Intraurethral Instillation of 5-fluorouracil with Suprapubic Cystostomy for Intraurethral Condyloma Acuminatum
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Abstract
Condyloma acuminatum is a common sexually transmitted disease caused by the human papillomavirus and with a high recurrence rate in the urethra. We report the intraurethral instillation of 5-fluorouracil cream for intraurethral condyloma acuminatum with suprapubic cystostomy after transurethral surgery. A 64-year-old man had gross hematuria for several days. At cystourethroscopy, multiple papillary mass lesions were identified on the entire urethra. Transurethral resection of the urethral masses confirmed the diagnosis of condyloma acuminatum. However, recurrent multiple warts were identified on the whole urethra. After re-surgery, intraurethral instillation of 5-fluorouracil cream with suprapubic cystostomy was achieved to prevent a recurrence. After one year of 5-fluorouracil instillation, there was no recurrence of intraurethral condyloma acuminatum.
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CASE REPORT
A 64-year-old man with intracerebral hemorrhage consulted the neurosurgery department due to the persistent occurrence of gross hematuria. At cystourethroscopy, the presence of multiple papillary mass lesions was detected from the penile urethra to the prostatic urethra (Fig. 1). Transurethral resection of the urethral tumor (TURUT) was performed, and CA was confirmed by biopsy (Fig. 2). However, there was a recurrence of multiple warts extending from the glans to the prostatic urethra three months post-surgery. A re-TURUT was conducted, and the patient also underwent a suprapubic cystostomy due to an underactive bladder. Subsequently, after two weeks of surgery, we planned for intraurethral instillation of 5-FU to prevent the recurrence of intraurethral CA.
[image: Fig. 1]
Fig. 1 Intraurethral condyloma acuminatum in cystourethroscopy.
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Fig. 2 Transurethral resection of intraurethral condyloma acuminatum.

In the first cycle, 10 mg of 5-FU was injected into the urethra, using an endoscopic applicator for matrix hemostatic sealant with C-arm (Fig. 3). After two weeks, the intraurethral instillation of 5-FU was repeated using the same method in the first cycle. No penile clamp was used during the procedure. After three months, the suprapubic cystostomy catheter was removed, and the patient had no complications such as hematuria, dysuria, and voiding symptoms. After six months, a mild stricture of the penile urethra was observed in urethrography, but the flexible cystoscope passed through well. Furthermore, no recurrence of CA was observed throughout the urethra at cystoure-throscopy (Fig. 4). A follow-up after one year of 5-FU instillation revealed no recurrence of CA or any associated complications.
[image: Fig. 3]
Fig. 3 (A) Cystoscope-guided intraure-thral instillation of 5-fluorouracil with endoscopic applicator for matrix hemo-static sealant. (B) C-arm image of the intraurethral instillation of 5-fluorouracil.
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Fig. 4 Cystourethroscopy features after 6 months of intraurethral instillation of 5-fluorouracil for condyloma acuminatum.

The study was approved by the Institutional Review Board (IRB) of Yeungnam University Hospital (IRB No: 2022-07- 011), which waived the need for informed consent owing to the retrospective design of the study.

DISCUSSION
CA is a common STD caused by the human papillomavirus. CA typically occurs in the external genitalia, perineum, and perianal skin. It rarely involves the cervical canal, anus, and urethra. With an incidence of up to 12.5%, most intraurethral CA occur in the urethral meatus [1,2]. Because of the mucosal immune system, isolated intraurethral CA without external genitalia lesions is a relatively rare occurrence [3]. Therefore, due to the high rate of recurrence, a combined therapeutic strategy (surgery and medical treatment) is more effective than a single modality [4].
There are several medical treatments for intraurethral CA, such as 5-FU, antiviral agents, and photodynamic therapy [4]. However, there are no definite guidelines, and these methods have some limitations due to recurrence and associated complications including hematuria, pain, or stricture. In the current case, we first performed surgical excision by transurethral resection using a bipolar device to rule out urothelial carcinoma. After confirming CA, intraurethral 5-FU instillation was performed after two weeks to prevent the recurrence of CA.
Although the mechanism of 5-FU for intraurethral CA is unclear, the area of 5-FU instillation showed necrosis and the disappearance of CA. Furthermore, other adverse events such as hematuria and stricture rarely occurred with 5-FU instillation. Previous studies have reported various regimens of 5-FU instillation, such as dose, retention time, dosage frequency, and the number of cycles [5-8]. In the current study, 10 ml of 5% 5-FU cream was administered to the urethra for a total of twice biweekly intervals. A novel device, an endoscopic hemostatic applicator, was used for even instillation from the prostatic urethra to the urethral meatus to prevent the recurrence of CA. In previous studies, the instillation of 5-FU was performed using a lidocaine syringe [7,8]. However, we believed that the lidocaine syringe is inadequate to evenly distribute 5-FU in the entire urethra. Also, since 5-FU is a cream, a small caliber and short-length applicator tip would be inadequate for the even instillation of 5-FU throughout the urethra. Hence, we used a large caliber, long length, and stiff applicator tip as an endoscopic hemostatic applicator to instill 5-FU evenly from the prostatic urethra to the urethral meatus.
Furthermore, our patient underwent a suprapubic cysto-stomy after transurethral resection due to an underactive bladder. In previous studies, the authors used a penile clamp to prevent washing out of the 5-FU by urine stream. However, we thought that a suprapubic cystostomy would be more helpful to prevent the recurrence of CA than a penile clamp, as 5-FU spread on the urethra would be retained for longer. In summary, in our efforts to distribute the drug evenly throughout the urethra, we prevented the recurrence of CA with only two 5-FU applications.
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