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Prostatic Disorders - Letter to the Editor

Dear Editor in Chief,
I browsed again the study published by Sun et  al. 

(2020) in the latest issue of benign prostatic hyperplasia 
(BPH). The meta-analysis was conducted to compare the 
combination of Tamsulosin and PDE5-Is versus mono-
therapy of Tamsulosin or PDE5-Is in treating lower uri-
nary symptoms (LUTS) and erectile dysfunction (ED) 
associated with BPH. However, the authors have made 
some mistakes and I sincerely felt it was my honor to 
share my perspective with the colleagues.

It is listed as follows:

1.	 All the included literatures are considered to be 
low risk in the original article. As stated in the 
original paper: “Each RCT was classified based 
on the following quality assessment criteria: (a) 
had low potential of bias for meeting almost all 
the quality criteria,” Sebastianelli et al. (2019) do 
not clearly mention the method of blinding and 
Karami et al. (2016) is single-blind, so the quality 
assessment should not be low risk.

2.	 Heterogeneity is obvious in this article. The dos-
age of Tadalafil varies from different studies 
resulting in huge heterogeneity, as is mentioned in 
the limitations part by Sun et al. (2020) And the 
inclusion criteria are distinct among the included 
RCTs. Bechara et al. (2008), Fawzi et al. (2017), 
Nagasubramanian et al. (2020), and Singh et al. 
(2014) recruited patients with LUTS ± ED, while 
Karami et al. (2016) and Sebastianelli et al. (2019) 
constrained the inclusive patients with LUTS and 
ED simultaneously. However, the authors don’t 
demonstrate the outcomes of sensitivity analysis 
and subgroup analysis, which is quite necessary 
in my perspective. These problems inevitably 

lower the credibility of results of the 
meta-analysis.

3.	 Among all the included studies, only one article 
(Fawzi et al., 2017) administrates Sildenafil and 
Tamsulosin in combination group while others 
have Tadalafil and Tamsulosin. It remains to be 
one of the major sources of heterogeneity, so I 
prefer to set the inclusion criteria as administra-
tion with the combination therapy of Tadalafil and 
Tamsulosin versus monotherapy of Tadalafil or 
Tamsulosin and this article is exclusive.

4.	 Significant variation of baseline characteristic is 
identified in the studies. The data may be not 
comparable.

5.	 It is stated in the conclusion in the original paper: 
“our findings indicate that a combination of tam-
sulosin and PDE5-Is is superior to individual tam-
sulosin and PDE5-Is monotherapy, with regard to 
improving LUTS and ED secondary to BPH.” 
However, the forest plots don’t show the superior-
ity of PDE5-Is compared to combination therapy 
as the authors point out in the result part. The 
description lacks rigor.

6.	 The original paper states that “Results revealed 
no significant differences between the combina-
tion and tamsulosin groups (OR = 1.47, 95% CI 
[0.76, 2.84], P = .25; Figure 6c) as well as the 
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combination and PDE5-Is groups (OR = 1.69, 
95% CI [1.01, 2.84], P = .05; Figure 7c).” 
Anyway, the 95% CI is from 1.01 to 2.84 in terms 
of comparison of combination and PDE5-Is 
groups, which illustrates that the combination 
therapy had a significantly higher incidence of 
discontinuation due to pain and AEs than 
PDE5-Is.

7.	 The keywords are composed of quality of life, 
general health and wellness, sexual health, sexu-
ality, sexual dysfunction, sexuality, sexual disor-
ders, and sexuality. However, I think the keywords 
shouldn’t be confined to sexual aspect. Besides 
lower urinary tract symptoms, benign prostate 
hyperplasia, phosphodiesterase 5 inhibitors, and 
adrenergic alpha-1 receptor antagonists are also 
the main aspects in the paper.

ORCID iD 

Yong Zhang  https://orcid.org/0000-0001-9737-2553

References

Bechara, A., Romano, S., Casabé, A., Haime, S., Dedola, P., 
Hernández, C., & Rey, H. (2008). Comparative efficacy 
assessment of tamsulosin vs. tamsulosin plus tadalafil in 
the treatment of LUTS/BPH. Pilot study. J Sex Med, 5(9), 
2170–2178. doi:10.1111/j.1743-6109.2008.00940.x

Fawzi, A., Kamel, M., Salem, E., Desoky, E., Omran, M., 
Elgalaly, H., & Khalil, S. (2017). Sildenafil citrate in 
combination with tamsulosin versus tamsulosin mono-
therapy for management of male lower urinary tract symp-
toms due to benign prostatic hyperplasia: A randomised, 

double-blind, placebo-controlled trial. Arab J Urol, 15(1), 
53–59. doi:10.1016/j.aju.2016.11.001

Karami, H., Hassanzadeh-Hadad, A., & Fallah-Karkan, M. 
(2016). Comparing monotherapy with tadalafil or tamsu-
losin and their combination therapy in men with benign 
prostatic hyperplasia: A randomized clinical trial. Urol J, 
13(6), 2920–2926.

Nagasubramanian, S., John, N. T., Antonisamy, B., Mukha, R. 
P., Jeyachandra Berry, C. S., Kumar, S., & Kekre, N. S. 
(2020). Tamsulosin and placebo vs tamsulosin and tadalafil 
in male lower urinary tract symptoms: a double-blinded, 
randomised controlled trial. BJU Int, 125(5), 718–724. 
doi:10.1111/bju.15027

Sebastianelli, A. S. P., Frizzi, J., Saleh, O., Sessa, M., De 
Nunzio, C., Tubaro, A., Vignozzi, L., Maggi, M., Serni, 
S., McVary, K. T., Kaplan, S. A., Gravas, S., Chapple, C., 
& Gacci, M. (2019). Tadalafil 5 mg alone or in combina-
tion with tamsulosin 0.4 mg for the management of men 
with lower urinary tract symptoms and erectile dysfunc-
tion: Results of a prospective observational trial. Journal of 
Clinical Medicine, 8(8), 1126.

Singh, D. V., Mete, U. K., Mandal, A. K., & Singh, S. K. 
(2014). A comparative randomized prospective study to 
evaluate efficacy and safety of combination of tamsulosin 
and tadalafil vs. tamsulosin or tadalafil alone in patients 
with lower urinary tract symptoms due to benign pros-
tatic hyperplasia. J Sex Med, 11(1), 187–196. doi:10.1111/
jsm.12357

Sun, K., Sun, F., Yao, H., Zhang, D., Wu, G., Wang, T., & 
Wu, J. (2020). Efficacy and safety of combination com-
prising tamsulosin and PDE5-Is, relative to monotherapies, 
in treating lower urinary tract symptoms and erectile dys-
function associated with benign prostatic hyperplasia: A 
meta-analysis. American Journal of Men’s Health, 14(6), 
1557988320980180. doi:10.1177/1557988320980180

https://orcid.org/0000-0001-9737-2553

