Herpes Esophagitis in the Setting
of Immunosuppression From
Pemphigus Vulgaris Therapy
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Practice Points

= Pemphigus vulgaris (PV) often requires therapeutic immunosuppression fordisease control.
= Acute odynophagia in the setting of systemic immunosuppression for PV requires endoscopic evaluation.

We report a case of herpes esophagitis in a
35-year-old man with pemphigus vulgaris (PV) who
was undergoing treatment with corticosteroids
and mycophenolate mofetil (MMF). Pemphigus
vulgaris is an autoimmune intraepithelial bullous
disease resulting from pathogenic IgG antibodies
toward desmoglein antigens that often requires
long-term immunosuppressive therapy for control
of disease symptoms. Herpes esophagitis is an
ulcerative eruption caused by viral reactivation in
the setting of immunosuppression. Acute odyno-
phagia in patients undergoing systemic treatment
of active PV has a broad differential and warrants
prompt endoscopic evaluation
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emphigus vulgaris (PV) is a chronic autoim-
mune intraepithelial bullous disease caused by
pathogenic IgG antibodies at the intraepidermal
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cell-surface proteins desmoglein 1 (DSG1) and desmo-
glein 3 (DSG3), which are members of the cadherin
superfamily of desmosomal proteins and are involved in
keratinocyte adhesion. Autoantibody binding to these
molecules leads to the loss of cell-cell adhesion in the
epithelial suprabasilar layer, producing flaccid blisters
on an erythematous base with a positive Nikolsky sign.!
The blisters frequently rupture, leaving painful nonscar-
ring erosions with the potential for secondary infection.
The clinical phenotype of PV is directly related to
the autoantibody profile. Clinically, PV often is muco-
sal dominant on presentation with painful oropharyn-
geal involvement and associated IgG antibodies against
DSG3. Progression to cutaneous disease, such as on
the scalp or axillae, is accompanied by a shift in [gG
antibodies against both DSG1 and DSG3.2°
Combination therapy with prednisone and myco-
phenolate mofetil (MMF) has proven to be an effec-
tive method of controlling the signs and symptoms
of PV*% however, the immunosuppressive effects
of these medications put the patient at risk for a
host of opportunistic infections. Herpes simplex
virus (HSV) has been associated with PV lesions
of the oral mucosa, though a clear-cut relationship
between these 2 entities has yet to be established.’
Herpes simplex virus has likewise been confirmed
in therapy-resistant exacerbations of PV.® Herpes
esophagitis is a rare consequence of treatment with
prednisone and MMF that is primarily encountered
in patients with a history of solid organ transplanta-
tion’ and rarely has been reported in PV patients
undergoing therapeutic immunosuppression.
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Acute odynophagia in patients undergoing
systemic treatment of active PV warrants prompt
endoscopic evaluation to rule out esophageal pem-
phigus or superinfection. We report the case of a
35-year-old man with stable but poorly controlled
PV who was undergoing systemic treatment and
experienced rapid deterioration due to herpes esoph-
agitis from immunosuppression.

Case Report

A 35-year-old man was referred to our clinic for
evaluation of blisters on the scalp, oral mucosa, and
proximal upper and lower extremities of 4 months’
duration. A biopsy performed by his primary care
physician within a month of onset of symptoms
was reportedly suggestive of PV; although no direct
immunofluorescence had been performed, serum
indirect immunofluorescence was highly positive
for IgG antibodies toward DSG3 and to a lesser
extent DSG1. The blisters failed to improve with a
2-week prednisone taper completed 1 month prior to
presentation. The patient was not currently taking
any other medications. He had a remote history of
fever blisters but no other dermatologic issues.

Initial examination revealed flaccid bullae on an
erythematous base involving the posterior scalp as well
as tender white erosions to shallow ulcers on the tongue
and hard and soft palates. A Tzanck smear (modified
Wright-Giemsa stain) of these erosions confirmed acan-
tholytic mucosal cells. Punch biopsies of lesional and
perilesional skin from the scalp were obtained for histo-
pathologic confirmation and immunofluorescence. An
acantholytic dermatosis with a tombstone pattern along
the basement membrane was present on hematoxylin
and eosin staining, and direct immunofluorescence was
positive for IgG and C3 lin an intraepidermal lacelike
pattern, confirming a diagnosis of PV.

Despite starting an oral regimen of high-dose
corticosteroids (prednisone 80 mg once daily), no
improvement was noted at 2-week follow-up. He
had developed flaccid blisters on the left axillae
and mildly worsened oral erosions. He also reported
moderate difficulty eating due to pain with swallow-
ing. Mycophenolate mofetil (500 mg twice daily) was
added as combination therapy with the prednisone.

One week later, the patient was unable to eat
or drink due to worsening odynophagia. He was
admitted as an inpatient for treatment with intra-
venous methylprednisolone (120 mg every 8 hours)
and MMF (1000 mg daily). The gastroenterology
department was consulted and an esophagogastro-
duodenoscopy revealed diffuse areas of denuded and
friable mucosa with an overlay of white exudate
(Figure 1). Cytology performed on esophageal brush-
ings revealed viral cytopathic changes confirming
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herpes esophagitis (Figure 2). No esophageal viral cul-
tures were taken. The patient was started on intrave-
nous acyclovir (800 mg 4 times daily), leading to rapid
resolution of the odynophagia. He was discharged after
4 days with a course of oral acyclovir (400 mg 4 times
daily for 14 days). Tzanck smears and HSV cultures of
oral lesions performed immediately following discharge
were negative. Combination therapy with MMEF
(500 mg twice daily) and a slow taper of prednisone
(down to 5 mg once daily) was continued past 1 year
without flare of his cutaneous disease.

Comment

Although PV may have been considered a fatal dis-
ease at one time, treatment with systemic steroids
has made it a manageable, albeit relapsing, condi-
tion. The development:of corticosteroid-sparing,
adjuvant immunosuppressives such as MMF has
allowed for the more aggressive treatment of this
disease with fewer steroid-related side effects.*®? As

Figure 1. An upper endoscopy showed eroded esopha-
geal mucosa with a white exudate.
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Figure 2. Multinucleated giant cells from esophageal
brushings were seen on cytology (Papanicolaou, origi-
nal magnification X20).
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Her Esophagiti

seen in solid organ transplant recipients who often
utilize combination therapy, the use of adjuvant
immunosuppressives is associated with potential
complications including bone marrow suppression
and an increased risk for infections.”!°

Odynophagia is among the potential complica-
tions in patients with PV and has a wide differential
diagnosis. Mucosal lesions of PV previously have been
associated with HSV colonization, though a causal
relationship has not been corroborated.” Herpes sim-
plex virus is more often detected in PV patients
being treated with immunosuppressive agents than in
nontreated patient groups.!! Recalcitrant or suddenly
exacerbated oral mucosal lesions of PV under appro-
priate therapy may therefore be the result of HSV
superinfection, which has been deferentially referred
to as pemphigus herpeticum.!” Esophageal mucosal
involvement by PV also may be more common than
previously thought and should be suspected in patients
with active oral disease.’® Esophagitis secondary to
medications or various opportunistic organisms such
as Candida, cytomegalovirus, or HSV also should be
ruled out in patients taking immunosuppressives.”°

Herpes esophagitis primarily occurs in immuno-
compromised hosts and is well documented in the
literature regarding treatment with MMF and pred-
nisone following renal and cardiac transplantation:!
Prednisone therapy in patients with chronic_obstruc-
tive pulmonary disease also has been implicated."
Reactivation of latent HSV resulting from immuno-
suppression is most often described, though primary
infection also is possible.”” Patients typically present
with acute odynophagia progressing to dysphagia,
with complications ranging from sequelae of poor oral
intake to esophageal perforation and hemorrhage, but
the course generally is self-limited if immune function
is promptly restored. Intravenous acyclovir has been
known to hasten the recovery process and improve
symptoms.'® Characteristic findings on esophagogas-
troduodenoscopy in combination with tissue biopsy,
viral culture, and/or polymerase chain reaction aid in
the diagnosis of herpes esophagitis.!>!® Qur patient
had a grossly abnormal esophagogastroduodenoscopy
with positive cytology; however, no further diagnostic
workup was performed. The cytologic findings and the
rapid symptomatic improvement following the initia-
tion of acyclovir helped support HSV as the etiology.

Conclusion

We present a case of herpes esophagitis that compli-
cated the treatment of PV with MMF and prednisone.
A diagnosis of herpes esophagitis must be ruled out
in patients with PV who are undergoing therapeutic
immunosuppression and present with an acute episode
of odynophagia that is resistant to upscaling of therapy.
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