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Abstract: A 22-year-old incarcerated Saudi man presented with a 2-day history of painful vesicles on the shaft of his circumcised
penis that were unrelated to drug use, trauma, exposure to ill persons, or sexual intercourse. Initial laboratory tests were normal, and
the patient was initially diagnosed with herpes simplex infection. Due to nonadherence to the initial antiviral treatment, the lesions
progressed, leading to a revised diagnosis of chancroid. Subsequent testing ruled out sexually transmitted infections and revealed
methicillin-resistant Staphylococcus aureus in the culture of the purulent exudate. Histopathology confirmed balanitis circumscripta
plasmacellularis (BCP, zoon’s balanitis). The lesion responded well to topical betamethasone, with marked clinical improvement over
2 months. This case highlights that although rare, BCP should be considered in circumcised patients with non-venereal genital lesions.
Additionally, it underscores that early histopathological confirmation is essential to avoid misdiagnosis and inappropriate treatment.
Keywords: balanitis circumscripta plasmacellularis, Zoon’s balanitis, plasma cell balanitis, circumcision, non-venereal genital

dermatosis

Introduction

The non-venereal anogenital skin disorders are a spectrum of non-sexually transmitted diseases characterized by pain,
pruritus, erythema, swelling, discharges, erosions, ulcerations, plaques, nodules, pigmentary changes, fissures, or
lichenification. Compared to diseases at other cutaneous sites, the diagnosis of anogenital skin disorders is challenging
due to the sensitive and private nature of the area, delayed decision to biopsy such an area, and the occasional lack of
typical lesion appearance.' In addition, the lack of diagnostic criteria and treatment guidelines for these diseases make
them complex and burdensome. Moreover, patients’ fears of sexually transmitted diseases or malignancy often cause
anxiety, complicating diagnosis and management.”

Non-venereal anogenital diseases include a variety of conditions such as lichen sclerosus, anogenital lichen planus,
contact dermatitis, psoriasis, Zoon’s balanitis, infections, as well as premalignant and malignant lesions.! Zoon’s
balanitis, one of the benign non-venereal dermatoses, was primarily described by Zoon in 1952.% Clinically, BCP
typically presents as a solitary, persistent, well-demarcated, bright erythematous to orange-red patch often with
a glossy surface and occasional focal erosions most often on the glans penis or prepuce, but can sometimes present
with multiple pinpoint, brighter red spots that may be speckled on the background of an orange to red plaque which is
called as “cayenne pepper spots” that are related to microhemorrhages and hemosiderin deposition. Histologically, it is
characterized by epidermal atrophy, spongiosis, lichenoid interface dermatitis and a dense band-like plasma cell-rich
infiltrate in the upper dermis, along with dilated capillaries and hemosiderin deposition. BCP accounts for approximately
10% of all cases of balanitis, with most patients being uncircumcised middle-aged and older men. The prevalence in
circumcised individuals is extremely low, and also exceptionally rare in young adults.? Its etiology remains idiopathic but
may be related to chronic irritation or poor penile hygiene.* The conventional treatment for Zoon’s balanitis was
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considered to be circumcision, but in circumcised individuals or few rare cases, other options have also been shown

efficacious, such as potent topical corticosteroids, topical mupirocin or topical calcineurin inhibitors.>

Case Presentation

A 22-year-old incarcerated Saudi male presented to our clinic complaining of painful vesicles over the shaft of his penis
for 2 days prior to his visit. The lesions were not preceded by any history of drug use, trauma, contact with sick people,
or sexual intercourse. In addition, this was the first time the patient had such a complaint, and he was medically free of
any dermatoses or other chronic diseases. At the time of presentation, the patient was afebrile, and vital signs were stable
There were no constitutional or systemic symptoms related to his chief complaint.

On examination, multiple coalescing vesiculopustular lesions with scalloped margins were seen over the glans of his
adequately circumcised penis. The lesions were painful and tended to rupture, inevitably resulting in ulcerated lesions.
General examination revealed no rash involving other parts of the body and no palpable lymph nodes or organomegaly.

Laboratory tests, including complete blood count and C-reactive protein levels, were normal. In addition, swab
cultures and sexually transmitted infection workups, including hepatitis B surface antigen, hepatitis B surface antibody,
hepatitis B core antibody, hepatitis C virus, human immunodeficiency virus, and syphilis immunoglobulin G, were
ordered. However, polymerase chain reaction and herpes simplex virus serology were not performed due to limited
availability within the healthcare setting at the time of presentation.

The preliminary diagnosis at that time was herpes simplex infection, and the patient was prescribed oral valacyclovir
1g in addition to topical fusidic acid cream, both twice daily for 7 days. Unfortunately, at follow-up, the patient was
nonadherent to his medications, which were not readily available during his incarceration, and his lesions progressed to
a solitary, eroded, erythematous, and tender plaque over the glans (Figure 1).

The preliminary impression was then changed to chancroid. Therefore, gram stain and culture swabs were obtained,
and the patient received a single dose of azithromycin 1 g orally in addition to a course of oral doxycycline 100 mg once
daily for 10 days. Laboratory tests were subsequently negative for human immunodeficiency virus, hepatitis B virus,
hepatitis C virus, and syphilis. In addition, the aerobic culture was positive for methicillin-resistant Staphylococcus
aureus (MRSA), while the anaerobic culture was negative. The Haemophilus ducreyi swab did not show any signs of the
disease.

The differential diagnosis was expanded to include primary syphilis, fixed drug eruption, balanitis circumscripta
plasmacellularis (BCP), erythroplasia of Queyrat, and pemphigus disease. Meanwhile, the patient was instructed to
continue taking oral doxycycline 100 mg once daily for 2 weeks and apply topical mupirocin twice daily. At follow-up

Figure | Solitary well-circumscribed eroded ulceration with scattered deep follicular lesions and crusts on them.
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Figure 2 (A) Low-power view of the skin biopsy showing surface ulceration and granulation tissue formation. (B) High-power view of the area of ulceration showing focal
loss of the epidermis and necrotic debris.

Figure 3 (A) Low-power view showing epidermal acanthosis and spongiosis with a band-like infiltrate of the upper dermis. (B) High-power view showing a band-like
infiltrate of plasma cells with lymphocytes, histocytes, and scattered eosinophils. Hemosiderin-laden macrophages are also seen. Red arrows in (B) indicate plasma cells.

a few weeks later, another syphilis immunoglobulin G screening test was performed, which again showed nonreactivity
with no change in the lesion.

Therefore, a punch biopsy was taken from the margin of the lesion. The histology report showed focal skin ulceration
with granulation tissue formation (Figure 2). The epidermis showed acanthosis, mild spongiosis, and exocytosis
(Figure 3), while the upper dermis had an extensive band-like infiltrate with plasma cells, lymphocytes, histocytes,
scattered eosinophils, and hemosiderin-laden macrophages with numerous capillaries. Special stains for microorganisms,
including Warthin-Starry and Grocott-Gomori’s methenamine silver stains, were negative. All of the above features were
consistent with BCP.” Therefore, topical betamethasone ointment was prescribed once daily for 2 weeks, followed by
every other day for another 2 weeks, and finally once a week for 1 month. After 2 months, the patient presented with
significant improvement as the lesion had decreased in size and became asymptomatic (Figure 4). Future follow-up
should show a complete resolution of the lesion. The sequence of clinical events from presentation to resolution was
illustrated in Table 1. The patient provided written informed consent for the publication of this case report.

Discussion

Zoon’s balanitis, also known as BCP or plasma cell balanitis, is a benign inflammatory dermatosis that affects
uncircumcised men.! Although it usually occurs in older men, the age of onset ranges from 20 to 91 years.>® Its
counterpart in women, vulvitis circumscripta plasmacellularis, has similar features.’ Clinically, Zoon’s balanitis presents
as an asymptomatic erythematous plaque involving the glans, prepuce, or both; however, although generally asympto-
matic, the condition may present with tenderness or pruritus.*'® The histopathologic hallmarks of Zoon’s balanitis
include a dense lichenoid infiltrate in the upper and middle dermis with a predominance of band-like plasma cells in the
submucosa."*® Loss of rete ridges, mucosal atrophy, spongiosis, dilated vessels, “lozenge-shaped” keratinocytes, and
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Figure 4 Improved solitary well-circumscribed eroded ulceration with fewer scattered deep follicular lesions and few crusts on them.

hemosiderin deposition have also been reported. Special stains are negative for microorganisms, which helps to exclude
infectious etiologies. The combination of these clinical and histological features confirms the diagnosis.'**¢!!!2
However, a report indicates that dermoscopic evaluation of suspected cases often reveals characteristic findings, such
as a reddish-orange structureless area and curved and serpentine vessels. Thus, dermoscopy can aid in diagnosis and
potentially obviate the need for invasive procedures.'®

The differential diagnosis of chronic erythematous or ulcerative lesions of the glans includes infectious, inflammatory,
and neoplastic causes. Infectious etiologies such as herpes simplex virus, chancroid, syphilis, and Staphylococcus aureus
balanitis were initially suspected in this patient due to the initial onset of vesiculopustular and ulceration. These were
excluded by negative serologies for syphilis, negative Haemophilus ducreyi culture, lack of viral confirmation, and lesion
persistence despite antiviral and antibacterial therapy. Inflammatory, premalignant and autoimmune conditions such as
fixed drug eruption, lichen planus, erythroplasia of Queyrat, and pemphigus vulgaris were considered. The absence of
recent medication exposure, characteristic clinical patterns, dysplastic changes, or histologic features of acantholysis
allowed their exclusion. In this case, the biopsy findings including epidermal acanthosis, mild spongiosis, and a dense

Table | Timeline of Clinical Events from Presentation to Resolution

Time from Symptom Onset Event

Day 0 Onset of painful vesicles on penis

Day 2 Patient presents to clinic; clinical diagnosis of HSV; started oral valacyclovir + topical fusidic acid
Day 9 Follow-up: lesion progressed to tender erythematous plaque; empirical chancroid treatment

(azithromycin single dose + doxycycline) started; swabs obtained

Weeks 2-4 Lesion persisted; repeat syphilis IgG negative; continued doxycycline + topical mupirocin
Week 5 Punch biopsy performed — histology consistent with balanitis circumscripta plasmacellularis
Weeks 6 and 7 Topical betamethasone initiated once daily

Weeks 8-14 Topical betamethasone was tapered

Two months after starting topical | Significant clinical improvement; lesion reduced in size and asymptomatic

betamethasone
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plasma cell-rich infiltrate in the upper dermis, with negative special stains were diagnostic for BCP. Table 2 demonstrat-

ing the differential diagnosis of balanitis circumscripta plasmacellularis with a comparison between it and both

erythroplasia of Queyrat, and fixed drug eruption according to Chipollini et al'*

Circumcision has been the treatment of choice for BCP because the absence of the foreskin would inevitably
eliminate the chronic inflammation.”'>"'” However, since the condition develops in a highly sensitive area, many
patients do not opt for surgical intervention. In our patient, the penis was adequately circumcised. As a result, several

alternative non-surgical treatments have also been reported. These include topical corticosteroids,'®!?

5,15,20-22 d 21,22
2

topical calcineurin

inhibitors such as tacrolimus and pimecrolimus, topical imiquimo and topical mupirocin.® Photodynamic
therapies such as topical porphyrin precursors (5-aminolaevulinic acid) or methyl aminolevulinate have also been
proposed.”*** Other modalities, such as carbon dioxide”* and Erbium YAG laser,”®?’ have yielded promising
responses. In our patient, topical high-potency corticosteroid (betamethasone ointment) was started after histological
confirmation of BCP, with a tapering regimen over approximately 6 weeks. The lesion showed marked reduction in size
and complete symptomatic resolution by two months. Longer-term monitoring was advised to detect any recurrence or
late complications. If this happened, maintenance betamethasone therapy can be extended.

Our case highlights the fact that although BCP is most commonly seen in middle-aged to older men, it can also
develop in young adolescents. Furthermore, the development of non-venereal skin lesions on a circumcised penis does
not exclude the possibility of BCP as one of the differential diagnoses.”® The case also emphasizes the need for early
biopsy in atypical or non-resolving anogenital lesions and the importance of considering a broad differential diagnoses to

avoid delayed treatment.

Table 2 Differential Diagnosis Comparison Table of Balanitis Circumscripta Plasmacellularis, Erythroplasia of Queyrat, and Fixed Drug

Eruption

likely related to chronic irritation/moisture

caused by HPV or other oncogenic

factors

Feature Balanitis Circumscripta Erythroplasia of Queyrat Fixed Drug Eruption
Plasmacellularis (Zoon’s Balanitis)
Etiology Chronic idiopathic inflammatory condition; | Carcinoma in situ of the penis Type IV hypersensitivity reaction

to a drug

Typical patient

Middle-aged to elderly uncircumcised men

(rare in young or circumcised)

Middle-aged to elderly men,
especially uncircumcised

Any age; history of drug
exposure (eg, antibiotics,
NSAIDs)

Lesion morphology

Solitary, well-demarcated, shiny
erythematous to orange-red plaque;

possible “cayenne pepper” spots

Velvety, well-demarcated red

plaque, sometimes with erosion

Well-demarcated erythematous
to violaceous patch or plaque,
often with central dusky area or

untreated

erosion
Symptoms Usually asymptomatic; may have mild Usually asymptomatic; may bleed Burning, itching, pain at site
burning or tenderness or ulcerate during flare
Course Chronic, persistent Progressive; risk of invasion if Recurs at same site with re-

exposure to drug

Histopathology

Epidermal acanthosis or atrophy, mild
spongiosis; dense plasma cell-rich band-like
infiltrate in upper dermis; dilated capillaries;
hemosiderin deposition

Full-thickness epidermal atypia,
disordered maturation,
dyskeratosis, mitotic figures; intact

basement membrane

Epidermal necrosis, vacuolar
interface dermatitis, pigment
incontinence; perivascular

lymphocytic infiltrate

Microorganism stains

Negative

Negative

Negative

Management

Topical corticosteroids; circumcision in
refractory cases

Surgical excision, topical
5-fluorouracil or imiquimod, laser

therapy

Discontinue offending drug;
topical corticosteroids for
symptoms
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A similar case was reported by Toker et al*® in which they reported a 59-year-old man with a circumcised penis who
developed a persistent ulcerative lesion with a necrotic base over the glans and sulcus coronarius of the penis, which was
later found to be consistent with BCP after pathologic examination. Their case suggested the possibility of developing
BCP in an inadequately circumcised penis, whereas our case highlights that even an adequately circumcised patient can
develop BCP after being confirmed by lesional biopsy. Another case has been reported in a 43-year-old human immune
deficiency-positive man who was circumcised since birth.*°

Conclusion

This case report highlights the importance for dermatologists and venereologists to consider BCP as a differential
diagnosis for non-venereal genital lesions, even in young circumcised patients. BCP should be suspected in cases of
chronic, well-demarcated erythematous or erosive lesions of the glans, particularly when they are asymptomatic or mildly
symptomatic, while infectious causes have been excluded. As early recognition and appropriate treatment can lead to
significant improvement and resolution of the condition.

Ethical Statement

The study was approved by the Imam Abdulrahman Bin Faisal University Institutional Review Board on May 5, 2024
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