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Penile Granuloma as a Rare Complication of
Intravesical Bacillus Calmette Guerin Therapy

Intravezikal Bacillus Calmette-Guérin Tedavisinin
Nadir Bir Komplikasyonu Olarak Penil Graniilom
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ABSTRACT Intravesical Bacillus Calmette-Guérin (BCG) therapy is ~ OZET Intravezikal Bacillus Calmette-Guérin (BCG) tedavisi, yiiksek
a common treatment for high-risk non-muscle-invasive bladder cancer  riskli kas tabakasi invazyonu olmayan mesane kanseri i¢in yaygin ola-
and is generally well-tolerated. While common side effects include cys-  rak kullanilmakta ve ¢ogu hasta tarafindan iyi tolere edilmektedir. Yay-
titis, hematuria, and low-grade fever, penile cutaneous granulomas are ~ gin yan etkiler arasinda sistit, hematiiri ve disiik dereceli ates
exceptionally rare, with only 14 cases reported in the literature. This  bulunurken, penil cilt graniilomlar: son derece nadirdir. Literatiirde yal-
case presents a rare complication of BCG therapy. A 71-year-old male  mnizca 14 vaka bildirilmistir. Bu vaka, penil graniilomlar: intravezikal
diagnosed with T1 high-grade urothelial carcinoma underwent intrav- ~ BCG tedavisinin nadir bir komplikasyonu olarak ele almaktadir. 71 ya-
esical BCG therapy. During treatment, the patient experienced mild  sindaki erkek hastaya, T1 yiiksek dereceli tirotelyal karsinom tanisi
fever, joint pain, and cystitis. Therapy was halted due to elevated c-  konmus ve intravezikal BCG tedavisi baslatilmistir. Tedavi sirasinda
reaktif protein and liver enzymes. Examination revealed painless, nodu-  hastada hafif ates, eklem agrisi ve sistit semptomlar1 gelismis, tedavi c-
lar lesions on the glans penis and penile shaft, and biopsy confirmed  reaktif protein ve karaciger enzimlerinde yiikselme nedeniyle durdu-
granulomatous tuberculosis. Treatment with quinolones and non-  rulmustur. Fizik muayenede, glans penis ve penil saftta agrisiz, nodiiler
steroidal anti-inflammatory drugs resolved the lesions within 14 days lezyonlar gézlenmis ve biyopsi graniilomatdz tiiberkiiloz tanisin1 dog-
without scarring. This case emphasizes the importance of recognizing  rulamistir. Lezyonlar, kinolon ve non-steroidal antiinflamatuar ilaclar
rare BCG-related complications and highlights quinolone therapy asa  tedavisiyle 14 giin i¢inde iyilesmis ve iz birakmamistir. Bu vaka, BCG
successful treatment for penile granulomas. tedavisinin nadir komplikasyonlarma dikkat ¢ekmekte ve kinolon te-
davisinin etkinligini vurgulamaktadir.
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Bladder cancer is among the most common ma- Tiirkiye, it ranks 11" in cancer-related mortality. Ap-

lignancies worldwide, ranking 7" in men globally. In proximately 75% of cases are non-muscle invasive
Tiirkiye, the standardized incidence rates are 21.1 per bladder cancer (NMIBC), which generally has a bet-
100,000 men and 2.9 per 100,000 women. While ter prognosis and longer survival times compared to
bladder cancer is the 6™ most diagnosed cancer in invasive bladder cancer.!
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The treatment of high-risk NMIBC often in-
cludes intravesical Bacillus Calmette-Guérin (BCG)
immunotherapy, a well-established modality that uti-
lizes the antitumor properties of attenuated My-
cobacterium bovis. This therapy triggers an immune
response in the bladder, which helps destroy malig-
nant cells and prevent disease progression.> While
most patients tolerate BCG therapy well, common
side effects include cystitis, hematuria, low-grade
fever, malaise, and nausea.’ Severe complications are
rare, with penile granuloma being an exceptionally
uncommon manifestation, documented in only 14
cases in the literature.*?

In this case report, we present a rare instance of
penile granuloma following intravesical BCG ther-
apy, emphasizing the importance of recognizing and
managing such atypical complications.

I CASE REPORT
STATEMENT OF ETHICS

The study was conducted in accordance with the prin-
ciples of the Declaration of Helsinki and written in-
formed consent form has received from the patient.

A 71-year-old male presented with gross hema-
turia caused by a 3 cm solitary bladder tumor. The
patient underwent transurethral resection, and
histopathology revealed T1 high-grade urothelial car-
cinoma. Intravesical BCG therapy was initiated using
BCG-medac® (manufactured and licensed by medac
Gesellschaft fiir klinische Spezialprdparate mbH,
Germany).

After the 1% 2 instillations, the patient developed
mild fever, joint pain, and symptoms of cystitis last-
ing 3-4 days. These were managed with non-steroidal
anti-inflammatory drugs (NSAIDs) and empirical
quinolone antibiotics after a 1-week interruption of
therapy. Similar symptoms recurred after the 3% in-
stillation. Despite sterile urine cultures, therapy was
suspended due to elevated CRP levels and liver en-
zymes. After a 15-day pause, the 4™ instillation was
administered at 1-3 of the previous dose. However,
treatment was discontinued entirely following a fur-
ther rise in liver enzymes.

Upon physical examination, multiple painless,
mobile, and nodular lesions were observed under the

skin of the glans penis and penile shaft. Biopsies were
obtained for further evaluation (Figure 1).

The histopathological examination of the penile
biopsy revealed granuloma structures composed of
epithelioid histiocytes with occasional central necro-
sis (Figure 2).

The patient was treated with quinolones and
NSAIDs, leading to the complete resolution of the le-

sions without scar formation within 14 days (Figure 3).

FIGURE 1: Presentation of penile granuloma lesions on glans penis.

FIGURE 2: Granuloma structures composed of epithelioid histiocytes with occa-
sional central necrosis (caseation) (Hematoxylin&Eosin, x200)

FIGURE 3: Complete resolution of penile granuloma lesions.
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Histopathological analysis confirmed granulomatous
tuberculosis. At the 1% 3 cystoscopic evaluations con-
ducted at three-month intervals, no tumor recurrence
was observed.

Written informed consent was obtained from the
patient for the publication of this case report and ac-
companying images.

I DISCUSSION

The side effects of intravesical BCG therapy arise due
to the live bacilli.® Serious systemic side effects occur
in 10-15% of cases, often via hematogenous dissem-
ination, and typically require anti-tuberculosis medi-
cation. Cutaneous manifestations of BCG therapy are
exceedingly rare.* In 54% of reported cases, inguinal
lymphadenopathy is observed, often accompanied by
balanitis, fever, and flu-like symptoms, though these
occur in only 14% of balanitis cases.”® Concerning
localized reactions, granulomatous inflammation of
the mucosal glans is an uncommon occurrence, with
only a few cases documented in the literature.’

In the reported case from the literature, treatment
was achieved using cryotherapy with liquid nitro-
gen.'” In contrast, our case demonstrated complete
resolution with medical therapy alone.

In our case, no inguinal lymphadenopathy was
detected. Instead, fever, joint pain, and cystitis symp-
toms were the predominant findings.>!! There is no
standard treatment protocol for BCG-related balani-
tis.'> While isoniazid has been the primary treatment
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in previously reported cases, we opted for quinolone
therapy, which successfully resolved the lesions com-
pletely without any residual scarring.’

Penile cutaneous granulomas secondary to in-
travesical BCG therapy are an extremely rare but
manageable complication. Quinolone therapy offers
an effective alternative to traditional anti-tuberculo-
sis regimens in select cases. This case highlights the
importance of recognizing and appropriately manag-
ing this rare complication to ensure patient recovery
without lasting sequelae.
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