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Author Reply Re: Sharma GR, Sharma AG, Sharma NG. 
Comparison of two drainage parameters on diuretic renogram 
in predicting the fate of prenatally detected pelvi‑ureteric 
junction‑like obstruction. Indian J Urol 2022;38:216‑9

Dear Sir,
We greatly appreciate the interest of the readers in our article.[1] 
We fully agree that a large multicenter trial is needed to 
establish the efficacy of normalized residual activity (NORA) 
and have mentioned this in our article. Whether NORA alone 
or along with t ½ or other parameter like cortical transit time 
can help to differentiate obstructed system from a dilated but 
nonobstructed system is still not clear.

The values of both NORA and t ½ suggest either good, partial, 
or poor drainage. The important question is do these drainage 
patterns suggest obstruction? Obstruction has been best defined 
by Koff as any impediment to urinary flow which, if left 
untreated, results in deterioration of renal function[2]. Going 
by this, the true evidence of obstruction is when there is loss of 
function. Hence, only those patients in whom the differential 
renal function fell below 40% were advised surgery and the 
drainage parameters suggested by NORA or t ½ were not 
taken into consideration for advising surgery. As mentioned 
above, only further studies will tell if these parameters help to 
predict the need for surgery in patients with prenatally detected 
presumed pelviureteric junction like obstruction.

During the follow‑up of the 19  patients with t ½ 
values >20 min in whom surgery was not advised initially, 
none have needed surgery till date.
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Re: Sharma PK, Panaiyadiyan S, Kurra S, Kumar R, Nayak B, 
Singh P, et al. Association of human papillomavirus in penile 
cancer: A single‑center analysis. Indian J Urol 2022;38(3): 
210‑15.

We read the recent article by Singh et  al. with a great 
interest.[1] In their single‑center prospective observational 
study of the association of human papillomavirus  (HPV) 

in penile cancer  (PeCa), they concluded that PeCa was 
commonly related to HPV infection, with HPV‑16 being 
the most common subtype. They also demonstrated that 
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the relative E7 oncoprotein mRNA expression for HPV‑18 
and the relative telomerase activity were higher in PeCa 
patients, potentiating their role as surrogate markers of 
viral activity. An association of high‑risk HPV types with 
increasing TNM stages of PeCa was not noted. Furthermore, 
there was no significant association of lymph node metastasis 
with high‑risk HPV‑positive or HPV‑negative status.

The authors compared telomerase activity among PeCa 
cases and controls and found it to be increased in the 
PeCa group. However, there was no difference between 
the HPV‑infected cases and HPV‑negative cases. It would 
be interesting to know if there was any difference in the 
telomerase activity in the control group between high‑risk 
HPV‑infected and uninfected controls.

The authors provide some explanation for the results in 
their discussion, including small sample size, not evaluating 
the extensive panel of HPV subtypes for the estimation 
of HPV prevalence, unavailability of follow‑up data, and 
survival analysis, albeit the primary aim was to study the 
association of HPV in PeCa at the molecular biological level. 
The authors conclude by suggesting the role of relative E7 
mRNA expression for HPV‑18 as potential surrogate markers 
of viral activity. However, HPV 16 was the most common 
virus seen in the cases, but its E6/7 expression though higher, 
was not statistically significant from that of controls.

A recent study stated that expression of programmed 
death‑ligand 1 was found to be higher in non high‑risk 
HPV penile tumors, with low levels associated with absent 
lymph node metastases and better prognosis.[2] Another 
systematic review concluded that vaccine effectiveness 
was low in individuals who are already infected with the 
corresponding HPV type.[3] In the same study, high‑risk 
subtypes of HPV have been found in up to 40% of cases; 
the highest detection rates are in the warty and basaloid 
subtypes of squamous cell carcinoma. Lastly, the E7 
oncoprotein has been observed to have a higher affinity 
for retinoblastoma‑1 tumor suppressor protein in high‑risk 
HPV than in the low‑risk subtypes.[3]

We wonder if, for a better understanding of whether the 
HPV status of tumors has real therapeutic implications in 
affecting the clinical outcome, studies be performed after 
adequate selection and classification of the different subtypes 
of PeCa. It would also be interesting if, in addition to the 
genomic alterations, further insight on epigenetic alterations 

that induce oncogenesis could be studied as this may predict 
survival more accurately.

This study could provide the pathway for future research.
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