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Abstract
Pemphigoid gestationis (PG) is a rare autoimmune bullous disease that occurs during pregnancy or the
postpartum period. PG has been associated with an increased risk of Graves' disease possibly due to shared
genetic factors and immune system fluctuations during pregnancy. However, the evidence supporting the
association between PG and Graves' disease is mixed. Although dermatologists are cautioned to watch for
Graves’ disease in patients with a history of PG, this guidance is based on a single cohort where most
patients were diagnosed with Graves' disease prior to PG onset. Recent data failed to find an association
between Graves’ disease and PG but did not capture the lifetime risk of Graves’ disease in these patients.
Future studies could focus on long-term follow-up of females with PG, shedding light on the lifetime risk
profiles of these patients.

Categories: Endocrinology/Diabetes/Metabolism, Dermatology, Obstetrics/Gynecology
Keywords: thyroid disorder, pemphigoid, autoimmune bullous disease, hyperthyroidism, graves’ disease, pemphigoid
gestationis

Editorial
Pemphigoid gestationis (PG) is a rare autoimmune subepidermal bullous disease that is characterized by the
eruption of pruritic bullae during pregnancy and the postpartum period [1]. The eruption typically begins on
the periumbilical abdomen and spreads to the limbs and trunk, sparing the face and mucous membranes [1].
PG usually develops in the second trimester of pregnancy and resolves spontaneously after delivery,
recurring with an earlier onset in each subsequent pregnancy [1]. The exact etiology of PG is unknown, but it
is hypothesized to be related to a pregnancy-induced immune response in which autoantibodies target the
hemidesmosomal protein BP180 (BPAG2), also known as type XVII collagen [2]. While there are no
established guidelines for treating PG, systemic and topical corticosteroids have been the mainstay of
treatment. Dermatologists are commonly taught that 10% of females with PG develop Graves’ disease,
requiring careful monitoring for Graves’ disease in these patients [1]. However, this 10% statistic originates
from a singular cohort of 87 patients with PG, nine (10.3%) of whom had a diagnosis of Graves’ disease at
some point [3]. Notably, over half of these patients were already diagnosed with Graves’ disease prior to
developing PG, necessitating a closer look at monitoring conventions [4].

The mechanism underlying the association between PG and Graves' disease is not well understood and is
likely due to a shared genetic predisposition. Major histocompatibility complex (MHC) class II human
leukocyte antigen (HLA) antigen DR3 is implicated in both diseases [4]. It has also been suggested that
pregnancy-related hormonal changes and fluctuations in the immune response may contribute to the
development of both conditions [5]. A shift towards a T helper (Th) 2 immune response has been indicated as
a possible trigger of autoimmune bullous diseases during pregnancy, and Graves' disease is often seen as a
Th2-dominated disease [6,7]. Nevertheless, there is no consistent pattern concerning the onset of Graves’
disease in relation to PG. Cases of Graves’ disease have been noted prior to the first PG-associated
pregnancy, during the PG-associated pregnancy, or up to a dozen years post-partum [4,8,9].

Unfortunately, our understanding of the long-term risks of autoimmune diseases in PG patients is presently
limited, and available studies are limited to several case reports and two cohort studies [3,9,10]. To the best
of our knowledge, the largest study of PG and Graves’ disease to date is a recent population-based case-
control study from Germany [10]. The authors found no association between PG and hyperthyroidism.
Hyperthyroidism was present in 5/126 (4.0%) of PG cases compared to 39/933 (4.2%) of controls [10].
However, this cross-sectional study measured comorbid hyperthyroidism in cases of PG between 2008 and
2011 and did not capture the lifetime risk of Graves’ disease in these patients. Across the remaining studies,
there is a similar dearth of long-term data due to the focus on current or recent cases of PG with limited
follow-up. Without long-term data on the risk of autoimmune diseases in these patients, we cannot rule out
an association between Graves’ disease and PG.

In conclusion, the evidence supporting the association between PG and Graves' disease is mixed. Potential
etiologies include shared genetic factors and immune system fluctuations during pregnancy. Although
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dermatologists are cautioned to watch for Graves’ disease in patients with a history of PG, this guidance is
based on a single cohort where most patients were diagnosed with Graves' disease prior to PG onset. The
largest study to date failed to find an association between Graves’ disease and PG; however, this did not
capture the lifetime risk of Graves’ disease in these patients. Future studies could focus on long-term
follow-up of females with PG, shedding light on the lifetime risk profiles of these patients.
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