Case: Blisters after deliveries
(but only with husband no. 2)

Stillbirth is followed by skin changes that implicate
the patient’s spouse. What’s going on?

33-year-old Hispanic woman
Awho was 5 months pregnant

came to the hospital complain-
ing of nausea and vomiting..She had a
history of anticardiolipin antibody syn-
drome, diagnosed originally in 1993
after 2 spontaneous abortions.:She had
stopped taking warfarin(Coumadin) at
the start of her pregnancy, and had been
taking heparin for 3 months.

After 4 days of close monitoring,
the patient had labor induced for severe
life-threatening preeclampsia. One day
after induction and“delivery of a still-
born fetus, she began to develop painful
swelling of both hands and feet along
with targetoid, urticarial, edematous,
deep pink, slightly dusky papules and

B FIGURE 1 |

Blisters on wrist...

Vesicles and bullae on the wrist after miscarriage.
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plaques on-her hands, abdomen, lower
extremities, and proximal thighs. Some
of the edematous_sites began to form
vesicles and bullae (FIGURES 1 AND 2).
When asked about (this' eruption, the
patient mentioned-having a similar rash
after delivery of one of her children
about 10 years before.

Interestingly, she noted that she only
experienced these cutaneous findings dur-
ing pregnancies with her second husband
and not with her first. Biopsies were per-
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formed and showed prominent eosino- [\ BLE|ISWAGLLL% 4=

phils in the dermis and a subepidermal
vesicle.

What is your diagnosis?

B FIGURE 2|

...and abdomen

Similar bulla in the umbilicus.
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FAST TRACK

When there are
no blisters, it is
impossible to
distinguish
pemphigoid
gestationis from
other cutaneous
eruptions of
pregnancy
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Dx: Pemphigoid gestationis
The patient had pemphigoid gestationis,
also known as herpes gestationis, a rare
autoimmune bullous disease of preg-
nancy and the puerperium.! Clinically
and immunopathologically, pemphigoid
gestationis is related to the pemphigoid
disorders and is not virally mediated.?

In the United States, pemphigoid ges-
tationis has an incidence of 1:10,000 to
1:50,000 pregnancies.? Clinically, it mani-
fests during the second or third trimester,
with a sudden onset of extremely pruritic
urticarial papules and plaques usually lo-
cated around the umbilicus. These lesions
often progress to tense vesicles and blis-
ters and spread peripherally to the trunk,
often sparing the face, palms, and soles.*
Worsening of the lesions at the time of de-
livery occurs in 75% of cases, and usually
recurs with subsequent pregnancies.® Oc-
casionally, however, subsequent pregnan-
cies are unaffected, so-called “skip preg-
nancies.”® This occurs most often when
there has been a change in paternity.”

The exact cause of pemphigoid ges-
tationis is unknown. Investigative efforts
led to the identification of an immuno-
globulin G (IgG) autoantibody, which
binds to bullous pemphigoid (BP) anti-
gen 2, also called BP180, which is a pro-
tein associated with hemidesmosomes of
basal keratinocytes.*'® These hemides-
mosomes form the central portion of the
dermal-epidermal anchoring complex,
whose function is to establish a connec-
tion between the basal keratinocytes and
the upper dermis.!'? This is critical for
maintaining dermal-epidermal adhesion.
It is hypothesized that binding of autoan-
tibodies to BP180 initiates an inflamma-
tory reaction, leading to blister formation
at the dermal-epidermal junction.'3

Autoimmune basis?

Histopathologic findings demonstrate
subepidermal vesicles, spongiosis, and
perivascular infiltrates of lymphocytes
and histiocytes with a preponderance of
eosinophils.® The sine qua non of the dis-
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ease, though, is demonstration through
direct immunofluorescence of comple-
ment deposition and IgG in a linear band
along the basement membrane.*

There appears to be a genetic pre-
disposition toward the development of
pemphigoid gestationis. Associations
with human leukocyte antigens (HLAs)
DR3 (61%-85%), DR4 (52%), or both
(43%-50%) have been reported.>!>1¢In-
terestingly, 85% of persons with a histo-
ry of pemphigoid gestationis were found
to have anti-HLA antibodies, some of
which were directed against paternal
HLAs expressed in their placentae.!”
These findings raised speculation about
a possible immunologic insult against
placental antigens during pregnancy.
Evidence suggests that circulating auto-
antibodies in patients with pemphigoid
gestationis bind to the dermal-epidermal
junction of skin and amnion in which
BP180 antigen is also present.'$-2°

It has been demonstrated that in pa-
tients with pemphigoid gestationis the cells
of the placenta stroma express abnormal
major histocompatibility complex (MHC)
class IT molecules.?'? This led to the prop-
osition of 2 possible mechanisms for the
initiation of an autoimmune response in
pemphigoid gestationis. The first proposes
that placental BP180 is presented to the
maternal immune system in association
with abnormal MHC molecules, which
then trigger the production of autoan-
tibodies that cross-react with the skin.
Alternatively, the placental stromal cells
may evoke an allogeneic reaction against
the BP180 antigen presented by paternal
MHC molecules of the placental stroma,
which then cross-reacts with the skin.?
The latter theory supports the findings in
this patient, who developed pemphigoid
gestationis during the 2 pregnancies with
her second husband and not during the
pregnancies with her first husband.

Exploring the differential
It is important to differentiate the pre-

bullous stage of pemphigoid gestationis
CONTINUED
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Blisters in pregnancy: Six principal considerations

DISEASE

Polymorphous eruption
of pregnancy

Pruritic urticarial papules
and plaques of pregnancy

Erythema multiforme

Pemphigoid gestationis

Intrahepatic cholestasis
of pregnancy

Impetigo herpetiformis
(pustular psoriasis
of pregnancy)

ASSOCIATIONS

Nonspecific pruritic
eruption of pregnancy

Occur in stretch marks,
spare umbilicus; more
common in primigravidas

Can involve mucous
membranes; targetoid
lesions; absence of
pruritus; centripetal
spread; favors palms/soles

Blistering, urticarial papules and

plaques, pruritus

With or without jaundice;
otherwise, no cutaneous

findings other than generalized

pruritus; risk of preterm birth

Extremely ill with fever, chills,
nausea; vascular instability;
pustules rather than vesicles

DIAGNOSIS

Biopsy to differentiate
from prebullous stage
of pemphigoid (herpes)
gestationis

Unless history is very

clear, biopsy to differentiate
from prebullous stage of
pemphigoid gestationis

Viral, bacterial, or drug-
related eruption; most often
with herpes simplex | or Il
virus; biopsy to differentiate
from pemphigoid
gestationis

Biopsy for histologic
diagnosis and
immunofluorescence

Elevation of liver function tests,
cholesterol, triglycerides; dark
urine; right-upper-quadrant pain;

nausea; greasy stools

Biopsy if uncertain; pustules
sterile; risk of hypocalcemia,
hypoparathyroidism

TREATMENT

Mild to mid-potency
topical steroid;
oral antihistamine

Emollient; pulse-dye
laser during violaceous
stage of striae; topical
steroid; oral antihistamine

Acyclovir, valacyclovir if
HSV-related; treatment
of bacterial infection; or
removal of offending drug

Prednisone for short
course, starting at 1 mg/kg,
then tapering over 2-3
months; topical steroid

Ursodeoxycholic acid;
S-adenosyl-L-methionine

High-dose oral steroid
or cyclosporine

from other pregnancy-related dermato-
ses.?* These include polymorphic erup-
tion of pregnancy (PEP), pruritic urti-
carial papules and plaques of pregnancy
(PUPPP), erythema multiforme, prurigo
annularis, intrahepatic cholestasis of
pregnancy, and impetigo herpetiformis.
Impetigo herpetiformis is not related to
bacterial or viral causes, but is rather a
manifestation of pustular psoriasis dur-
ing pregnancy. The target lesions that
form in pemphigoid gestationis look
just like the target lesions of erythema
multiforme.

When there is no blister formation,
it is impossible to distinguish pemphi-
goid gestationis from many of the other
cutaneous eruptions of pregnancy. If
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uncertain, the clinician should perform
punch biopsies of the involved skin,
with one specimen sent for immuno-
fluoresence studies. The biopsy should
not pass directly through a bulla, due
to risk of losing the overlying epidermis
in the specimen. Do the punch biopsy
at the edge of the bulla including some
normal skin. Other important labora-
tory exams to perform would include
liver function tests to look for an up-
ward trend associated with intrahepatic
cholestasis, and herpes simplex virus
antibody testing for the association with
erythema multiforme. The cutaneous
findings and pertinent tests are listed in
order of increasing potential as a life-

threatening dermatosis (TABLE).
CONTINUED
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FAST TRACK

Biopsy and
immunofluorescence
help differentiate
pemphigoid
gestationis from
other dermatoses

of pregnancy
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Treating blisters and itch
Pemphigoid gestationis should resolve
spontaneously within 2 to 3 months after
delivery. Treatment is aimed at prevent-
ing new blisters and relieving pruritus,
with topical corticosteroids and oral anti-
histamines in mild cases.>* In advanced
lesions as seen in this case, 0.3 to 0.5 mg/kg
prednisolone daily is usually sufficient.>*
Alternative medications include sulfapyri-
dine, dapsone, and cyclosporine, though
disease response is variable and their
safety is questionable.

When the skin condition began, the
patient was treated with oral antihista-
mines and topical steroids. On day 2, the
diagnosis of pemphigoid gestationis was
clear, and she was started on oral predni-
sone at 60 mg/day, which resulted in rap-
id symptom improvement in her lesions
and swelling. New lesions stopped form-
ing, and systemic steroids were tapered
off over the 3 months after delivery. The
skin lesions healed.

Summing up

Our patient had classic findings of pem-
phigoid gestationis with many charac-
teristic lesions (including the umbilicus),
making the diagnosis possible before
biopsy confirmation. This was fortunate
for her because her painful swelling re-
sponded quickly to the corticosteroids.
When cases are less clinically obvious,
biopsy for histopathology and immuno-
fluorescence facilitates ~ differentiation
of pemphigoid gestationis from other
dermatoses of pregnancy. Although it is
interesting that our patient also had the
anticardiolipin syndrome, most patients
do not have both conditions. =
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