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The use of 5 alpha-reductase in the era of minimally invasive
surgical therapies (MISTs): Is it still valuable?
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Benign prostatic hyperplasia (BPH) represents one of the
most common urologic diseases among elderly men, with
a major impact on quality of life (QoL) and a substantial
economic burden [1]. Epidemiological studies suggest that
age, genetic factors, and sex hormones play major roles as
risk factors for BPH, and the only known factors associ-
ated with BPH progression are age and prostate volume.
The incidence of BPH among men is approximately 50%
at 50 years of age and is as high as 90% at 80 years of
age. Of these individuals, approximately 50% will devel-
op age-related sexual dysfunction considering that lower
urinary tract symptoms (LUTS) are one of the strongest
predictors of male sexual dysfunction [1].

Current guidelines recommend the use of alpha-blockers
(ABs) and 5-alpha reductase (5-ARIs) as monotherapy or
in combination for the treatment of BPH-associated LUTS
[2]. Nevertheless, although combination therapy with ABs
and 5-alpha reductase (5-ARIs) has been shown to be
beneficial in terms of symptom control and disease pro-
gression, patient adherence to pharmacotherapy for BPH-
associated LUTS remains low, which is often associated
with the collateral effects that these therapies may have
on quality of life [3]. Both finasteride and dutasteride are
usually well-tolerated medications with mild and transient
adverse effects. Nevertheless, when the patient experi-
ences side effects associated with this therapy occur, they
can strongly impact a male patient’s sexual life by causing
sexual dysfunction, mainly decreased sexual libido, impo-
tence, and ejaculatory disorders [3]. Liu ef al. published a
meta-analysis, suggesting that patients taking 5-ARIs for
BPH had a 156% increased risk of experiencing sexual
side effects. Furthermore, the incidence of adverse sexual
side effects was increased for dutasteride compared with
finasteride [4]. Several other adverse effects associated
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with 5-ARIs have been described, including depression,
infertility, breast swelling/tenderness, breast cancer, rash,
testicular pain, allergic reaction, and anaphylaxis. In July
2022, France’s National Agency for the Safety of Medi-
cines and Health Products released new information re-
lated to side effects caused by 5-ARIs, including “suicidal
thoughts that could lead to suicide” [5].

Based on the recent actual findings, urologists prescrib-
ing 5-ARIs should be aware not only of sexual disorders
but also of suicide and suicidal ideation, which could be
associated with the therapy. Moreover, when consider-
ing patients with chronic heart failure, brain natriuretic
peptide >100 pg/mL and with severely abnormal (< 30%)
and moderately abnormal (> 30 < 40%) left ventricular
ejection fraction, dutasteride and finasteride had no effect
on prostate volume in patients by exposing these fragile
patients to adverse effects [6].

On the other hand, up to a few years ago, the only thera-
peutic alternative to medical treatment for BPH was rep-
resented by surgery, such as transurethral resection of the
prostate (TURP), which still represents the first choice in
most patients, and it is responsible for sexual dysfunction
in a considerable number of patients (4—35%) [6]. Several
efforts have been made to find new surgical solutions that
could improve lower urinary symptoms associated with
BPH without sacrificing sexual function.

The introduction of new ultraminimally invasive surgical
therapies (MISTs) for BPH, including Rezum, Urolift, and
prostatic artery embolization, has turned this aim into real-
ity, reducing hospitalization rates, complication rates, and
the convalescence period and improving patients’ quality
of life [7]. In 2019, McVary et al. conducted a double-
blind RCT, reporting significant and long-term improve-
ment in the mean IPSS score after Rezum therapy [8].
Furthermore, there was an improvement in QoL (42.9%,
P <0.0001) and Q,,,, (49.5%, P < 0.0001) at the 4-year
follow-up, with a surgical failure rate of 4.4%. No patient
reported any disturbances in sexual function. Similar re-
sults were also confirmed in an Italian multicentre series
including 135 consecutive patients treated by Rezum at 5
institutions. In this experience, in addition to an improve-
ment in urinary symptoms, the authors also reported a
slight but statistically significant increase in the IIEF-5
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score from baseline to 6 months (P = 0.04) [9]. Finally,
Rezum could also be performed under local anaesthesia in
an outpatient setting, thus drastically reducing the risk of
complications and convalescence.

Urolift represents another MIST that can be performed un-
der local anaesthesia. The Urolift device is placed through
the obstructed urethra to access the enlarged prostate; the
device compresses the tissue and places tiny implants to
lift and hold the prostate tissue, thus helping to restore
a free urethral canal for urination while maintaining an-
tegrade ejaculations. A prospective randomized study
reported efficient functional outcomes associated with
lasting improvements in ejaculatory function confirmed at
5 years of follow-up [10].

Even PAE procedure is a MIST performed under local an-
aesthesia and offered in cases of LUTS resistant to medi-
cal treatment, in the presence of adverse side effects, or
in patients who desire to maintain antegrade ejaculations.
A prospective study of 32 patients reported antegrade
ejaculation in all patients, with a 7-month follow-up [11],
whereas a randomized study comparing PAE and TURP
evidenced retrograde ejaculation in 10% of patients in
the PAE group versus 100% in the TURP group. All these
MISTs show promising results in significantly improving
LUTS and the quality of life of treated patients without
sacrificing sexual life.

Even if the conclusions of these pilot studies need to be
confirmed in larger randomized trials with long-term
results, we should reflect on whether medical therapy, es-
pecially with 5-ARIs, still represents a valid option in the
treatment of BPH, considering how it can negatively im-
pact the quality of life of patients and the recent supposed
effects on mental health. Life expectancy has increased,
and similarly, the period of sexual activity has been
lengthened in elderly patients. The time has come to tailor
medical therapies and personalize scientific guidelines to
the individual characteristics of each patient.

Take home message

Patient adherence to pharmacotherapy for BPH-associated
LUTS remains low, because of the collateral effects that
these therapies may have on quality of life, whereas the
new MISTs show promising results in significantly im-
proving LUTS and the quality of life of treated patients
without sacrificing sexual life. The time has come to tailor
medical therapies and personalize scientific guidelines to
the individual characteristics of each patient.

Declarations

Availability of data and materials: Not applicable.
Financial support and sponsorship: None.

Conflict of interest: Francesco Greco is a member of the
editorila board of Uro-Technology Journal. He declares no
conflict of interest and was not involved in the journal’s

review or decisions related to this manuscript.

Ethical Approval and Informed consent: Not appli-
cable.

Consent for publication: Not applicable.

References

1. Greco F Inferrera A, La Rocca R, Navarra M, Casciaro M,
Grosso G, et al. The potential role of microRNAs as bio-
markers in benign prostatic hyperplasia: a systematic
review and meta-analysis. Eur Urol Focus, 2019, 5(3):
497-507. [Crossref]

2. Arlandis S, Bg K, Cobussen-Boekhorst H, Costantini E, de
Heide M, Farag F, et al. European association of urology
guidelines on the management of female non-neurogenic
lower urinary tract symptoms. part 2: underactive blad-
der, bladder outlet obstruction, and nocturia. Eur Urol,
2022, 82(1): 60-70. [Crossref]

3. Cindolo L, Pirozzi L, Sountoulides P, Fanizza C, Romero M,
Castellan P, et al. Patient’s adherence on pharmacologi-
cal therapy for benign prostatic hyperplasia (BPH)-asso-
ciated lower urinary tract symptoms (LUTS) is different:
is combination therapy better than monotherapy? BMC
Urol, 2015, 15: 96. [Crossref]

4. LiulL, Zhao S, Li F, Li E, Kang R, Luo L, et al. Effect of
S5a-reductase inhibitors on sexual function: a meta-
analysis and systematic review of randomized controlled
trials. J Sex Med, 2016, 13(9): 1297-1310. [Crossref]

5. Al Saffar H, Xu ], O’Brien ]S, Kelly BD, Murphy DG, & Law-
rentschuk N. US Food and Drug Administration warn-
ing regarding finasteride and suicidal ideation: what
should urologists know? Eur Urol Open Sci, 2023, 52: 4-6.
[Crossref]

6. Krakhotkin DV CV, Greco F, Abdel-Karim AM, Gozen AS,
Korplyakova AG, et al. The effects of 5-ARIs on prostate
volume in patients with or without heart failure and
benign prostate hyperplasia: prospective, comparative
study. Uro-Technology Journal, 2024, 8(3), on press.

7. Greco F. Uro-Technology Journal: past and future in urol-
ogy. Uro-Technology Journal, 2022, 6(2): 01-02. [Cross-
ref]

8. McVary KT, Rogers T, & Roehrborn CG. Reziim water va-
por thermal therapy for lower urinary tract symptoms
associated with benign prostatic hyperplasia: 4-year re-
sults from randomized controlled study. Urology, 2019,
126:171-179. [Crossref]

9. Siena G, Cindolo L, Ferrari G, Maruzzi D, Fasolis G, Con-
dorelli SV, et al. Water vapor therapy (Reziim) for lower
urinary tract symptoms related to benign prostatic hy-
perplasia: early results from the first Italian multicentric
study. World ] Urol, 2021, 39(10): 3875-3880. [Crossref]

10. Roehrborn CG, Barkin ], Gange SN, Shore ND, Giddens JL,
Bolton DM, et al. Five year results of the prospective ran-
domized controlled prostatic urethral L.LET. study. Can J
Urol, 2017, 24(3): 8802-8813.

11. Amouyal G, Thiounn N, Pellerin O, Yen-Ting L, Del Giu-

http://www.antpublisher.com/index.php/UT]/index

TVIHOLIdA


http://www.antpublisher.com/index.php/UTJ/index
https://doi.org/10.1016/j.euf.2018.01.008

https://doi.org/10.1016/j.eururo.2022.01.044

https://doi.org/10.1186/s12894-015-0090-x

https://doi.org/10.1016/j.jsxm.2016.07.006
https://doi.org/10.1016/j.euros.2023.04.009
https://doi.org/10.31491/UTJ.2022.06.001
https://doi.org/10.31491/UTJ.2022.06.001
https://doi.org/10.1016/j.urology.2018.12.041
https://doi.org/10.1007/s00345-021-03642-4

32 Francesco Greco, et al.

dice C, Dean C, et al. Clinical results after prostatic artery center study. Cardiovasc Intervent Radiol, 2016, 39(3):
embolization using the PErFecTED technique: a single- 367-375. [Crossref]

3!
=
—
-
)
~
—
>
=

Cite this article as: Greco F, & Domanico L. The use of 5 alpha-reductase in the era of minimally invasive
surgical therapies (MISTs): Is it still valuable? Uro-Technology Journal, 2024, 8(3): 30-32. doi: 10.31491/
UTJ.2024.09.022

| All Rights Reserved


https://doi.org/10.1007/s00270-015-1267-0

