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6 skin disorders of pregnancy:
A management guide

O You can handle most of these dermatoses,

but some require referral

Matthew Bremmer, MD, Marcia S. Driscoll, MD, PharmD, and Richard Colgan, MD

he dermatoses of pregnancy are a

poorly understood group of condi-

tions. Their only common feature is a
tendency to appear during pregnancy.

Only three of these conditions are con-
sidered unique to pregnancy, however; the
others are probably exacerbations of pre-
existing conditions triggered by pregnancy.
There isn’t even complete agreement on
what to call them. To make management
even more complex, two patients—mother
and fetus—need to be considered in deci-
sions about care.

Who manages these patients is another
matter. These conditions fall into overlapping
areas of health care, where family physicians,
obstetricians, and dermatologists all might
have some share in responsibility for diagno-
sis and treatment. You need to be sufficiently
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familiar with these conditions so that you can
differentiate those that can be treated symp-
tomatically and those that require referral to
a specialist. This review and the handy TABLE,
page 26, will help you toward that end.

DERMATOSES UNIQUE
TO PREGNANCY

o Pemphigoid gestationis

Years ago, this disorder was referred to
as herpes gestationis, because the lesions are
herpetiform. Pemphigoid gestationis (PG)
has an incidence of approximately 1 in 10,000
pregnancies."” Time of onset is usually about
the 21st week of gestation, although, in about
20% of cases, the eruption appears immedi-
ately postpartum.®

Presentation. The disease usually begins
with urticarial papules and plaques around
the umbilicus and extremities. Bullous le-
sions tend to develop as the disease pro-
gresses, and are often not present on first
presentation (FIGURE 1). Lesions of PG tend to
spare the face, palms, and soles. Mucosal sur-
faces are involved in fewer than 20% of cases.
In about 75% of cases, PG flares around the
time of delivery, regressing spontaneously af-
ter the baby is born.*

Pathophysiology. The pathophysiology of
PG is nearly identical to that of bullous pem-
phigoid, a blistering skin disorder seen more
often in elderly patients.® Pemphigoid dis-
orders are immune processes, involving an
immunoglobulin G (IgG) immune response



directed at a 180-kDa hemidesmosome
transmembrane glycoprotein. This protein is
the common target in several subepidermal
blistering diseases.

Differential diagnosis. Disorders that may
have some of the same features as PG include
pruritic urticarial papules and plaques of
pregnancy (PUPPP), erythema multiforme,
intrahepatic cholestasis of pregnancy (ICP),
contact dermatitis, and drug reactions.
Diagnosis. A biopsy is necessary for defini-
tive diagnosis. Direct immunofluorescence
(DIF) microscopy of a sample of perilesional
skin can show tissue-bound immunoreac-
tants. Linear deposition of the complement
component protein C3 along the basement
membrane zone is diagnostic for PG. IgG is
also deposited about 40% of the time.?

Serum enzyme-linked immunosorbent

assay (ELISA) studies are also helpful in di-
agnosis. They have excellent sensitivity and
specificity, as well as the capacity to monitor
levels of antibody, which correlate with the
severity of disease.!
Treatment. Oral corticosteroids are the
first-line treatment for PG, typically 20 to
60 mg/d of prednisone. Oral corticosteroids
are generally most effective at ameliorating
symptoms. Prednisone at a dosage of 40 to
80 mg/d for a short time has not been as-
sociated with congenital abnormalities.® PG
patients can also be treated successfully with
intravenous immunoglobulin (IVIG) and cy-
closporine in refractory cases.’

Pruritus associated with this condition
can interfere with day-to-day activities and
with the patient’s ability to sleep. Patients
may also complain that the rash is pain-
ful, particularly if bullae rupture, leading
to superficial ulcerations. Fortunately, the
patient’s quality of life can be dramatically
improved with systemic corticosteroids—
with no significant risk to the fetus.
Sequelae. PG uniformly resolves within a
few weeks, but the mother’s autoantibod-
ies can be passively transferred to the fetus,
causing vesicles and bullae in the newborn.?
An increased incidence of small-for-gesta-
tional age (SGA) infants has also been noted
in PG, although no lasting morbidity or mor-
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=N Pemphigoid gestationis

tality in the offspring has been noted.> The
disease tends to recur in future pregnancies.

Pruritic urticarial papules and
plaques of pregnancy

This condition is known by many names
besides its acronym PUPPP: polymorphic
eruption of pregnancy, toxemic erythema of
pregnancy, and late prurigo of pregnancy.'
It is a pruritic, inflammatory skin disorder
that has been variously estimated to occur in
anywhere from 1 in 120 to 1 in 240 pregnan-
cies.? PUPPP is second only to eczema as the
most common dermatosis of pregnancy.
Presentation. As the name suggests, the le-
sions of PUPPP are itchy, red papules that
often coalesce into plaques (FIGURE 2, page
28). Lesions usually occur in primigravidas
after the 34th week of gestation, although
they may be seen at any time from the first
trimester through the postpartum period.’
Lesions are classically found on the ab-
domen, sparing the umbilical area, and are
found primarily in the striae. This distribu-
tion helps you to differentiate PUPPP from
PG, in which lesions typically cluster around
the umbilicus. Most PUPPP lesions (80% in
one study) are dispersed on the abdomen,
legs, arms, buttocks, chest, and back. An-
other 17% appear only on the abdomen and
proximal thighs, and the remaining 3% on
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Skin disorders in pregnancy

Skin disorders of pregnancy: What you’ll see, how to treat

Disorder Lesions Diagnosis and sequelae Treatment Recurrence
Pemphigoid Erythematous pap- e Mean onset at 21 weeks; e Oral corticosteroids, Frequent;
gestationis®® ules that progress to postpartum in 20% of cases 20-60 mg/d skips a
vesicles and bullae, . , OR pregnancy
in a periumbilical dis- * Dl,reCt |mmunofluor§scence ¢ Intravenous 8% of the
L microscopy shows linear C3 . . .
tribution that spares deposition immunoglobulin time
the face, palms, and OR
soles * Newborn may be small for ¢ Cyclosporine in
gestational age, but no asso- refractory cases
ciated morbidity or mortality
Pruritic urticarial . Urticarial papules ¢ e Usually presents after 34th | Topical corticosteroids : Uncommon
papules and plaques : and plaques on week but can present at any : and antihistamines
of pregnancy®© the abdomen, legs, stage
arms, buttocks, * Diagnosis is clinical
chest, and back
: : ® No increase in fetal morbid-
i ity or mortality
Intrahepatic No primary lesions; ¢ Onset after 30th week in Ursodeoxycholic acid, Frequent
cholestasis of secondary excoria- 80% of patients 450-1,200 mg/d
14,17,19-22 H H
Pregnancy *11%%1 - ensinany area 2!« Strongly incicated by serum
: bile acid level >11 ymol/L
* Increased fetal mortality
Eczema of preg- ¢ Grouped, crusted ¢ e Onset at any point in | Symptomatic treatment | Frequent
nancy/pruritus erythematous pap- pregnancy with topical corticoste-
of pregnancy* 024 ules, patches, and « Glinical diagnosis roids or antihistamines
plagues, most often
on extensor surfaces : ¢ No increase in fetal morbid-
i of the arms and legs ity or mortality
or on the abdomen
Acute pustular Erythematous ¢ Onset at any point in ¢ Prednisone, 15-60 mg/d : Unknown
psoriasis of plagues and pus- pregnancy OR
pregnancy?¢-2 ‘ tule_s that st.art on "« Clinical diagnosis by appear- e Cy'closp(.)rln'e, 100 mg :
the inner thighs and . . twice daily, in refrac-
. ance of lesions and associa-
groin and spread tion with systemic illness tory cases
to the trunk and Management of associ-
extremities * Increased incidence of ated hypocalcemia
‘ miscarriage, stillbirth, and :
maternal mortality
Pruritic folliculitis . Papules and pus- ¢ e Onset most often in third : Topical corticosteroids | Unknown

of pregnancy?+2®

tules concentrated
around hair follicles,
often beginning on
the abdomen and

: spreading to the
¢ extremities

trimester
e Clinical diagnosis

¢ No associated fetal
morbidity or mortality
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Skin disorders in pregnancy

IEE'EEA Pruritic urticarial papules and

plaques of pregnancy

The itchy, red papules of PUPP often coalesce into plaques.
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Pruritic urticarial
papules and plaques
of pregnancy
primarily strikes
women in their first
pregnancy

28

the limbs."* Nearly 50% of the time, lesions
also include discrete vesicles.! There are no
reported cases of mucosal involvement.
Patients with this condition are often very
uncomfortable. The associated pruritus is se-
vere enough to interfere with sleep. Despite the
itching, however, lesions are seldom excoriated.
Pathophysiology. The disorder has been
strongly associated with maternal weight
gain and multiple gestations. One working
hypothesis is that rapid abdominal disten-
tion observed in the third trimester leads to
damage of the connective tissue, which then
releases antigenic molecules, causing an in-
flammatory reaction.'? Another hypothesis is
that increased levels of fetal DNA that have
been detected in the skin of PUPPP patients
may contribute to the pathology. One study
detected male DNA in six of 10 PUPPP suf-
ferers, but found none in any of 26 controls—
pregnant women without PUPPP pathology.®
There is some evidence that patients with at-
opy may be predisposed to PUPPP, as well as
patients who are hypertensive or obese.'**
Differential diagnosis. Initially, PUPPP le-
sions can be difficult to differentiate from
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urticarial PG lesions. The distribution of the
lesions is the best clue: PG lesions cluster
around the umbilicus, whereas PUPPP le-
sions uniformly spare the umbilical area. Ad-
ditional disorders in the PUPPP differential
are atopic dermatitis, superficial urticarial
allergic eruption, viral exanthema, and con-
tact or irritant dermatitis.

Diagnosis. PUPPP can be diagnosed only by
clinical observation. None of the available
laboratory tests—immunofluorescence, his-
tology, serology—yield findings specific for
PUPPD, although histology and immunoflu-
orescence can readily differentiate between
this condition and PG.

Treatment. Because the disease holds no
real danger for mother or fetus, treatment
can be aimed solely at symptomatic relief.
Mild-to-potent topical corticosteroids (con-
sider triamcinolone or fluocinonide) should
relieve pruritus within 48 to 72 hours.? An-
tihistamines and, occasionally, low-dose
systemic corticosteroids may also be used.
Consider hydroxyzine, although diphen-
hydramine has the more proven safety pro-
file in pregnancy.

Nonpharmaceutical treatments such as
oil baths and emollients should also be con-
sidered. If the condition appears classic for
PUPPP, it can be managed symptomatically. If
there is any question about the diagnosis, how-
ever, referral to a dermatologist is prudent.
Sequelae. No increase in maternal or fetal
morbidity or mortality is associated with
PUPPP. Recurrence is fairly uncommon, as
the disease primarily affects women during
their first pregnancy.

e Intrahepatic cholestasis

of pregnancy

This condition is also called recurrent or id-
iopathic jaundice of pregnancy, obstetric
cholestasis, and pruritus gravidarum. In-
trahepatic cholestasis of pregnancy (ICP)
is caused by disruption of hepatic bile flow
during pregnancy. It has been recorded at
a rate of approximately 10 to 150 of every
10,000 pregnancies in Europe and 70 of every
10,000 in the United States.' In 80% of pa-
tients, time of onset is after the 30th week.!*



Although this disorder is not primarily a
dermatosis of pregnancy, it is a pruritic con-
dition that often presents with excoriations
in pregnant women and is associated with
fetal morbidity and mortality. It’s important
to be able to identify this disease early to
minimize sequelae.

Presentation. There are no primary lesions
with ICP. The primary presenting symptom
is a generalized pruritus affecting the palms
and soles, and sometimes extending to the
legs and abdomen (FIGURE 3). This itching
is often so severe that it leads to chronic
insomnia. You may see secondary skin le-
sions, such as erythema and excoriations.
Observable jaundice occurs in 10% to 20% of
patients.® These patients do not develop the
encephalopathy that is associated with cho-
lestasis in the nonpregnant state, however.'

Pathophysiology. The genesis of this condi-
tion is thought to be a combination of genetic
and environmental factors. A family history
of the disorder is present in one half of cases;
cases with a familial component tend to be
more severe.” ICP may be an exaggerated re-
sponse to increased estrogen levels in preg-
nancy, but the mechanism of this response
is unknown.'®

Differential diagnosis. Other conditions that
must be considered in making the diagnosis
are viral hepatitis, gallbladder disease, PG,
PUPPP, drug hepatotoxicity, primary biliary
cirrhosis, and uremia.

Diagnosis. Laboratory values are the de-
finitive diagnostic tool in this condition. In-
creased levels of serum bile acids are the
single most sensitive test. Average levels of
serum bile acids in pregnancy are 6.6 pmol/L,
with an upper limit of 11 pmol/L. The average
value in women who have ICP is 47 umol/L."

Although serum bile acids remain the
gold standard, a recent study showed that
elevated urine bile acids have 100% sensi-
tivity and 83% specificity for ICP."® In 55%
to 60% of cases, the liver enzymes aspartate
aminotransferase (AST) and alanine amino-
transferase (ALT) are mildly increased. Ste-
atorrhea is often noted by the patient, and is
followed by vitamin K deficiency."”
Treatment. The current standard of care for
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ICP is treatment with ursodeoxycholic acid
(UDCA). In four controlled trials, UDCA
caused a sustained decrease in serum bile
acids.”** The dosage used in these trials
ranged from 450 to 1,200 mg/d.

Before UDCA treatment was available,
ICP was treated with cholestyramine, which
could bring about a 70% rate of response.
The drawback to cholestyramine treatment
is that it precipitates vitamin K, which is al-
ready compromised by the disease process.
Further, the onset of action of cholestyr-
amine is slow.?

Elective delivery is indicated for ICP,
particularly in patients who have a signifi-
cant clinical presentation.'? Delivery for ICP
should be performed around weeks 37 to 38,
as stillbirths tend to cluster around weeks 37
to 39." Given the significant fetal mortality
associated with ICP (see the next paragraph),
the condition should be managed by a clini-
cian experienced with the disease—likely, a
gastroenterologist.

Sequelae. The impact of this maternal dis-
order on the fetus can be disastrous: a 10%
to 15% rate of perinatal death, and a 30% to
40% rate of premature labor."* Fortunately,
the rate of preterm labor correlates strongly

IEEEEEE Intrahepatic cholestasis of pregnancy

—_

ICP lacks primary lesions. Shown here are the secondary erythema and
excoriations that results from scratching the intense pruritis.
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Skin disorders in pregnancy

IS Eczema of pregnancy

i\

L

EP/PP typically manifests as grouped, crusted, erythematous papules,
patches, and plaques, often with excoriations.

FAST
TRACK

There is evidence
that acute pustular
psoriasis of
pregnancy is not
unique to pregnancy
but simply

a manifestation

of ordinary psoriasis
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with the level of bile acids, so that as bile acid
levels are reduced with UDCA treatment, the
rate of preterm labor also falls. Management
of ICP has reduced the rate of perinatal death
to 3.5%. No evidence of fetal growth retarda-
tion has been noted.™

DERMATOSES TRIGGERED
BY PREGNANCY

o Eczema of pregnancy/prurigo
of pregnancy

Eczema of pregnancy/prurigo of pregnancy
(EP/PP) may not actually be correlated with
the pregnant state. Both conditions manifest
as eczematous lesions in an atopic distribu-
tion. Although they have been described in
the literature as separate entities, the lack of
clinical distinction between them led Am-
bros-Rudolph and colleagues to combine
them under the umbrella term, atopic erup-
tion of pregnancy.?

In some patients, at least, EP/PP may be
preexisting conditions that are exacerbated
by pregnancy. One study of 255 patients with
the condition found that 20% had had the
lesions before they became pregnant.® The
tendency of the condition to be made mark-
edly worse by pregnancy, however, leads us
to include it here.
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PP has an estimated incidence of 1 in
450 pregnancies."! Although many authori-
ties consider EP to be the most common der-
matosis of pregnancy, no clear estimation
of its prevalence has been established.??*
Taken together, the two conditions have the
highest prevalence of all pregnancy-induced
dermatoses.

PP is also known as popular dermatitis of
Spangler, Nurse’s early prurigo of pregnancy,
and linear IgM disease of pregnancy.®**
Presentation. The typical presentation is
grouped, crusted, erythematous papules,
patches, and plaques—frequently with ex-
coriations. Lesions typically present on the
extensor surfaces of the arms and legs or on
the abdomen (FIGURE 4).* Recurrence in later
pregnancies is common.

Pathophysiology. The pathophysiology of
EP/PP is not understood. Many patients who
develop EP/PP have a history of atopy.!°
Differential diagnosis. Conditions that need
to be considered in making the diagnosis in-
clude Tinea infection, scabies, contact der-
matitis, ICP, pruritic folliculitis of pregnancy
(PFP), and PG.

Diagnosis. The history and the physical
examination determine the diagnosis. Se-
rology, histopathology, and immunofluores-
cence are nonspecific. Correlation of EP/PP
with increased IgE is marginal, at best.?**
Treatment. These conditions are treated
symptomatically with topical corticosteroids
or systemic antihistamines.

Sequelae. No increase in maternal or fetal mor-
bidity or mortality is associated with EP/PP.

6 Acute pustular psoriasis
of preghancy

Whether or not acute pustular psoriasis of
pregnancy (APPP) is actually a pregnancy-
induced dermatosis is subject to debate.
There is evidence that APPP is not
unique to pregnancy but simply a manifes-
tation of ordinary psoriasis. Clinically and
histologically, APPP is indistinguishable
from pustular psoriasis. Unlike most cases
of acute psoriasis, however, APPP often ap-
pears in pregnancy without any personal or
family history of psoriasis and usually ceases



Key recommendations for your practice

* Pemphigoid gestationis is best managed with oral prednisone at
doses from 20 to 60 mg per day to control symptoms

¢ The pruritus associated with pruritic urticarial papules and plaques
of pregnancy can be safely and effectively managed with topical
corticosteroids and oral antihistamines

e Treat intrahepatic cholestasis of pregnancy with ursodeoxycholic
acid, which likely reduces serum bile acids as well as associated
fetal morbidity and mortality

when the pregnancy ends. This fact, com-
bined with reports of increased fetal and
maternal morbidity and mortality associated
with APPP, leads us to include it here.?®
Presentation. APPP is a rare condition that
may have an onset at any point in pregnancy.
Characteristic lesions begin as erythematous
plaques with pustules on the inner thighs,
flexural areas, and groin and spread to the
trunk and extremities. As plaques enlarge,
their center becomes eroded and crusted.

The nails may become onycholytic.
Hands, feet, and face are usually spared. Oral
and esophageal erosions can occur. Pruritus
is typically mild, although the lesions are
often painful. Flu-like symptoms are often
present.*”

IEE'EEE Pruritic folliculitis of pregnancy

The papules and pustules of PFP are concentrated around hair follicles.
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Pathophysiology. The pathophysiology of
APPP is unknown.
Differential diagnosis. Conditions with sim-
ilar presentations include an adverse drug
reaction, pityriasis rosea, lichen simplex
chronicus, eczema, lupus, and pityriasis ru-
bra pilaris.
Diagnosis. The clinical history and an as-
sociation with systemic illness are the basis
for a diagnosis of APPP. Cultures of pustules
are negative for any infective pathology, al-
though, as the disease progresses, pustules
may become superinfected. Laboratory
testing may show an increased erythrocyte
sedimentation rate, hypocalcemia, and a low
level of vitamin D.
Treatment. Prednisone, 15 to 60 mg/d, is often
sufficient to control the disease.”” Cyclospo-
rine, 100 mg twice daily, has also been shown
to be useful.?® Cyclosporine in pregnancy is a
Category C drug. Data on fetal malformation
associated with cyclosporine therapy are lim-
ited, but risk appears minimal.®

Maternal hypocalcemia should be moni-
tored and treated appropriately. If disease
progression is judged serious enough, early
induction of labor is indicated, because deliv-
ery will almost always lead to swift resolution.
Sequelae. A number of case reports link
APPP to serious sequelae, including fetal
growth retardation, hypocalcemia, and still-
birth.?"?%3° The condition is too rare, however,
for good data on specific sequelae. Although
APPP does give significant cause for concern,
it appears that some of the traditional ap-
prehension comes from older publications
reporting a rate of maternal mortality of 70%
t0 90%.*! This statistic has not been borne out
in practice. It does appear that the mother
will frequently suffer systemic symptoms, in-
cluding fever and malaise.

e Pruritic folliculitis of pregnancy
Accounts of the prevalence of pruritic

folliculitis of pregnancy (PFP) vary widely.
Some sources report fewer than 30 cases in
all of the literature; others indicate that the
prevalence is equivalent to that of PG—one
in every 10,000 pregnancies.>'! PFP most of-
ten presents in the third trimester. It often



resolves before delivery, but uniformly clears
within 2 weeks of delivery.

Presentation. PFP presents as papules and
pustules concentrated around hair follicles
(FIGURE 5). Often, lesions begin on the ab-
domen and spread to the extremities.?**
The condition is often, but not always, pru-
ritic. Patients are more likely to be concerned
about what the condition means for their
health than distressed by the symptoms.
Pathophysiology. Like many other derma-
toses of pregnancy, the pathophysiology of
PFP is unknown. There is little evidence that
the condition is immunologically or hor-
monally mediated, and there is no evidence
of an infectious component.?*?

Differential diagnosis. PFP must be distin-
guished from infectious folliculitis, acne-
iform disorders, HIV-associated eosinophilic
folliculitis, and a drug reaction.

Diagnosis. The clinical diagnosis is based on
presenting symptoms and third-trimester on-
set. No specific laboratory or histologic analy-
sis can be used to make a definitive diagnosis.
Treatment. As the condition is, by definition,
a nonmicrobial folliculitis, the most effective
therapy tends to be with a low- or midpoten-
cy topical corticosteroid, such as triamcino-
lone or desonide. A benzoyl peroxide wash
can also be effective.

Sequelae. One study reports an increased
incidence of low birth weight, but no associ-
ated morbidity or mortality has been report-
ed in recent studies.** @
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FAST
TRACK

In pruritic folliculitis
of pregnancy, lesions
often begin on the
abdomen and spread
to the extremities
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