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Pemphigoid gestationis - 
a rare disease encountered 
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Pemphigoid gestationis is a specific autoimmune disease of pregnancy. The onset occurs most commonly in the second 
or third trimester of pregnancy. Initially, the clinical picture is difficult to distinguish from polymorphic urticarial papules 
and plaques of pregnancy, urticarial plaques being present in both. Afterwards, the lesions form tense vesicles and 
bullae on an erythematous base.  Direct immunofluorescence reveals C3 linear deposits, with or without IgG deposits 
along the basement membrane zone. Circulating antibodies are directed primarily against type XVII collagen (BP 180). 
The main fetal risks are preterm birth and fetal growth restriction. The treatment may be harmful for the fetus. Mild 
and moderate topical corticosteroids should be used. Systemic corticotherapy, azathioprine or dapsone should be 
administered in severe cases. Disease activity and treatment efficacy may be evaluated by measuring antibodies titer. 
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Abstract

Introduction
Pregnancy is a period characterized by metabolic, en-

docrinological and immunological changes that have an 
impact on the skin(1). The immunosuppressant during 
pregnancy, needed for the tolerance of the fetus by the 
mother’s immune system, plays a role in the occurrence 
of the autoimmune diseases in pregnant women(2). 
Pemphigoid gestationis (PG), was the first specific 
dermatosis of pregnancy ever described. PG can be 
differentiated from the other dermatoses since 1973, 
when immunofluorescence microscopy was develo-
ped. The first classification of specific dermatoses of 
pregnancy was accomplished in 1982 by Holmes et al. 
and included pemphigoid gestationis, polymorphic 
urticarial papules and plaques of pregnancy (PUPPP) 
and prurigo of pregnancy(3). 

PG is an autoimmune skin disorder, occurring more 
frequently during the second and third trimester, but 
the onset may be at any stage of the pregnancy(4,5). 
PG has also been reported in puerperium period in 
14-20% of cases. It is a rare disease with an incidence 
of 1 in 50.000. However, Zurn and contributors have 
estimated an incidence of 1 in 7000, in their study(6). 
An association between PG and the presence of human 
leukocyte antigen (HLA) DR3 and HLA DR4 has been 
observed(7). PG is more common in caucasian people. 
This could be explained by the fact that HLA DR3 
and HLA DR4 are found in a greater proportion in 
these individuals(6,8). Furthermore, PG was originally 
termed herpes gestationis by John Laws Milton, in 
1872, given the herpetiform appearance of the lesions. 
Subsequently, further studies have shown that there 
is no connection between PG and herpetic infection(9).

Clinical manifestations 
If PG is not timely recognized, the treatment may 

be inappropriate. Pruritus is a common symptom in 
pregnant women and is frequently attributed to other 
diseases that occur during pregnancy. The absence of 
an early diagnosis can lead to neonatal complications 
and preterm birth(10). The main differential diagnosis 
is associated with PUPPP and could be achieved using 
immunoblotting or enzyme-linked immunosorbent 
assay (ELISA), tools based on the identification of anti-
basement membrane zone autoantibodies(11).

Usually the onset of lesions is periumbilical and the 
eruption extends to the abdomen and legs, involving 
the palms and soles(12). In a recent study, it was found 
that the lesions started on the legs in the majority of 
patients(13). The face and mucous membranes are rarely 
involved(9). However, the study conducted by Rassai 
and contributors including 13 pregnant women with 
PG, revealed the frequent involvement of the face, 
as well as the fact that the majority of the patients 
were primiparous(4). In contrast, other studies have 
showed that PG commonly occurs in multiparous wo-
men(14,15). A study performed by Tani el al. has revealed 
that multiparous women develop PG during an earlier 
stage of pregnancy than primiparous(16). Oral mucous 
membrane is involved in 20% of cases(17). A case of PG 
that initially involved the oral mucous membrane has 
also been reported(18).

PG is characterized by urticaria-like lesions consisting 
in itchy edematous plaques. Sometimes the lesions have 
a target-like or polycyclic aspect. Intense itching is a 
constant complaint. Pruritus may precede the onset of 
the lesions(12,19,20). Afterwards, the lesions form tense 
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vesicles and bullae on an erythematous base. The pa-
tient may develop a generalized eruption. The lesions 
improve just before the delivery but worsen at the time 
of delivery(9). Sometimes the lesions are reminiscent 
of erythema multiform lesions. Several cases of PG 
without blisters have been reported(6). The rash may 
be painful. The blisters may break and small ulcers 
may occur. The healing is without scarring(21). In the 
prebullous stage, the clinical differentiation between 
PUPPP and PG may be difficult(1).

Pathogenesis 
The pathogenic mechanism of PG remains unclear. 

It is based on the formation of antibodies against pla-
cental proteins, which are also found in the skin. The 
immune process starts in the placenta. Antibodies are 
particularly directed against type XVII collagen (BP180), 
a transmembrane hemidesmosomal protein which 
is found in both placenta and skin (i.e. the amniotic 
epithelium of the placenta and umbilical cordon, and 
basement membrane zone of the skin)(22,23). A smaller 
amount of antibodies are directed against BP 230. The 
immune process is based on an abnormal expression of 
major histocompatibility complex class II molecules in 
the placenta, which act as a trigger for the inflamma-
tory pathway(23). Recent studies have emphasized a 
possible role of T helper 2 lymphocytes  subset, in the 
production of the antibodies(24).

Circulating antibodies, found in the serum of the 
patients, belong to immunoglobulin G class (subclass 
G1)(7). These antibodies bind to the extracellular 
NC 16A domain of the carboxyl terminus of the 
180 kDA bullous pemphigoid antigen. It seems that 
NC 16A contains epitopes that represent the main 
target of the circulating autoantibodies. Then the 
classical complement pathway activates, attracting 
eosinophils and lymphocytes. An inflammatory in-
filtrate develops in the basement membrane zone 
and cellular mediators are released resulting in the 
dermal-epidermal junction damage and blisters for-
mation(8,11,12). Antibodies against BP 180 have also 
been identified in other diseases such as bullous 
pemphigoid and linear IgA disease(11). 

The first case of PG with antibodies to type VII colla-
gen, the main antigen found in epidermolysis bullosa 
acquisita has recently been described. Cases of patients 
with PG, which progressed to bullous pemphigoid have 
been described in the medical literature(25). PG may be 
associated with autoimmune diseases, trophoblastic 
tumors, hydatiform mole and choriocarcinoma(10,26). 
In addition patients with PG have a higher risk of 
developing Grave’s disease(5).

Diagnosis
Histopathological findings reveal subepidermal bli-

sters that are located in the lamina lucida, necrosis of 
basal cells at the tip of the dermal papillae and a dermal 
inflammatory infiltrate consisting of lymphocytes, 
eosinophils and histiocytes. Histopathological changes 

depend on the stage and severity of the disease. In the 
prebullous stage, edema of the dermis and perivascular 
inflammatory infiltrate may be observed(3,17). 

Physical examination, direct immunofluorescence 
and serology are the main steps in making the diagno-
sis. Direct immunofluorescence of perilesional skin 
represents the key in the diagnosis of PG and reveals 
linear deposition of C3 along the basement membrane 
zone, with or without IgG deposits(6,23,25). Immunoelec-
tonomicroscopy identifies immunoreactants deposits 
in the lamina lucida, in its upper layer(27). Circulating 
autoantibodies may be found by indirect immunoflu-
orescence, in 20-60% of cases. By using complement 
fixation technique IgG antibodies are detected in 90% 
of cases(5,8). 

Biopsy is not always accepted by the patient, there-
fore additional tests are needed. Immunoblotting and 
ELISA seem to be useful alternatives. These tests detect 
antibodies against BP 180(27). These antibodies are not 
found in PUPPP, thus NC16A ELISA may be useful in 
the differential diagnosis. NC16A ELISA has a high 
sensitivity and specificity(8,11,12). Furthermore, ELISA 
is faster and less costly than immunoblotting(28-30).

Differential diagnosis
The differential diagnosis of pruritic cutaneous lesi-

ons in pregnant women should include PUPPP, atopic 
eruption of pregnancy and intrahepatic cholestasis of 
pregnancy. PUPPP is the most common specific derma-
tosis of pregnancy. PUPPP mainly affect primiparous 
women in the last trimester of pregnancy or immedia-
tely postpartum(31,32). The diagnosis is based on clinical 
findings. Urticarial papules and plaques are seen on 
the limbs and abdomen(21). As in PG, lesions begin on 
the abdomen but the umbilical region is not involved. 
Direct immunofluorescence is negative in PUPPP(5).

Treatment
PG is a rare disease, thus there are not many studies 

about the most appropriate therapeutic options. In mild 
cases, topical corticosteroids and oral antihistamines 
are recommended. The use of potent topical corticost-
eroids is more effective in some cases, than systemic 
administration of corticosteroids. Potent corticostero-
ids should be used carefully for a short period of time 
due to the risk of fetal growth restriction(5). There is a 
lack of data regarding the use of topical corticosteroids 
in pregnant women(30). 

In severe cases systemic corticotherapy should be 
administered in a dose of 0.5 mg/kg prednisolone(24). 
According to some authors, systemic corticosteroids do 
not increase fetal risk and play a role in decreasing the 
placental inflammatory process(31). The main objectives 
of the treatment are the improvement of the pruritus 
and preventing the emergence of new blisters. Plasma-
pheresis and intravenous immunoglobulin administra-
tion may be useful in refractory PG(9,25). In some cases, 
symptoms last for months or years after delivery and 
cyclophosphamide, azathioprine or dapsone are needed. 
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The titre of antibodies correlates with the stage of the 
disease and treatment effectiveness(2). 

Prognosis and fetal risk
In most cases PG regresses within three months after 

delivery. Chronic PG has been reported in a few cases 
(i.e. lasting longer than six months). It has been descri-
bed in older multiparous women with PG in previous 
pregnancies. In these cases the eruption was extensive 
involving the mucous membranes(28). A patient who 
developed PG during pregnancy, presents a high risk 
of developing PG in a subsequent pregnancy. Studies 
have shown that the onset of PG will be earlier and the 
injuries will be more severe(10). Only 8% of pregnant wo-
men will not develop PG in a subsequent pregnancy(21). 
The main conditions that may generate an episode of 
PG in the postpartum period are menstruation and the 
use of oral contraceptives(6,9,29). 

The major fetal complications are preterm labor and 
low birth weight. These complications are correlated 
with placental insufficiency observed in these pregnant 

women. The risk of passive transplacental transmis-
sion of antibodies is higher in premature babies(1,20).  
However, there is not an increased risk of fetal death. 
Approximately 5% to 10% of newborns may develop 
bullous cutaneous lesions, erythema or small ulcers. 
The prognosis is favorable, the lesions heal without 
scarring(6,20,23). Fetal complications are correlated with 
the earlier onset of PG. The level of antibodies is not 
related to the fetal health(23). 

Conclusions
PG is a rare autoimmune disorder, which frequently 

starts in the second or third trimester of pregnancy. The 
pruritus diagnosed in a pregnant woman should raise 
the suspicion of PG. It is important that PG be treated 
on time and properly to avoid the main maternal and 
fetal complications. The patients should be aware of 
the increased risk of developing PG in subsequent preg-
nancies. They should also be informed of the potential 
triggers such as menstruation and oral contraceptives. 
In most cases, the disease regresses postpartum.   n  
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