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Circumcision: Viable 
treatment option for 

resistant genital warts
Sir,
Human papilloma virus is the most common 
sexually transmitted infection (STI) worldwide and 
genital warts are a manifestation of infection by 
this virus.[1] There are multiple treatment options 
available depending on the number and location 
of lesions, response to previous treatments, local 
availability of the medications, cost, and patient’s 
wishes. For fewer lesions, and in compliant patients, 
topical therapy such as podofilox solution or 
imiquimod works well. But these have a long 
response time and if applied incorrectly can cause 
damage. Destructive modalities such as cryotherapy 
and electrofulguration[2] have the advantage of rapid 
response, but in cases of extensive lesions, these 
may have to be done in a phased manner to avoid 
patient trauma and mutilation.

Circumcision as treatment for genital warts is 
rarely resorted to as most of the cases respond to 
conventional modes of treatment. But in cases where 
the lesions have extensive involvement of the prepuce, 
and the other modalities have failed or caused harm, 
it can be employed with good results. We treated 
three cases of genital warts which were resistant to 
the usual line of management and were treated by 
circumcision with excellent clinical outcome.

Three males in their third decade of life presented 
to us with similar complaints of multiple, skin 
colored, nonitchy, painless lesions over penis 
of few months duration. There was no history 
suggestive of any other STI. Their general and 
systemic examinations was normal. Dermatological 
examination revealed multiple skin colored 
verrucous papules distributed circumferentially 
over prepuce [Figure 1a]. Laboratory evaluation was 
negative for HIV, herpes simplex virus 1 and 2 IgM, 
hepatitis B antigen, antihepatitis C virus – IgM, 
and Venereal Disease Research Laboratory. All these 
patients had been managed previously with the 
conventional treatment modalities as described above 
with partial clinical response and recurrence. Based 
on this and the favorable location of the lesions, 
they were managed by circumcision by dorsal 
slit technique [Figure 1b and c]. There were no 

postoperative complications, and the patients have 
remained disease free after 6 months [Figure 1d]. 
Treatment details of the patients have been presented 
in Table 1.

Genital warts have a long array of treatment 
options, ranging from medical to surgical. The 
primary treatment hurdle is the failure of therapy or 
recurrence of lesions. Circumcision as a treatment 
modality is not mentioned as an option.

About one‑third of males worldwide are circumcised. 
The reasons are mostly religious, personal 
preferences, or for certain therapeutic or prophylactic 
indications. It has been found to protect against HIV 
infection, urinary tract infections, and ulcerative 
STI’s if done at appropriate times.[3] It has also been 
associated with reduced oncogenic HPV prevalence 
and risk of penile cancer.[4]

Apart from the psychological aspects, extensive genital 
warts on prepuce can cause discomfort during sexual 
intercourse, bleeding, ulceration, or even phimosis in 
severe cases. The treatment itself can cause scarring 
and phimosis if used incorrectly or aggressively. 

Table	 1:	Treatment	modalities	 used
Treatment	Modality Case	1 Case	2 Case	3
Podophyllin resin + + +
Podophyllin resin - + +
Electrofulguration + + +
Cryotherapy + + -
Intralesional 5-fluorouracil - - +
Circumcision + + +
+means that treatment modality was used in that case, -means that 
treatment modality was not used in that case

Figure 1: (a) Circumferential genital warts, (b) circumcision by dorsal slit 
technique, (c) postoperative photograph, (d) follow-up at 6 months
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Circumcision is a good option for patients with 
extensive prepucial involvement, especially with a 
history of persistence or recurrence.[5]
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Neurokinin‑1 
receptor antagonists: 
A new revolution in 

antiretroviral treatment?
Sir,
In the goal of complete eradication of human 
immunodeficiency virus (HIV), antiretroviral drug 
resistance seems to be a serious obstacle. It has 
been predicted that despite the approval of newer 
anti‑retroviral drugs, emergence of resistance against 
them is almost inevitable. This necessitates the 
development of anti‑HIV drugs with newer targets 
and mechanisms of action along with activity against 
drug‑resistant viruses.

Neurokinin‑1 receptor (NK1R), a receptor for the 
neuropeptide substance P (SP), is a member of 
family 1 (rhodopsin‑like) of G protein‑coupled 
receptors. These receptors are found widely 
distributed in both the central and the peripheral 
nervous systems. NK1R antagonists are drugs that 
interfere with binding of neuropeptide SP to NK1R. 

Aprepitant, an NK1R antagonist, is currently used 
clinically for the prevention of nausea and vomiting 
associated with cancer chemotherapy or following 
surgical procedures. Surprisingly, it also possesses 
novel anti‑HIV properties.

SP and NK1R are known to be central mediators 
in the interaction between the nervous and the 
immune systems. SP has been shown to not 
only increase HIV replication but also enhance 
the expression of membrane‑bound CD163 in 
monocytes. Macrophages derived from monocytes 
with high levels of membrane‑bound CD163 have 
increased susceptibility to HIV infection.[1] SP also 
inhibits natural killer (NK) cell cytotoxicity through 
NK1R.[2]

Aprepitant has been found to be active against HIV 
drug‑resistant isolates and enhance the anti‑HIV 
activity of various anti‑retroviral drugs. According 
to the results obtained by a phase 1B trial of 
aprepitant in HIV‑1 infected adults, the drug was 
reported to decrease plasma levels of SP and 
soluble CD163. In addition, aprepitant treatment 
was also shown to be associated with decreased 
expression of programmed death 1 receptor which 
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