Case Report
ISSN 2413-0516

Lichen planus pemphigoides limited to the oral cavity: A case report and
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Lichen planus pemphigoides (LPP) is a rare autoimmune vesiculobullous disorder and its exclusive presentation in the oral cavity is an even
more remote occurrence. We describe an 85-year-old woman with a symptomatic soft palatal erosion, which compromised her ability to
wear a maxillary prosthesis. She had been diagnosed with and treated for lichen planus affecting her buccal mucosa 3 years prior to the
onset of the lesion on palate. Persistence of the palatal lesion and its lack of response to local steroid therapy prompted a repeat biopsy for
histopathological and directimmunofluorescence examination both of which confirmed LPP diagnosis. In oral lichen planus pemphigoides
treatment is empirical. In this patient, a combination of systemic and topical steroids was effective in resolving the palatal ulceration. This
case report highlights the importance of monitoring patient’s response to therapy and appropriate diagnostic workup when signs and

symptoms persist or change character.
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Introduction

Lichen planus pemphigoides (LPP) is a rare mucocutaneous
condition of autoimmune etiology which is characterized by a
combination of clinical, histopathological, and immunological
features of both lichen planus (LP) and bullous/mucous mem-
brane pemphigoid (BP/MMP).'* To date, only about 90 cases
of cutaneous LLP and 35 cases of oral LPP have been
reported.”*® Lichen planus pemphigoides has a female predi-
lection and often occurs in the fourth decade of life. Occur-
rence of LPP in children is very rare with fewer than 20 cases
in the literature.” Cutaneous manifestations include pruritic
erythematous patches with or without bullae and erosions
often affecting the extremities.” Oral lesions of LPP are vari-
able and include white reticular plaques to erosive, ulcerative
components, vesicular eruptions, and desquamative gingi-
vitis.* The most commonly affected site in the oral cavity is
buccal mucosa.® Histopathologic features of LPP resembles LP
and when bullae are present, also bullous pemphigoid (BP).*
Microscopic features include hyperkeratosis, acanthosis,
band-like lymphocytic infiltration, colloid bodies typical of LP,
as well as subepidermal blisters expected in BP.° Direct immu-
nofluorescent (DIF) studies show linear deposits of IgG and/or
C3 along the basement membrane. In LP, DIF shows granular
deposition of fibrinogen and C3 along the basement mem-
brane zone (BMZ).!

Nature and pathogenesis of LPP have been subject to con-
troversy. While previous studies considered LPP as simulta-
neous presentation of LP with BP or MMP, more recent studies
suggest LPP as a variant of BP.>” The latter consideration is
supported by the difference in mean age of affected patients
and severity of manifestations between LP and BP. The mean
age of patients with LP (40-50) is lower than those affected by
BP (70-80)."* In addition, patients affected by BP generally
experience more severe manifestations and have less favorable
response to therapy. Furthermore, circulating auto-antibodies
in LPP and bullous pemphigoid share similarities,” and are
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directed against BP180 domain.* More specifically, anti-
collagen XVII auto-antibodies in LPP react to region 4 within
BP180 noncollogenous-16a domain whereas in BP auto-
antibodies are directed against regions 2 and 3 within the same
domain.* Some authors postulate that pathogenesis of LPP and
development of BP/MMP from an immunologically unrelated
disorder oral lichen planus (OLP) may be explained by epitope
spreading.>*'” It is thought that lichen planus-induced disrup-
tion of BMZ may lead to exposure of BMZ proteins, produc-
tion of auto-antibodies against them and clinical presentations
of pemphigoid.” There are also reports of an association
between LPP and phototherapy, hepatitis B infection and
internal malignancies such as lymphoma, colon cancer and
Castleman’s disease in the literature." In addition, a number of
medications such as calcium channel blocker, NSAIDS, inter-
feron, ribavirin, therapeutic hormones, infertility medica-
tions'>"’ and weight reduction drugs have been implicated in
the onset of LPP.'*"® Therefore, a through medical and medica-
tion history is a necessary part of work up process.

Case History

An 85-year-old woman was presented to the Oral Medicine
Department of the Tehran University of Medical Sciences
with the complaint of oral erosions of 5-year duration. She
reported pain and burning sensation in the soft palate and
inability to use her maxillary prosthesis. Her past medical
history was significant for hypertension (HTN) controlled
with atenolol. Review of systems was negative for cutaneous
lesions. Intraoral exam revealed a superficial ulcer of about
2 cm on soft palatal midline where patient reported prior
vesicular eruptions (Fig. 1).

There were also white reticular striations with associated
erythema on her buccal mucosa bilaterally. Histopathological
examination of an incisional specimen from the buccal
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mucosa, the initial site of her symptomatic oral erosions
3 years prior to onset of soft palatal lesion, had revealed strati-
fied squamous mucosa with mild epithelial acanthosis, diffuse
vacuolar degeneration of basal layer and individual cell apop-
tosis. Microscopic features were consistent with lichen planus
and administration of topical steroids (triamcinolone ace-
tonide in orabase) alleviated her symptoms until palatal ero-
sion developed. Persistence of palatal erosion and its failure to
respond to topical therapy prompted tissue sampling. Histo-
pathological examination demonstrated subepithelial separa-
tion and infiltration of inflammatory cells specially eosinophils
in the area (Fig. 2A).

Direct immunofluorescence showed linear deposits of
IgG and C3 in the BMZ (Fig. 2B). Both microscopic fea-
tures and DIF were compatible with MMP. Following con-
sultation with the physician regarding the status of her
HTN, she was started on 5 mg of prednisone daily.” We
opted to use systemic steroids because topical therapy was
ineffective and patient could not tolerate intralesional
injections. One month later, the lesion had improved signif-
icantly and she was able to use her denture. The lesion was
fully resolved on 3 month follow-up and systemic steroid
was tapered. The timeline for development of LPP from LP
in this patient is illustrated (Fig 3A). In this patient, combi-
nation of systemic and topical steroids was effective in
resolving the palatal ulceration (Fig. 3B).

Discussion

Pathogenesis of LPP is controversial. While some authors con-
sider LPP and pemphigoid as two distinct conditions,’ others
suggest LPP as a variant of pemphigoid'®'” because clinically
blisters develop in association with lichen planus lesions. Evo-
lution of LP to BP or MMP caused by epitope spreading has
also been suggested.”” Table 1 summarizes the features of LPP
with oral involvement in six patients one of whom is our
patient. All six patients were female and the time line for
development of lichen planus to BP or MMP ranged from
simultaneous to 17 years.>'s*

Development of LPP in the context of OLP within 3 years
as seen in our patient resembles the case reported by Maceyko
et al.'® Both microscopic and DIF findings in the palatal spec-
imen confirmed MMP, but indirect immunofluorescence (IIF)
was negative. These findings are compatible with other
studies™”'° as only 10% of MMP patients demonstrate posi-
tive IIF for circulating anti-basement membrane zone anti-
bodies.”” Exclusive presentation of LPP in the oral cavity as
seen in this patient is rare and only a few cases are reported in
the literature.”*?!

A 3 years buccal mucosa lesion 2 vear

s soft palatal erosior
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Fig. 1 Clinical presentation of soft palatal erosion at the initial
presentation.

A

Fig. 2 (A) Low power histopathological photomicrograph of the
palatal specimen demonstrating subepithelial separation at the
BMZ and infiltration of inflammatory cells induding lymphocytes
and eosinophils. (H and E, x10). (B) Direct immunofluorescent
photomicrograph of the palatal specimen illustrating linear
deposition of 1gG autoantibodies along the BMZ.

1 month follow up B
>
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Presentation of soft palatal lesion Diagnosts of OLPP
Figure 1 Figure 2

Fig. 3 (A) Timeline diagram of the patient’s diseases. (B) Clinical presentation of the healed soft palatal lesion during 3 months follow-up.
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Table 1. Clinical, histopathology and therapeutic features of six patients with LLP

Histopathology DIF
Age Time LP to 1- Dense band-like lymphohis- (Linear (3 and IgG
Author and Description of lesions tiocyticinflammatory infiltrate, deposition along
LPP . .
sex 2- colloid bodies BMZ)
Skin Oral Skin Oral Skin Oral
Pruritic papules : :
Maceykoetal.® 65F  3years and blisters on E))Lrjzlallaeeromons a i+ s%?sgrdermal = v =
trunk, extremities
9 Pruritic rash on the . : :
Zhuetal. 69F 3 weeks entire body Superficial oral ulcers v v
Mignognaetal’ 72F  1year No skin lesion E;?;it\éeﬁcvgsrijlflea;iggg - v - v
Erythematous Combination of
Zaraa et al.”’ 51F 17 years plaques, bullae and  white and erosive v = v =
lichenoid lesions lesions
) : e Desquamative B B
Solomon etal”  63F simultaneous  No skin lesion gingivitis and bullae v v
Present case 85F  2years No skin lesion Uil s i = v = v

ulcers

Involvement of LPP limited to oral mucosa is difficult to
differentiate from erosive lichen planus or subepithelial vesic-
ulating mucositis such as pemphigoid or linear IgA disease.
Correct diagnosis of LPP relies on biopsy for histopathological
examination and DIF studies and the latter helps differentiate
between LP and subepithelial diseases one of which is LPP.”
When warranted, presence of lichenoid changes and addi-
tional tests can help separate LPP from other subepithelial
conditions. This patient had been diagnosed with buccal
mucosa lesions of LP and later developed LPP lesions on her
soft palate. She could have had LPP without bullae affecting
buccal mucosa but since DIF study was not performed, it was
not diagnosed until soft palatal lesion appeared. This high-
lights the importance of proper diagnostic approach. This sce-
nario could also depict occurrence of LPP in an anatomical site
different from the initial LP as previously reported in the liter-
ature.”>”" Differentiation of LPP from bullous lichen planus
(BLP) can be challenging. In BLP, bullae arise on pre-existing
lichen planus lesions whereas in LPP, bullae appear before,
during or after lichenoid lesions. Also, in BLP, subepithelial
bullae are main features while in LPP, bullae may or may not be
present and histopathological features of BP together with
lichenoid lesions and eosinophilic spongiosis are prominent
findings. In addition, unlike BLP, degeneration of basal cells is
absent in LPP. Moreover, DIF study of BLP shows patchy or
globular deposition of IgM, IgG, IgA, C3 and fibrinogen but in
LPP there is linear deposition of IgG, IgA and C3 that is similar
to BP. Furthermore, ITF study for BLP is negative but in LPP it
is positive in <50% of cases. LPP is usually less severe than BP
and the course of BLP is similar to lichen planus.”

A number of triggers for the onset of LPP eruptions are
reported in the literature. These include hepatitis B infection or
drugs such as simvastatin, ramipril, captopril, furosemide, ibu-
profen and paracetamol. Formation of auto-antibodies against
BMZ components has been suggested as the underlying mecha-
nism for medication-induced bullous eruptions.”” This patient
was not taking any of the medications reported to induce LPP'"'¢
and the likelihood of an etiological role for atenolol is very low.

Management of LPP involves using topical and systemic
corticosteroids with or without steroid-sparing agents such as
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dapsone, azathioprine, tetracycline or isotretinoin.** Recom-
mended dosage of systemic steroids, the most commonly used
agent for cutaneous LPP in adults is 0.5 mg/kg daily or 40—
60 mg daily.’ Dapsone, an anti-microbial agent used in man-
agement of many immunologic conditions has also proven
effective for skin lesions of LPP although high rate of recur-
rence have been noted.” Furthermore, tetracycline and com-
bination of nicotinamide and erythromycin are reported to be
efficacious in treatment of LPP in adults and children, respec-
tively.> Moreover, severe cases of cutaneous LPP have been
managed with immunosuppressive agents such as cyclo-
sporine or methotrexate.>*

Oral lesions of LPP tend to improve with treatment
directed at the skin disease.”’ However, treatment of oral
lesions, depending on severity of involvement, may be individ-
ualized.” In mild cases treatment include topical corticos-
teroid and in more severe cases systemic corticosteroid with or
without steroid sparing agents is indicated.>**

Conclusion

Lichen planus pemphigoides is a rare immunobullous disease
that has clinical and histopathologic manifestations of MMP
or BP and OLP. The interval for development of LPP in the
context of LP is variable. When the nature and character of
lesions change and lesions do not respond to routine treat-
ment, it is imperative to suspect LPP and repeat tissue biopsy
for confirmation. Since there are cases of oral lichen planus
pemphigoides (OLPP) which do not present with intact bullae,
immunofluorescent studies are essential for differentiating
between OLPP and OLP when warranted by clinical findings.
LPP is a systemic disease that may affect larynx, conjunctivae,
skin and esophagus causing severe complications such as dys-
phagia, respiratory distress and blindness with significant
impact on quality of life. This case report highlights the impor-
tance of close monitoring of patient’s response to therapy and
appropriate workup when signs and symptoms persist or
change character. This approach would help facilitate timely
diagnosis, improve outcome and reduce likelihood of
complications.

J Contemp Med Sci I Vol. 4, No. 2, Spring 2018: 102—-105



Maryam Koopaie and Mahnaz Fatahzadeh

Case Report I

Lichen planus pemphigoides limited to the oral cavity

References

1.

Sultan A, Stojanov IJ, Lerman MA, Kabani S, Haber J, Freedman J, et al. Oral
lichen planus pemphigoides: a series of four cases. Oral Surg Oral Med Oral
Pathol Oral Radiol. 2015;120:58-68. doi:10.1016/}.0000.2015.03.012

Sami N. Autoimmune bullous diseases: approach and management;
Springer, New York, 2016.

Mignogna MD, Fortuna G, Leuci S, Stasio L, Mezza E, Ruoppo E. Lichen
planus pemphigoides, a possible example of epitope spreading. Oral Surg
Oral Med Oral Pathol Oral Radiol Endod. 2010;109:837-843. doi:10.1016/j.
tripleo.2009.12.044

Jonkman MF. Autoimmune bullous diseases: text and review; Springer,
2015.

Bavarian R, Sultan AS, Mignogna MD. Comments regarding “Four cases of
mucous membrane pemphigoid with clinical features of oral lichen planus”
and on the utility of immunofluorescence. Int J Dermatol. 2017;56:1515.
doi:10.1111/ijd.13663

Kabuto M, Fujimoto N, Yamaguchi A, Tanaka T. Evaluation of mononuclear

cells in lichen planus pemphigoides. Acta Derm Venereol. 2016;96:276-278.

doi:10.2340/00015555-2191

Yamada H, Ishii H, Seto K, Kuwashima Y. Oral mucous membrane
pemphigoid associated with lichen planus: a subtype of lichen planus
pemphigoides? Asian J Oral Maxillofac Surg. 2004;16:135-138. doi:10.1016/
S0915-6992(04)80023-2

Skvara H, Stingl G. Lichenoid eruption with single plantar blisters: a very
rare case of lichen planus pemphigoides. J Eur Acad Dermatol Venereol.
2009,23:596-597. doi:10.1111/j.1468-3083.2008.02982 x

Powell AM, Black MM. Epitope spreading: protection from pathogens,
but propagation of autoimmunity? Clin Exp Dermatol. 2001;26:427-433.
doi:10.1046/].1365-2230.2001.00852.x

Fujii M, Takahashi I, Honma M, Ishida-Yamamoto A. Bullous lichen planus
accompanied by elevation of serum anti-BP180 autoantibody: a possible
transitional mechanism to lichen planus pemphigoides. J Dermatol.
2017,44:€124-e125.doi:10.1111/1346-8138.13732

. Anand D, Bernardin R, Rubin Al. Blisters and plaques on the extremities.

What is your diagnosis? Lichen planus pemphigoides. Int J Dermatol.
2011,50:147-149. doi:10.1111/j.1365-4632.2010.04722 x

Laureano A, Rafael M, Pinto GM, Cardoso J. Lichen planus pemphigoides
possibly induced by hormone therapy. Eur J Dermatol. 2013;23:903-904.
doi:10.1684/ejd.2013.2180

20.

21.

22.
23.

24.

25.

Maoz KB, Brenner S. Lichen planus pemphigoides triggered by narrowband
UVB, paracetamol, and ibuprofen, with autoantibodies to 130 kDa antigen.
Skinmed. 2008;7:33-36. doi:10.1111/}.1540-9740.2007.07667 x
Rosmaninho A, Sanches M, Oliveira A, Alves R, Selores M. Lichen planus
pemphigoides induced by a weight reduction drug. Cutan Ocul Toxicol.
2011;30:306-308. doi:10.3109/15569527.2011.566234

Stoebner P, Michot C, Ligeron C, Durand L, Meynadier J, Meunier L.
Simvastatin-induced lichen planus pemphigoides. Ann Dermatol Venereol.
2003;130:187-190.

Harting MS, Hsu S. Lichen planus pemphigoides: a case report and review
of the literature. Dermatol Online J. 2006;12.

Bhuiyan I, Hossain MS, Khan MSA, Alam M, Haque M. Lichen planus
pemphigoides: a case report. J Shaheed Suhrawardy Med Coll. 2012;4:
35-37.d0i:10.3329/jssmc.v4i1.12002

Maceyko RF, Camisa C, Bergfeld WF, Valenzuela R. Oral and cutaneous
lichen planus pemphigoides. J Am Acad Dermatol. 1992;27:889-892.
doi:10.1016/0190-9622(92)70275-K

Zhu V|, Fitzpatrick JE, Kornfeld BW. Lichen planus pemphigoides associated
with ramipril. Int J Dermatol. 2006;45:1453-1455. doi:10.1111/j.1365-
4632.2006.02711.x

Zaraa |, Mahfoudh A, Sellami MK, Chelly I, El Euch D, Zitouna M, et al. Lichen
planus pemphigoides: four new cases and a review of the literature. Int J
Dermatol. 2013;52:406-412. doi:10.1111/}.1365-4632.2012.05693 x
Solomon LW, HelIm TN, Stevens C, Neiders ME, Kumar V. Clinical and
immunopathologic findings in oral lichen planus pemphigoides. Oral Surg
Oral Med Oral Pathol Oral Radiol Endod. 2007,103:808-813. doi:10.1016/].
tripleo.2006.03.020

Glick M. Burket’s Oral Medicine; 12" ed.; PMPH-USA, 2015.

Huang S-Y, Hsu RC-C, Yu H-S, Chen G-S. Lichen planus pemphigoides: a case
report. Dermatol Sinica. 2001;19:210-216.

Schmidgen MI, Butsch F, Schadmand-Fischer S, Steinbrink K, Grabbe

S, Weidenthaler-Barth B, et al. Pembrolizumab-induced lichen planus
pemphigoides in a patient with metastatic melanoma. J Dtsch Dermatol
Ges. 2017;15:742-745. doi:10.1111/ddg.13272

Washio K, Nakamura A, Fukuda S, Hashimoto T, Horikawa T. A case of
lichen planus pemphigoides successfully treated with a combination

of cyclosporine a and prednisolone. Case Rep Dermatol. 2013;5:84-57.
doi:10.1159/000350285

This work is licensed under a Creative Commons Attribution-NonCommercial 3.0 Unported License which allows users to read, copy, distribute and make derivative
works for non-commercial purposes from the material, as long as the author of the original work is cited properly.

J Contemp Med Sci

Vol. 4, No. 2, Spring 2018: 102105

dx.doi.org/10.22317/jcms. 062018010 105





