and less frequently IgG along the basement
membrane zone. Deposition of C3 is present in 100% cases,
whereas deposition of IgG in 25-50% of cases. Interestingly,
DIF may remain positive from 6 months to 4 years after clinical
remission was achieved.®'® Indirect immunofluorescence (IIF)
test shows circulating IgG antibodies in the patient’s serum in
30-100% of cases. ELISA typically reveals circulating IgG
antibodies against BP180, particularly against the NC16A
domain, with specificity of 94-98% and sensitivity of 86%—
97%.® ELISA is also suitable for monitoring disease activity as
serum levels of anti-BP180/NC16A correlate with disease
severity. Immunoblotting can be also used for monitoring

purposes.
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Differential Diagnosis

In the initial phase PG cannot be distinguished from other
dermatoses of pregnancy including not only polymorphic
eruption of pregnancy, which is the main differential diag-
nosis, but also from atopic eruption of pregnancy (AEP)
and intrahepatic cholestasis of pregnancy (ICP).

PEP shares many clinical features with PG such us:
onset of symptoms, localization, intense pruritus, and urti-
carial morphology. PEP typically presents late in preg-
nancy, usually during the third trimester. Patients with
PEP typically develop urticarial papules and plaques.
Lesions are initially localized on the abdomen, arising
within the striae. In the pre-bullous stage of PG, the
differentiation between these two diseases is difficult,
both in clinical picture and histopathology. However, in
polymorphic eruption of pregnancy DIF is negative.g’13

AEP is the most common dermatosis in pregnancy,
accounting for up to 50% of cases. It has an earlier
onset, in the first and second trimester. Eczematous or
papular skin lesions are located mostly on the trunk and
limbs. The histopathological findings of AEP are nonspe-
cific, DIF and IIF are negative, whereas the serum level of
total IgE may be elevated." Our patient had positive DIF
and IIF, which excludes the diagnosis of AEP.’

Intrahepatic cholestasis of pregnancy is characterized
by intense pruritus. The only skin lesions, secondary to
scratching, are excoriations or prurigo-like nodules,
usually localized on the extremities. Diagnosis is con-
firmed by elevated levels of bile acids (>10 umol) and
abnormal liver function tests. Our patient did not have any
of those laboratory abnormalities.’

Bullous pemphigoid (BP) and gestational pemphigoid
share similar clinical, histopathological, and immunologi-
cal features.® Genetically PG shows an association with
HLA — DR3 and HLA — DR4, while BP is associated with
HLA — DQ3." Timing of onset is a differentiating factor,
as BP usually starts later in life and PG is exclusively
connected with pregnancy. Occurrence of autoimmune
blistering skin diseases have been reported with trauma
as a triggering factor.”® Other than delivery, our patient did
not have any history of injury and the typical clinical
picture with laboratory tests results confirmed the diagno-
sis of PG.

Treatment
The main goal of the treatment is to reduce pruritus and prevent
the formation of new blisters. The treatment strategy depends

on the severity of the affected skin lesions and whether our
patient is pregnant or postpartum.

As for pregnant patients, in mild cases, the use of topical
corticosteroids is sufficient while in more severe cases,
treatment with oral corticosteroids may be necessary.
Genovese et al*’ systematically reviewed 109 articles
including 140 PG patients published between 1970 and
2020 and analyzed treatments options and clinical outcomes.
They reported that systemic corticosteroids + topical corti-
costeroids and/or antihistamines were the most frequently
prescribed treatment modality (n = 74/137; 54%), with com-
plete remission achieved in 114/136 (83.8%) patients.

During pregnancy, topical corticosteroids of mild or mod-
erate potency are preferred to potent or very potent ones
because of the risk of fetal growth restriction associated with
the latter.” The preferred oral corticosteroids are prednisone
and prednisolone as they are inactivated by the 11-B-
hydroxysteroid dehydrogenase enzyme of the placenta, result-
ing in a lower concentration of the corticosteroid reaching the
fetus. Fluorinated corticosteroids (betamethasone and dexa-
methasone) are not metabolized by placental dehydrogenase
enzyme; therefore, they are less suitable in PG treatment.’
Among systemic corticosteroids, Genovese et al*’ described
prednisone (n = 47/109;43.1%) as the most frequently admi-
nistered corticosteroid. It was followed by prednisolone, beta-
methasone, methylprednisolone, dexamethasone, and
fluocortolone, regardless of pregnancy status. The treatment
with prednisolone usually starts from a dose of 0.5 mg/kg/day,
which is lowered gradually depending on the achieved clinical
improvement and may be increased with the appearance of
new blisters.® The mean initial prednisone-equivalent dosage
of systemic corticosteroids reported by Genovese et al*’ was
53 mg/day, with mean maximum dosage of approximately
72 mg/day. Treatment duration postpartum is individualized
and depends on the speed of remission achieved, so close
follow-up for those patients is necessary. Majority of the
patients are free of the symptoms 6 months after delivery.
Fortunately, treatment with systemic corticosteroids used in
PG does not prevent breastfeeding.” Second-generation anti-
histamines are recommended to control pruritus.

For patients who developed PG after delivery, a wider
range of therapeutic options is available. To start with,
a variety of topical and systemic corticosteroids can be
used more safely. Genovese et al in their systematic review
presented data on steroid-sparing agents used in the treat-
ment of PG including: IVIG, azathioprine, dapsone,
cyclosporine, pyridoxine, plasmapheresis, minocycline,
rituximab, ritodrine,

nicotinamide, immunoadsorption,
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doxycycline, erythromycin, cyclophosphamide, and meth-
otrexate. Among the steroid-sparing treatment, the most
frequently used was intravenous immunoglobulin therapy
(n = 12/54; 22.2%), followed by azathioprine, dapsone,
cyclosporine and pyridoxine. Pre- and postnatal treatment
with cyclosporine combined with prednisolone has been
reported in three cases of non-breastfeeding women with
good tolerance and good treatment response,” and in one
case cyclosporine was used with intravenous immunoglo-
bulin (IVIG) in persistent postnatal PG.>* Tourte et al*®
described the efficacy of the preventative treatment in
recurrent case of PG with two infusions of 1 g rituximab
received by the patient at week 9 and 11 of her fifth
pregnancy. According to Jolles,? it is more beneficial to
treat resistant PG with IVIG therapy combined with stan-
dard immunosuppressive therapy than with IVIG alone.**
Garvey et al’® reported chemical oophorectomy with
goserelin (a luteinizing hormone) as a promising treatment
for severe, chronic gestational pemphigoid. Finally, there
are reports that patients with PG refractory to treatment,
who may benefit from plasmapheresis or immunoadsorp-

tion treatment.”’ Recently Genovese et al*’

provided an
algorithm for PG treatment based on analyzed studies and
current knowledge on bullous pemphigoid therapy. In
mild, as well as moderate to severe course of the disease
they suggest using high potency topical corticosteroids +
oral antihistamines. Prednisone 0.5 mg/kg/day needs to be
added if there is inadequate response to the previous
modality. If the disease is still not controlled, increasing
the dose to 1 mg/kg/day should be considered. Third-line
treatment for pregnant females should include IVIG,
azathioprine and finally dapsone. For postpartum patients
the order should be different, with dapsone followed by
azathioprine and rituximab or IVIG therapy.'’ '

Our patient responded well to the treatment with oral
prednisone in a daily dose of 40 mg (0.5 mg/kg) and the
gradual improvement of her skin lesions was achieved.
She did not require any additional treatment.

It must be remembered that PG itself, as well as the
treatment given to the pregnant females, may have an influ-
ence on fetus’ health. According to the literature, in 3% to
10% of cases, the neonate is directly affected.”® In the first
trimester, the use of prednisolone causes an increased risk of
malformations especially orofacial clefts and in the last tri-
mester, it may result in intrauterine growth retardation,
eclampsia, and premature delivery.'® Fortunately, there is
no higher risk of stillbirth and miscarriage."" Moreover,
approximately 10% of all neonates of PG mothers can

temporary develop mild urticarial or vesicular skin lesions
called neonatal pemphigoid, which are caused by an
increased level of circulating pemphigoid IgG antibodies in
the baby’s serum because of their passive transfer from the
maternal circulation. Neonatal pemphigoid usually sponta-
neously resolves without treatment within months.?

Comment

The purpose of our article was to present a case of the
patient with PG which started 2 weeks after delivery. It
was treated with systemic corticosteroids with no signifi-
cant side effects and gradual improvement of skin lesions.
Furthermore, we wanted to provide an updated overview
on the pathology, clinical picture, treatment, and compli-
cations of this rare autoimmune blistering skin disease.
Although PG is described in the literature as self-limiting,
treatment with topical or/and systemic corticosteroids is
usually required to control the course of the disease.
Moreover, due to the PG association with obstetrical and
neonatal complications (eg, preterm birth/prematurity,
fetal growth restriction, neonatal PG), the course of preg-
nancy and the neonate’s health need to be closely mon-
itored respectively by an obstetrician and pediatrician. The
mother and the baby must be also observed regarding
possible side effects connected with topical and systemic
corticosteroids treatment, including adrenal suppression.
Each patient with a history of PG needs to be informed
about a higher risk of PG relapse not only in subsequent
pregnancies but also during ovulation, menstruation and
while using oral contraceptives. Those patients should
also be warned that a further conversion to bullous pem-
phigoid is a possibility. To sum up, rare as it is, gestational
pemphigoid should be considered in every case of pruritus
and vesiculobullous rash in a pregnant or postpartum
patient.
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