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Abstract

The real-life use of Phosphodiesterase type 5 Inhibitors (PDE5Is) for the treatment of erectile dysfunction (ED) might differ
across Institutions and physicians. We performed the Optimizing Management of Erectile Dysfunction (OPTL.M.E.D.) sur-
vey to outline the real-life practice of ED management in Italy. The OPTL.M.E.D. Survey tested the hypothesis that the new
formulation of sildenafil oral suspension may show higher patient satisfaction and better clinical outcomes compared to
other PDES5 inhibitors. The Survey involved 59 Italian urologists/andrologists, with data from a total of 1,150 patients. In
the first Step, a Webinar was held for the presentation of the survey, and the Physician Interview Form used in the survey
was presented. In Step 2, the forms were completed and collected, and the data obtained were subsequently analyzed. In
Step 3, a final Webinar was held, during which the results were presented by the Scientific Board to all participants. In
88.9% of patients already treated with PDE5Is, the previously used molecule/formulation was changed at the first visit, be-
cause of treatment ineffectiveness and/or because of poor tolerability or compliance. According to the physicians’ reports,
sildenafil oral suspension was the most commonly prescribed drug at the first visit (75.9% of Cases), both in naive patients
and in those previously taking other PDE5Is. The prescription of sildenafil oral suspension was also confirmed at the second
visit (after 60-90 days) in 97.9% of patients. The OPTL.M.E.D. survey provided a "real-life" snapshot of the management of
ED patients seen in daily clinical practice in andrology and urology settings in Italy. According to the results of this survey,
sildenafil oral suspension is associated with a high degree of patient satisfaction, also thanks to its peculiar formulation,
which facilitates dosage modulation and is characterized by convenience and discretion of use as it does not require water to
take it.
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Introduction

Erectile dysfunction (ED) is defined as the persistent or recurrent inability to achieve and maintain an erection sufficient for sat-
isfactory sexual performance [1]. ED is a very common disorder, especially in men over the age of 40 [2]. ED affects the sexual

and social life of the patient and his partner, lowering their quality of life (QoL) [3-7].

Phosphodiesterase type 5 inhibitors (PDE5Is) are currently the most commonly used oral drugs for the treatment of ED [8-10].

Four PDES5Is oral formulations (sildenafil, tadalafil, vardenafil, and avanafil) are currently available in Italy:

o Sildenafil: tablet formulations (25, 50 and 100 mg), chewable tablets (25, 50 and 100 mg), orodispersible tablets (50 and
100 mg), orodispersible film (25, 50, 75 and 100 mg), and oral suspension bottle (30 ml, 25 mg/ml);

o Tadalafil: tablet formulations (5, 10 and 20 mg);
e Vardenafil: tablet formulations (5, 10 and 20 mg) and orodispersible tablets (10 mg);
o Avanafil: tablet formulations (50, 100 and 200 mg).

The efficacy of the various PDES5Is, at comparable dosages for the different molecules and formulations, is approximately simi-
lar [11]; however, differences may exist in terms of speed of action and tolerability [12]. Important aspects in the choice of a giv-
en PDESI formulation are also dosage flexibility and convenience of use, which favor therapeutic adherence [13]. In clinical
practice the use of a specific PDES5I is the result of the therapeutic alliance between the physician and the patient, taking into ac-
count the couple’s intimate relationship, drug efficacy, tolerability and speed of action, as well as patient’s preference over a spe-

cific administration route [14].

As a whole, there is a lack of studies investigating the real-life use of PDE5Is for ED and physician/patient satisfaction about the
proposed treatment. Therefore, we conducted the OPTImizing Management of Erectile Dysfunction (OPTL.M.E.D.) Survey
with the aim to depict the real-life management of ED in Italy, based on the clinical experience of a representative sample of an-
drology specialists, with particular reference to the use of PDE5Is on the market and the degree of satisfaction and preferences

reported by physicians and patients regarding the different formulations used.

The current relevance of this survey is underlined by the recent introduction in Italy of a new PDES5I formulation, the sildenafil

oral suspension, whose efficacy and preference for use were evaluated against “traditional” formulations.

Materials and Methods

The survey was conducted in several steps. In the first one, i.e. in September 2023, a Webinar was held for the presentation of
the survey by the Scientific Committee (Board), consisting of the three authors of this paper. On this occasion, the Physician In-

terview Form used in the survey was presented (Figure 1).
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TOTAL OBSERVATIONS RECORDED (pcs.)
(n. 1150) [mean age 57.1+13.6 yr (range 18.0-79.5 yr)]

New diagnosis of ED: Previous diagnosis of ED:
56.8% 43.2%
FIRST No current therapy Current therapy for
VISIT - for ED: 2.0% ED: 98.0%
First prescribed Confirmation of Change in current
therapy current therapy: 11.1% therapy: 88.9%
FOLLOW-UP
- EVALUATION OF EFFICACY AND GRADE OF PATIENT SATISFACTION
SECOND
VISIT

EVALUATION OF PRESCRIBED THERAPY AFTER FOLLOW-UP

Figure 1: Steps of the OPTL.M.E.D. Survey.

In Step 2, data related to the real-life clinical experiences of participating physicians were completed and collected by October

31, 2023, and the data obtained were subsequently analyzed.

In the third Step (December 2023), a final Webinar was held, during which the results emerging from the analysis of the data
were presented by the Board to all participants. In this step, interaction among participants was facilitated by the presence of a

“chat box” which provided an opportunity to ask potential questions.

According to the aim of this survey, data of the first visit could be collected retrospectively, while the follow up examination

was performed within the study period.

At the first visit, physicians made the diagnosis of ED (new diagnosis or confirmation of previous diagnosis) and the severity of
ED was assessed using the Erectile Function domain of the International Index of Erectile Function (IIEF-EF) [15]. Using the
IIEF-EF, ED severity categories are no ED (score 226 out of 30), mild ED (score 17-25), moderate ED (score 11-16), and severe
ED (score <10) [15]. In addition, physicians reported which ED medications was prescribed to their patients (first prescription

for treatment-naive patients, or confirmation or modification of previous prescription for patients already on PDE5Is treatmen-

t).

Between the first and second visits, physicians were given the opportunity to change the PDE5i used and/or the dosage of the

previously prescribed medication.

At the follow-up visit, physicians were asked to rate the severity of patients’ ED (using the IIEF-EF questionnaire), as well as the
patient’s satisfaction with the prescribed therapy using a 10-point scale (10=highest satisfaction, <5=dissatisfaction). Physicians
were also asked whether they intended to confirm or change the current therapy. In line with what is usually done in clinical
practice, the two visits were separated by a period of time normally required in "real-life" to evaluate the efficacy of PDES5I thera-
py (i.e. 60-90 days) [16].

Figure 1 is a schematic representation of the various steps of the OPTL.M.E.D. Survey. Descriptive statistics were used to de-

scribe the whole cohort.
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Results

The Survey involved 59 specialists (urologists/andrologists) from all over the country (20 regions, including the two islands),

collecting data from a total of 1,150 patients.
The mean + SD age of patients was 57.1+13.6 years (range 18.0-79.5 years), and 57.6% of them were married.

The time from the first to the second visit was between 20 and 90 days for most patients (25.8% at 30 days and 16.9% at 60
days); mean + SD, 56.26 * 8.14 days. Ninety-six percent of patients receiving PDE5Is reported no adverse effects between the
first and second visits. In the remaining 4% of patients, most of the adverse events reported were mild and transient; no serious

adverse event was reported.

Degree of ED in the First Visit

At the first visit, a new diagnosis of ED was made in 56.8% of patients, while the remaining 43.2% had a confirmed previous di-

agnosis of ED.

At the first visit, 37.8% of patients had mild ED, 47.0% had moderate ED, and 15.2% had severe ED.

Patients Already Treated with PDE5Is

At the first visit, 98.0% of patients with a previous diagnosis of ED were already receiving PDE5Is. Ongoing treatment with
PDE5Is included, in order of frequency: tadalafil (46.1%), sildenafil tablets (17.0%), avanafil (11.9%), sildenafil orodispersible
film (11.1%), vardenafil (10.0%), and sildenafil oral suspension (3.9%) (Figure 2 A).

In 88.9% of cases, at the first visit, the previously used PDE5I was changed by the treating physician with a switch to a different
PDE5I (both in terms of molecule and pharmaceutical formulation). In this group of patients, the main reason for a change in

PDES5I therapy was inefficacy (52.6% of cases), followed by poor compliance (14.8%) and poor tolerability (15.0%).

Figure 2B Shows the new PDE5Is prescribed as a therapeutic switch at the first visit. In most cases (75.9%), the new medication

prescribed for the above reasons was sildenafil oral suspension.

A. Ongoing drug treatments at the time of the first visit B. New drugs prescribed to previously treated patients
as treatment switch at the first visit

50 | 461% 80 759%
45— -
s
w0
35
@ 30 i 207
g g
£ £
§ 25 g; 40
g §
2 5 &

@

i 100%

20
5 ol
0 0l omm— -_

6

SllDEN»QFIL S\LDENI\FIL SILDEN.»\FIL TADALAFIL AVANAFIL  VARDENAFIL SILDENAFIL SILDEN.GFIL TADALAFIL SILDENAF\L VARDENAFIL  AVANAFIL
SI.EPENSDUN SUS?;NSION
T
32.0%

Figure 2: (A) Ongoing drug treatments at the time of the first visit; (B) New drug treatments prescribed as treatment switch at

the first visit.
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Naive Patients

In patients newly diagnosed with ED, and in those previously diagnosed with ED who were not treated with oral medications, a
PDES5I was prescribed. The newly prescribed medications were, in order of frequency: sildenafil oral suspension (80.5%), tadala-
fil (11.5%), sildenafil orodispersible film (3.0%), sildenafil tablets (3.0%), avanafil (1.0%), and vardenafil (1.0%).

Degree of ED in the Second Visit

At the second visit, 50.2% of patients had no ED, 35.0% had mild ED, 12.0% had moderate ED, and 2.8% had severe ED. Figure

3 compares the degree of ED at the first and second visits.
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Figure 3: Degree of ED at the first and second visits

Medications Prescribed at the Second Visit

Medications prescribed (confirmed or changed) at the second visit included, in order of frequency: sildenafil oral suspension
(79.9%), tadalafil (13.1%), sildenafil orodispersible film (4.0%), sildenafil tablets (2.0%), avanafil (1.0%), and vardenafil (1.0%)
(Figure 4).

79.9%

Percentage
» o [ ~ el
o o o o o
1 1 1 1 1

w
o
I

20 -

N o - - 1o
0% 0% 10%
0 I

SILDENAFIL SILDENAFIL TADALAFIL SILDENAFIL FILM VARDENAFIL AVANAFIL
TABLET

ORAL
SUSPENSION

Figure 4: Medications prescribed (confirmed or changed)

Since the patients treated with sildenafil oral suspension was by far the majority at the time of the second visit, some data specif-

ic to these patients are presented below.
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Patients Treated with Sildenafil Oral Suspension

Among patients who were treated with sildenafil oral suspension in the first visit, the initial dosage was 50 mg, 25 mg and 75

mg in 48.5%, 16.0% and 10.7% of participants, respectively (Figure 5A).

Compared to the first visit, the dosage distribution of sildenafil oral suspension at the second visit was virtually unchanged, al-
though the percentage of patients with a final dose of 25 mg increased (31.1%). Specifically, the dosage of sildenafil oral suspen-
sion was not changed between the first and second visits in 72.5% of patients, while it was titrated "down" in 13.5% of subjects

and "up" in 13.0% of subjects (Figure 5B).
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Figure 5: (A) Initial dose (at the first visit) in patients treated with sildenafil oral suspension; (B) Dosage at the second visit in

patients treated with sildenafil oral suspension

At the second visit, 64.8% of patients treated with sildenafil oral suspension had no ED, 28.2% had mild ED, 7.0% had moder-
ate ED, and 1.0% had severe ED.

At the second visit, 95.8% of patients treated with sildenafil oral suspension were satisfied with the treatment (Figure 6A). Rea-
sons given by patients for being satisfied with sildenafil oral suspension treatment were: efficacy (33.8%), ease of use (21.0%), ef-

ficacy/tolerability ratio (17.2%), dosage modulation (17.1%), and palatability (9.9%) (Figure 6B).

A. PERCENTAGE OF PATIENTS WITH EACH FINAL DOSE B. PERCENTAGE OF DIFFERENT REASONS GIVEN BY
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Figure 6: (A) Degree of satisfaction with Sildenafil oral suspension therapy expressed at the second visit; (B) Reasons given by

patients satisfied with the treatment
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According to physician reports, treatment with sildenafil oral suspension was also confirmed at the second visit in 97.9 % of pa-

tients, given the improvement in ED and the high level of satisfaction with the therapy.

Discussion

The results of the OPTI.M.E.D. survey offer interesting contributions to a better understanding of the real-life use of PDE5Is in
the andrology and urology setting in Italy, providing a sufficiently reliable “snapshot” of both the efficacy of different molecules
and formulations and the preferences of physicians and patients. This is particularly relevant given the introduction, since
2019, of a new PDES5I formulation, the sildenafil oral suspension, which, as highlighted by the survey, may offer advantages

over “traditional” formulations in terms of convenience and discretion of use, while maintaining the same efficacy.

A relevant finding reported by physicians is that in 88.9% of patients already treated with oral medications, the previously used
PDES5I molecule/formulation was changed at the first visit, primarily because of treatment ineffectiveness and secondarily be-

cause of poor tolerability or compliance.

In this regard, it is interesting to note that, among patients already on treatment at the first visit of the survey, tadalafil was the
most commonly prescribed PDES5I (46.1%), while sildenafil oral suspension, one of the most recently introduced formulations,

was used in only 3.9% of cases.

Sildenafil oral suspension 25 mg/ml was the most commonly prescribed drug for ED at the first visit, both in treatment-naive
patients (80.5 %) and as a therapeutic switch from another PDES5I (75.9%). The use of sildenafil oral suspension resulted in fa-

vorable outcomes both in terms of ED improvement and patient satisfaction with therapy.

Indeed, patients treated with sildenafil oral suspension at the second visit, who represented the vast majority of patients at that
time, showed significant improvement in ED severity and high level of satisfaction with the treatment. Specifically, at the se-
cond visit, 93.0% of patients treated with sildenafil oral suspension had no or mild ED and 95.8% of patients reported good sat-
isfaction; therefore, at the second visit, treatment with sildenafil oral suspension was confirmed in 98% of cases. While many pa-
tients previously treated with other PDES5Is, particularly tadalafil, reported ineffectiveness or poor tolerability at the first visit,
they experienced significant improvement in both ED and treatment satisfaction after switching to sildenafil oral suspension.
Opverall, the responses obtained in the survey may suggest that the switch to the prevalent use of sildenafil oral suspension may

have contributed to a better overall management of real-life ED patients.

The formulation of sildenafil oral suspension marketed in Italy is an oral suspension free from foreign substances, with a char-
acteristic mint odor. This formulation allows adjustment to the minimum effective dosage and facilitates dose titration/flexibili-
ty; it also helps to minimize adverse events. The recommended dose of sildenafil oral suspension is 4 sprays, equivalent to 50
mg of sildenafil, to be taken as needed, approximately one hour before sexual activity. Based on efficacy and tolerability, the
dose can be reduced to 2 sprays (25 mg of sildenafil). The maximum daily dose of sildenafil oral suspension is 4 sprays, equiva-

lent to 50 mg of sildenafil.

It is interesting to note that the results of the present survey are similar to those of a recent multicenter observational study con-
ducted in Spain [13]. In this study, including 30 urologists and/or andrologists, a representative sample of ED patients receiv-
ing sildenafil oral suspension (40.9% with moderate ED and 24.9% with severe ED) were asked to report by questionnaire their
perception of efficacy/tolerability and their level of satisfaction with treatment, as well as their reasons for doing so. The results
of the Spanish study showed that treatment with sildenafil oral suspension is associated with good efficacy/tolerability and a
high level of satisfaction; according to the opinions of both physicians and patients, these beneficial effects of sildenafil oral sus-

pension can also be attributed to its unique formulation, which facilitates dosage modulation and a convenient and discreet use

Annex Publishers | www.annexpublishers.com Volume 4 | Issue 1



8 Journal of Biomedical Research & Studies

[13]. These favorable properties of sildenafil oral suspension seem to be confirmed by the results of the present study and may

have a significant impact on improving adherence and, consequently, clinical efficacy of ED treatment.

Conclusions

The OPTI.M.E.D. survey provided a "real-life" snapshot of the management of ED patients seen in daily clinical practice in an-

drology and urology settings in Italy.

According to the physicians’ reports, sildenafil oral suspension was the most commonly prescribed drug at the first visit, both
in naive patients and in those previously taking other PDES5Is, particularly tadalafil. For the most part, the latter patients gener-

ally changed the therapy because of efficacy/tolerability issues with the previous therapy.

Responses from physicians indicated that treatment with sildenafil oral suspension was associated with high patient satisfaction
and significant improvement in ED severity. This was confirmed in 98% of cases at the second visit (after a period of up to 90

days).
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