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Mimicking Pemphigoid Gestationis
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PRACTICE POINTS

NC16A domain.

Lichen planus pemphigoides (LPP) is characterized by tense blisters that arise hot:only on lichen
planus lesions such as bullous lichen planus but also on skin unaffectedsby. lichen planus.

- In LPP, the autoantibodies specifically target the MCW-4 epitope of the NC16A4 domain of the bullous
pemphigoid antigen BPAg2, distinguishing it from other autoimmung blistering diseases against the

Lichen planus pemphigoides (LPP) is a rare con-
dition characterized by tense blisters that arise
on lesions of lichen planus (LP) and on unaffected
skin. We present the case of a 25-year-old preg-
nant woman at 12 weeks’ gestation -who devel-
oped an acute bullous eruption_after & months of
worsening LP. Similarities to.emphigoid gesta-
tionis (PG) included lesions around the perium-
bilical area and multiple_urticarial erythematous
papules and plaques in addition to linear C3 and
IgM deposition along ‘the basement membrane
zone (BMZ) on direct immunofluorescence (DIF).
Cutis. 2016;97:E20-E24.

Case Report

A 25-year-old woman with a 5-month history of
severe lichen planus (LP) on the arms, legs, and
trunk presented to the emergency department with
generalized blisters and erythema over the entire
body, including the face and soles, of 2 days’ dura-
tion. She was evaluated for the LP 1 week prior
in a referral dermatology clinic, and in addition
to topical corticosteroids, she received 1 injection
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of 40 mg intramuscular triamcinolone acetonide.
Hours following the injection she developed nausea,
vomiting, and fever. The patient reported that her
last menstrual period was 3 weeks prior to the cur-
rent presentation.

Physical examination revealed numerous licheni-
fied, flat-topped, pink-violaceous, hyperpigmented,
scaly papules and plaques (Figure 1), as well as tense,
yellow, fluid-filled vesicles and bullae of various sizes
on the neck, arms (Figure 2), legs, trunk, and dorsal
aspect of the feet. The vesicles occurred on both nor-
mal skin and the lichenified plaques with a negative
Nikolsky sign. There also were urticarial erythema-
tous papules and plaques on the arms, trunk, neck,
and face, some of which had vesicles or a violaceous
dusky central hue (Figure 3). Vesicles were noted
within both nostrils (nasal mucosa), and there were
extremely tender erythematous patches and thick
sheets of scales on the soles.

An elevated B human chorionic gonadotropin
level and transvaginal ultrasonography confirmed an
intrauterine pregnancy of 12 weeks’ gestation despite
the patient’s report of the last menstrual period.

Histologic examination of a vesicle on the right
arm rtevealed hyperkeratosis with hypergranulosis,
vacuolar alteration of the basal layer with a pauci-
cellular subepidermal vesicle, and melanophages
in the superficial dermis consistent with vesicu-
lar LP (Figure 4). Histologic examination of an
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erythematous edematous plaque on the right upper leg
revealed edema in the upper dermis with a perivascu-
lar and interstitial lymphocytic infiltrate with eosino-
phils. A third biopsy of a lichenoid flat-topped papule
on the left arm revealed a mild bandlike infiltrate of
lymphocytes and scattered eosinophils, eosinophilic
colloid bodies and edema in the papillary dermis, and

Figure 1. Pink, flat-topped, lichenoid papules and
plagues on the right hand and arm.

rred on both
d plaques on the
right arm.
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subepidermal vesicles and vacuolar alteration of the
basal layer consistent with a vesicular lichenoid der-
matitis (Figure 5). Direct immunofluorescence (DIF)
of perilesional skin showed linear deposition of C3
and IgM along the basement membrane zone (BMZ)
in addition to a shaggy pattern with cytoid bodies
(Figure 6). There also was a faint linear deposit of
IgA along the BMZ with cytoid bodies but negative
for IgG. These results were interpreted as consistent
with LP pemphigoides (LPP). Neither an enzyme-
linked immunosorbent assay nor an immunoblot
analysis was performed.

Because the patient was pregnant and had failed
to respond to topical and intramuscular corticoste-
roids, she was started on intravenous methylprednis-
olone in the emergency deépartment until new lesions
stopped appearing. S then discharged home
on oral prednisone .5 mg/kg/d), with close
observation by trician. She also used clo-
betasol propi intment 0.05% for more severe
lesions and t inolone acetonide cream 0.1% for
less sev&lesions until lesions resolved.

Duri eatment, the patient developed cellulitis
) g that presented as pustules and erythema

ite of an eroded bulla, inframammary and axil-
lary cutaneous candidiasis, and hyperglycemia at
19 weeks’ gestation. The cutaneous infections
resolved with oral clindamycin 300 mg 3 times
daily for 10 days. Topical mupirocin was used to
treat the cellulitis and a mixture of zinc oxide,
econazole cream, and desonide cream twice daily
treated the candidiasis. Her obstetrician managed
the hyperglycemia.

Figure 4. Histologic examination of a vesicle on the
right arm revealed hyperkeratosis with hypergranulosis,
vacuolar alteration of the basal layer with a paucicellular
subepidermal vesicle, and melanophages in the superfi-
cial dermis consistent with vesicular lichen planus (H&E,
original magnification X20).

Figure 3. Urticarial erythematous papules and plaques
over the patient’s face, some of which had vesicles or a
violaceous dusky central hue.
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Figure 5. Histologic examination of a lichenoid
flat-topped papule on the left arm revealed scattered
eosinophils, hyaline colloid bodies, papillary dermal
edema, and mild vacuolar alteration of the basal layer
(H&E, original magnification x40).

Figure 6. Direct immunofluorescence of perilesional skin
showed linear deposition of\ligM along the basement
membrane zone and a shaggy pattern with cytoid bod-
ies (original magnification X20).

The bullous lesions and LP completely resolved
after 2 months of treatment with oral prednisone
50 mg daily. The patient tolerated a corticosteroid
taper (dose decreased by 5 mg every 2 weeks) until
arriving at 10 mg, which was then decreased to
7.5 mg until delivery. A cesarean delivery was per-
formed due to a large-for-gestational-age fetus, and
an internist was consulted for the necessary precau-
tions to increase the steroid dose during delivery
due to the stress of the surgery and the risk for a
hypothalamic crisis. There were no peripartum com-
plications, and the baby was born without cutaneous
lesions and remains healthy 1 year later. The patient
remained disease free over 2 months postpartum,
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until new LP lesions developed without vesicles
or bullae, which were then controlled with topical
therapy. She was subsequently lost to follow-up.

Comment

Kaposi first described LPP in 1892 and used the
term lichen ruber pemphigoides to describe a case of
typical LP together with a widespread bullous erup-
tion. Lichen planus pemphigoides is characterized
by tense blisters that arise on lesions of LP as well
as on skin unaffected by LP. In contrast, bullous LP
blisters are confined to LP lesions only and occur
from intense lichenoid inflammation and extensive
liquefactive degeneration of basal keratinocytes.
The vesicle formation in LPP is a result of autoan-
tibodies to the bullous pemphigoid (BP) antigen
BPAg2, which can be explained by the epitope
spreading epiphenomenon ‘whereby epidermotropic
cytotoxic T cells damage the basal keratinocytes
in LP by targeting unknown epidermal antigens,
resulting in the' exposure of BP180 and therefore
instigating the autoimmune response.! The process
of epitope spreading takes months to develop; the
mean duration of LP before LPP is 8 weeks in chil-
dren and 12 weeks in adults,’? which is comparable
to the current case.

Pathogenesis—Lichen planus pemphigoides usu-
ally is idiopathic; however, there have been cases
reported in association with various medications
including calcium channel blockers such as dil-
tiazem, Chinese herbs,> simvastatin,* ramipril,”®
captopril,” psoralen plus UVA phototherapy,® and
cinnarizine.” In addition, in a case-controlled study,
the use of neuroleptics or diuretics was found to be a
risk factor for LPP development.!°

This case is unique because it shows an associa-
tion of LPP with an intrauterine pregnancy. Despite
the fact that we did not perform the required studies
to determine the exact cause, there probably exists
an association between LPP and the pregnancy, as
the patient presented with a 5-month history of
severe LP prior to vesicle formation. The patient
only developed the vesicular lesions during preg-
nancy, which were later controlled with systemic
steroids and then recurred postpartum only as LP
lesions, suggesting that the patient’s pregnancy may
have contributed in the pathogenesis as an inducing
factor. We suspect that the LP was aggravated by the
pregnancy and continued to worsen, so much as to
cause epitope spreading and lead to the bullous erup-
tion at the end of the first trimester.?

Differential Diagnosis—Initially, we suspected a
diagnosis of pemphigoid gestationis (PG), previously
known as herpes gestationis. The classic presenta-
tion of PG starts with an intense pruritus followed
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by the emergence of pruritic urticarial papules and
plaques in the umbilical or periumbilical areas. The
lesions may become targetlike or polycyclic and may
spread to other areas of the trunk, arms, and legs,
often including the palms and soles.''"”® Just as in
our case, vesicles and bullous lesions appear at both
the site of the urticarial plaques as well as on normal
skin.!® The clinical features noted in our patient that
were not typical of PG included the multiple lesions
on the face and inside the nostrils. Only 20% of
PG cases are associated with mucosal involve-
ment,'"25 and there are no documented reports
of PG occurring in a patient with LP, according to
a PubMed search of articles indexed for MEDLINE
using the search terms pemphigoid gestationis, herpes
gestationis, and lichen planus.

Lichen planus pemphigoides can be easily dif-
ferentiated from BP. Lichen planus pemphigoides
occurs in younger patients, with a mean age of
35 years, unlike BP, which commonly affects elderly
men.!” Lichen planus pemphigoides also is less
severe and has a better response to treatment
than BP. It also affects the palms and soles, which
are rarely affected in BP. There are no reports in
the literature of BP developing during pregnancy,
according to a PubMed search using the terms
bullous pemphigoid and pregnancy. However, LPP and
BP share a common antibody, the BP180 antigen,
and differences exist in the epitope where the anti-
body binds in each condition.'®"

Lichen Planus Pemphigoi

Diagnosing LPP—In LPP, DIF typically shows
linear deposits of IgG, IgM, IgA, fibrinogen, and C3
along the BMZ, of which IgG and C3 are most com-
monly seen.” Our patient had linear deposition of
C3, IgM, and IgA along the BMZ, which excluded
bullous LP from the differential diagnosis. Bullous
LP is not an autoimmune condition but rather is on
the severe spectrum of LP where Max Joseph spaces
become so large so as to lead to vesicle and bullae for-
mation. In addition to the linear deposit at the BMZ,
LPP typically reveals immunoglobulin (mainly IgM
but also IgA), C3, and fibrinogen staining of colloid
bodies in the papillary dermis on DIF; however, some
cases of LPP only present with a linear deposition
of C3 along the BMZ, which is why, similar to PG,
these diagnoses by DIF are similar. Direct immuno-
fluorescence of PG reveals linear [gG1l and [gG3
along the BMZ. [gG1 and [gG3 immunoglobulins are
known to fix complement better than other immuno-
globulins, thusdinear C3 along the BMZ is the most
consistently positive immunoreactant. Less common
positive immunoreactivity with the same pattern has
been seen with IgA, IgM, C1, and C4 (Table).!#1>!8
The lack of linear IgG and the presence of IgM is
more suggestive of LPP.

The differential diagnosis of the subepidermal
autoimmune blistering diseases associated with anti-
bodies against BP180, including BP, LPP, and PG,
often is challenging.”” However, LPP can now be
distinguished by immunological studies including

Distinguishing Subepidermal Blistering Diseases'®'82°

Condition Antigen BP180 Domain Epitope?® DIF
LPP BP180 NC16A4 MCW-4 lgG, IgM, IgA, fibrinogen, and C3 linearly
(C terminal) along the BMZ; IgM, C3, IgA, and
fibrinogen staining of colloid bodies
+/- shaggy pattern
BP BP180  NC16A MCW-0, MCW-1, 3, 1gG 4 > IgG1 and IgE linear DEJ
(N terminal) MCW-2, MCW-3
PG BP180 NC16A2, MCW-1, MCW-2° IgG1, IgG3 (strongest complement fixing
NC16A2.5 properties), and C3 linearly at DEJ

(less common IgA, IgM, C1, and C4)

Abbreviations: DIF, direct immunofluorescence; LPP, lichen planus pemphigoides; BMZ, basement membrane zone; BP, bullous pemphigoid;

DEJ, dermoepidermal junction; PG, pemphigoid gestationis.

aSpecific antigenic sites or epitopes on NC16A targeted by the autoantibodies.
bAntigenic sites within a 22 amino acid segment of BP180, NC16A2 (MCW-1), and NC16A2.5 (MCW-2).
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immunoblot analysis of the immunodominant region
of NC16A of the BP180 antigen and the immuno-
globulin subclass that reacts to 180-, 200-,° and
230-kDa antigens within the BMZ (Table).!>!8-20
The Table summarizes the different autoantibodies,
antigens, and epitopes to distinguish subepidermal
autoimmune blistering diseases.

Despite not performing these studies in our
patient, we concluded that the clinical, histological,
and DIF findings of this case are more consistent
with LPP than with the other subepidermal blister-
ing diseases. However, we cannot exclude the pos-
sibility of the patient having a new entity with a
unique antibody from epitope spreading.

Conclusion

We present a case of lichenoid papules and plaques
consistent with LP, with the development of vesicles
and bullae after the first trimester of pregnancy. The
clinical, pathologic, and DIF findings were highly sug-
gestive of LPP. Although the exact pathogenic mecha-
nism is not fully known, we suspect that pregnancy may
have contributed to the origin of the disease. Further
evaluation of pregnant patients with lichenoid lesions
who develop blisters are needed for the elucidation of
the mechanism, which may be secondary to epitope
spreading that led to new autoantibody formation.
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