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Abstract

Background: Erectile dysfunction (ED) affects men’s life desperately and the incidence increases continuously. There are a few lines of
ED therapy, but there are still many ED cases that have not treated utterly. Therefore, research is needed to obtain the most appropriate line
of ED therapy, based on the underlying mechanism of ED. The aim of this study is to analyze the effect of oral daily 2.5 mg of tadalafil
administration and twice weekly Low Intensity Extracorporeal Shockwave Therapy (Li-ESWT) for 4 weeks in erectile dysfunction
patients, based on Peak Systolic Velocity (PSV) and Vascular Endothelial Growth Factor (VEGF).Methods: A 26-sample clinical trial
was conducted with pre and post-test control group design. Random allocation was done to divide the samples into two groups. Control
group was given 2.5 mg oral daily tadalafil, while the experimental group, additional twice weekly Li-ESWT was given. Therapies
were given for 4 weeks. All subjects were assessed using Erection Hardness Score (EHS) score, International Index of Erectile Function
(IIEF-5) score, and Color Doppler Ultrasonography (CDUS) penis for PSV, and plasma level of VEGF twice, prior to and after therapy.
Results: The experimental group showed significant improvement compared to the control group in EHS (delta) 2 (1–2) vs 1 (0–2); IIEF-
5 (delta) 7 (3–15) vs 4 (0–11); PSV (delta) 2.60± 1.34 vs 1.28± 1.86; and VEGF (delta) 26.69± 24.23 vs 6.32± 25.43. Conclusions:
Li-ESWT and tadalafil combination therapy improved erectile dysfunction, specifically based on PSV and VEGF parameters.

Keywords: Erectile dysfunction; Li-ESWT; Tadalafil; PSV; VEGF

1. Introduction
Erectile dysfunction (ED) is defined as the inability to

achieve and maintain penile erection sufficient for satisfac-
tory sexual performance that last for at least three months
[1,2]. ED incidence is increasing nowadays, especially in
the older population. ED has a great impact in men’s life
[3]. Generally, ED can be classified into two major groups,
which are psychogenic and organic ED [4]. The majority
of the cases are organic ED. And, to be specific, the origin
of these cases was due to the arterial vasculogenic problem
[4]. In arterial vasculogenic ED, the main culprit is thought
to be the endothelial dysfunction, which is nowadays com-
monly caused by metabolic disorders, such as diabetes, hy-
pertension, and metabolic syndrome [2,5–8]. Other causes
of organic ED are neurogenic problems, medications side
effects, and endocrine disorders.

There are various therapeutic options that can be cho-

sen to improve ED. As the first-line therapies there are
Phosphodiesterase type 5 (PDE-5) inhibitors and vacuum
devices. While for the second line therapy is intracav-
ernosal injection, and for the third line therapies are pe-
nile surgery and prosthesis [9,10]. In Indonesia, the avail-
able therapeutic strategy is merely by using oral PDE-5 in-
hibitors. Other treatment strategies cannot be implemented
due to the unavailability of the drug and other modalities.
A new modality, Low Intensity Extracorporeal Shockwave
Therapy (Li-ESWT), which had been used overseas for
erectile dysfunction was brought forward as a new hope for
ED treatment in Indonesia [11–23]. Li-ESWT is consid-
ered as a restorative therapy which could modify the ability
of the penile vasculature in order to achieve a better erection
[22,24,25]. The mechanism behind the Li-ESWT was still
in debate, but in previous animal studies, it was found that
Li-ESWT could induce the increase of Vascular Endothe-
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Table 1. Subjects characteristics.

Characteristics
Control group Experimental group Total

p
n = 12 n = 14 n = 26

Mean age (years old) 47.8 49.2 48.6 0.419
Mean spouses’ age (years old) 44.7 45.9 45.3 0.620
Mean duration of ED (years) 1.7 3.4 2.6 0.147
Mean of waist circumference (cm) 91.4 97.9 94.9 0.118
Mean BMI (kg/m2) 25.7 27.5 26.7 0.277

Comorbidities

Diabetes mellitus 25% 42.9% 34.6%
Hypertension 33.3% 42.9% 38.5%
Cardiac problems 16.7% 21.4% 19.2%
Dyslipidemia 25% 50% 38.5%
Hypogonadism 0% 35.7% 19.2%
History of smoking 41.7% 28.6% 34.6%
History of alcoholism 8.3% 7.1% 7.7%
Other 50% 57.1% 53.8%

ED severities
Mild 58.3% 35.7% 46.2%
Mild-Moderate 16.7% 35.7% 26.9%
Moderate 25% 28.6% 26.9%

Median of EHS 2 (1–3) 2 (1–3) 2 (1–3) 0.573
Median of IIEF-5 16.5 (9–21) 15.5 (10–20) 16 (9–21) 0.716
Note: n, number of samples; ED, erectile dysfunction; BMI, body mass index; EHS, Erection Hardness Score; IIEF,
International index of erectile function.
Comparison of IIEF-5, EHS, and mean duration of ED were done using Mann-Whitney test, as for other parameters, Inde-
pendent t-test were used.

lial Growth Factor (VEGF), which can lead to angiogene-
sis [20,21,24,26–32]. Preliminary studies in human also re-
sulting the same result [33]. Angiogenesis or neovascular-
ization could be observed by using Peak Systolic Velocity
(PSV) parameter by using Color Doppler Ultrasonography
(CDUS). Few studies tried to assess PSV in flaccid state
with various results, but it seemed that the result can be a
predictive value [34–37].

In order to improve the treatment of erectile dysfunc-
tion in Indonesia, especially in Surabaya, East Java, we con-
ducted an experimental study on the combined treatment
of Li-ESWT and tadalafil at Soetomo Doctor Hospital in
Surabaya. This study is the first study to use Li-ESWT to
improve erectile dysfunction by examining VEGF and PSV
parameters.

2. Materials and methods

2.1 Study setting

This randomized controlled, prospective clinical trial
aims to evaluate the improvement of patients with erectile
dysfunction treated with the combination of Li-ESWT and
tadalafil based on VEGF and PSV parameters. The experi-
ment took place in Andrology Clinic, Dr. Soetomo Hospi-
tal, Indonesia, between December 2019 and June 2020.

2.2 Subjects

Thirty men with age ranged from 40 to 55 years old,
with ED history for at least 3 months, from our center (An-
drology Clinic of Dr. Soetomo Hospital) were recruited
in this study. The inclusion criteria were patients with
mild, mild-moderate, and moderate ED, married and liv-
ing with their spouses. While the exclusion criteria were
psychogenic ED, physical trauma on genital area, spinal
cord injury, malignancy, PDE-5 inhibitors contraindica-
tions, prior use of PDE-5 inhibitors, and anti-VEGF medi-
cation use (one month), and other conditions which render
difficulties in implementing the Li-ESWT procedure.

2.3 Study protocols

A thorough clinical examination according to the
study protocols, which consist of history taking, physical
examination, CDUS for PSV and plasma VEGF level ex-
aminations were performed by all subjects prior the study.
All subjects were given 2.5 mg daily oral tadalafil for 4
weeks as the first line therapy for ED according to the clin-
ical guideline of our clinic. The Li-ESWT procedures were
performed twice weekly for 4 weeks along with the 2.5 mg
daily oral tadalafil therapy for the subjects in the experi-
mental group. Placebo was not used in this study due to
ethical considerations. At the end of therapy, the same ex-
aminations were done to all subjects thoroughly in order to
get the post experiment results.
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Table 2. Comparison of IIEF-5 scores.

Subject
IIEF-5 score Pre-test–post-test comparison

Pre-test Post-test Delta p

Control group
16.5 (9–21) 21 (9–25) 4 (0–12) 0.004*

(n = 12)

Experimental group
15.5 (10–20) 23.5 (14–25) 7 (3–15) 0.001*

(n = 14)

Total
16 (9–21) 22 (9–25) 5.5 (0–15)

(n = 26)
Note: IIEF, International index of erectile function; n, number of sample; *, sign of significance
(p < 0.05).
Comparison of pre- and post-test IIEF-5 parameter was done using Wilcoxon’s test.

2.4 Examination procedure

Erectile dysfunction was evaluated by Erection Hard-
ness Score (EHS) and International Index of Erectile Func-
tion (IIEF) scores. EHS scores were obtained directly by
asking the subjects after a brief explanation, while IIEF-
5 scores were gained from the IIEF questionnaires which
were filled by all subjects. Physical examinations were per-
formed by the attending doctors in the Andrology Clinic
which were not involved in this study. CDUS for PSV
examinations were performed in the Radiology Unit of
Dr. Soetomo Hospital by using GE Logiq 9 (GE Health-
care, Chicago, IL, USA). The plasma VEGF levels were
measured using Raybiotech® Human VEGF-A ELISA kit
(RayBiotech, Peachtree Corners, GA, USA), and the assays
were done in the Clinical Pathology Laboratory of Dr. Soe-
tomo Hospital.

2.5 Li-ESWT procedure

Li-ESWT procedures were performed by using BTL-
6000 SWT Topline machine (BTL Industries, London,
UK), with a 15 mm radial probe. Commercially made
water-based gel was applied to the penis before Li-ESWT
procedures. There were numerous earlier studies regarding
the protocols of Li-ESWT for ED. In this study, Li-ESWT
was delivered to five locations on the penis, which were dis-
tal, medial, and proximal portion of the penile shaft, and to
the left and right crux of the penis. Energy density was set
at 0.09 mJ/mm2, frequency was set at 5 Hz, with a total of
300 shocks at each treatment point.

2.6 Tadalafil administration

Tadalafil (Cialis, Eli Lilly, UK) was administered 2.5
mg oral daily.

2.7 Statistical analysis

The statistical analysis was done by using Easy R
(EZR) statistical software version 1.54 (Jichi Medical Uni-
versity, Saitama Medical Center, Saitama, Japan) [38]. The
data are expressed in mean ± SD or median and range.
Comparisons were done using paired t test or Wilcoxon

signed-rank test as appropriate for the between group pre-
and post-test comparisons. As for the comparison between
the experiment group and the control group, the indepen-
dent t test orMann-Whitney test is used as appropriate. Sig-
nificance was set at 5% (p < 0.05).

3. Results
The baseline assessment prior to the study that shown

in Table 1 were similar. There was no significant differ-
ence between the control and the experimental group (p >

0.05). Before starting the study, both groups showed simi-
lar baseline conditions. Three men in the control group and
oneman in the experimental group withdrew from the study
due to personal problems.

At the end of the treatment, there were changes in
IIEF-5 questionnaire scores and EHS scores in both groups.
In Tables 2,3, the IIEF-5 questionnaire score in the con-
trol group increased 4.5 points (p = 0.004) and 1 point for
EHS score (p = 0.004), while in the experimental group, the
score increased 8 points for IIEF-5 questionnaire score (p =
0.001) and 2 points increase for the EHS score, (p = 0.001).
In Table 4, there were no significant changes of VEGF level
in control group although VEGF level increased 6.32 points
(p = 0.408); however there were significant changes of the
VEGF level in the experimental group with 26.7 points in-
crease (p = 0.001). In Table 5, the PSV parameters of the
two groups have significant changes, and the control group
increased by 1.28 points (p = 0.04) and 2.60 points increase
in experimental group (p = 0.001).

In Table 6, we compared the changes in the control
with the experimental group to determine the efficacy of the
therapy. Although the post-test result didn’t seem to differ
significantly, but after calculating the changes of the respec-
tive parameters (delta), we can see that between two groups
there are significant statistical differences. The changes
of IIEF-5 questionnaire score and EHS score in the ex-
perimental group showed more superior result than con-
trol group (p = 0.047 and p = 0.032 respectively). Experi-
mental group had a better improvement in penile vascular-
ization which was shown from the PSV parameter signifi-
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Table 3. Comparison of EHS scores.

Subject
EHS core Pre-test–post-test comparison

Pre-test Post-test Delta p

Control group
2 (1–3) 3 (1–4) 1 (0–2) 0.004*

(n = 12)

Experimental group
2 (1–3) 4 (3–4) 2 (1–2) 0.001*

(n = 14)

Total
2 (1–3) 3.5 (1–4) 1 (0–2)

(n = 26)
Note: EHS, Erection Hardness Score; n, number of sample; *, sign of significance (p< 0.05).
Comparison of pre- and post-test EHS parameter was done using Wilcoxon’s test.

Table 4. Comparison of VEGF values.

Subject
VEGF level (pg/mL) Pre-test–post-test comparison

Pre-test Post-test Delta p

Control group
59.92 ± 41.91 66.24 ± 49.42 6.32 ± 25.43 0.408

(n = 12)

Experimental group
57.95 ± 25.92 84.65 ± 40.71 26.69 ± 24.23 0.001*

(n = 14)

Total
58.86 ± 33.52 76.15 ± 44.99 17.29 ± 26.40

(n = 26)
Note: VEGF, Vascular Endothelial Growth Factor; n, number of sample; *, sign of significance (p <

0.05).
Comparison of pre- and post-test VEGF parameter was done using paired t-test.

Table 5. Comparison of PSV values.

Subject
PSV (cm/s) Pre-test–post-test comparison

Pre-test Post-test Delta p

Control group
11.40 ± 3.47 12.68 ± 3.90 1.28 ± 1.86 0.04*

(n = 12)

Experimental group
11.14 ± 1.79 13.74 ± 2.10 2.60 ± 1.34 0.001*

(n = 14)

Total
11.26 ± 2.64 13.25 ± 3.04 1.99 ± 1.70

(n = 26)
Note: PSV, Peak Systolic Velocity; n, number of sample; *, sign of significance (p < 0.05).
Comparison of pre- and post-test PSV parameter was done using paired t-test.

cant changes compared to control group (p = 0.009). The
VEGF level also showed better improvement in experimen-
tal group compared to control group, and it was statistically
significant (p = 0.023). The increase of all parameter in
the experimental group are higher than in the control group,
which mean that the addition of Li-ESWT to the standard
therapy provided more outstanding result.

Furthermore, Fig. 1 showed a positive correlation (by
using Spearman correlation test) between changes in the
IIEF-5 questionnaire score and changes in the PSV param-
eter significantly (p = 0.048).

Fig. 1. Correlation of delta PSV and IIEF-5.
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Table 6. Comparison of all parameters between groups.
Parameter Control group Experimental group p

IIEF-5
Pre-test 16.5 (9–21) 15.5 (10–20) 0.716
Post-test 21 (9–25) 23.5 (14–25) 0.047*
Delta 4 (0–11) 7 (3–15) 0.047*

EHS
Pre-test 2 (1–3) 2 (1–3) 0.573
Post-test 3 (1–4) 4 (3–4) 0.018*
Delta 1 (0–2) 2 (1–2) 0.032*

VEGF
Pre-test 59.92 ± 41.91 57.95 ± 25.92 0.885
Post-test 66.24 ± 49.42 84.65 ± 40.71 0.308
Delta 6.32 ± 25.43 26.69 ± 24.23 0.023*

PSV
Pre-test 11.40 ± 3.47 11.14 ± 1.79 0.813
Post-test 12.68 ± 3.90 13.74 ± 2.10 0.385
Delta 1.28 ± 1.86 2.60 ± 1.34 0.009*

Note: IIEF, International index of erectile function; EHS, Erection
Hardness Score; PSV, Peak Systolic Velocity; VEGF, Vascular En-
dothelial Growth Factor; *, statistically significant (p < 0.05).
Comparison between groups for pre-test and post-test VEGF param-
eters were done using Independent t-test, as for the others parame-
ters, the statistics methods used was Mann-Whitney test.

4. Discussion
The prevalence of erectile dysfunction remains high

up until now, especially the organic ED that caused by ar-
terial vasculogenic problems, and the PDE-5 inhibitors are
still the main choice of therapy for this kind of ED [1,39].
But, the underlying cause behind the occurrence of arterial
vasculogenic ED, which is believed to be the endothelial
dysfunction, is still remain untouched. The therapy should
be focused toward the endothelial dysfunction, which up
until now, is still not solved by PDE-5 inhibitors as the
first line therapeutic option. Newer therapies have been in-
vented to improve ED, but almost none of them are focused
on repairing the endothelial function. Regenerative thera-
pies, such as stem cells, theoretically are able to repair these
underlying mechanisms, but still no astonishing result was
seen. Shock wave, especially low intensity shock wave,
which is delivered from extra corporeal, seems to have a
capability to induce regenerative process to repair the en-
dothelial function. Prior studies have shown promising re-
sults.

In this study, we want to dwell further into Li-ESWT
effects, clinically, as well as biochemically and radiologi-
cally, by assessing changes on IIEF-5 questionnaire score
and EHS score, and evaluating the vascular regeneration
process of the penile based on PSV parameter, and VEGF
level as an angiogenesis factor.

In ED, CDUS is used to monitor the blood flow in
cavernous arteries to confirm the penile vasculature [35,40–
43]. CDUS could be done in two conditions, flaccid state
and full erect state, with CDUS in fully erect state being the
gold standard. The procedure requires the use of intracav-
ernous injection of vasoactive agents to stimulate the erect

state (Pharmacopenile Doppler Ultrasonography) [19,44–
47]. On the contrary, CDUS in flaccid state is done without
any stimulation to the penis. Assessment in flaccid state is
consideredmore comfortable than Pharmacopenile Doppler
Ultrasonography (PPDU), because it is a non-invasive as-
sessment. CDUS of the flaccid penis, according to stud-
ies could equally reflect penile vasculature condition as the
fully erect state [34–37,48]. Parameter to be assessed in
CDUS are arterial diameter, Peak Systolic Velocity (PSV),
and Resistive Index (RI). But, in flaccid state, only PSV
which had a significance in determining ED and for moni-
toring therapy.

In addition, VEGF is a protein belonging to the growth
factor family and has a unique role in stimulating vascular
regeneration [22,49,50]. There are five isoforms of VEGF
have been known up until now, which are VEGF-A, VEGF-
B, VEGF-C, VEGF-D, and Placenta Growth Factor (PGF)
[51]. The receptors of VEGF-A are found on the endothelial
tissue. VEGF-A is known for having the effect to stimulate
the blood vessel angiogenesis process due to hypoxic con-
dition and tissue trauma [52]. There was no previous study
about VEGF parameter for evaluation of Li-ESWT therapy.

The mechanism behind ESWT is micro trauma. Low
intensity shock waves which were delivered to the cav-
ernous tissues causing micro traumas in the cavernous tis-
sues. In regard most cavernous tissue are consisted of
vasculature tissue (sinuses and vessels), the micro traumas
were expected to happen in the vasculature tissues. The
traumas, specifically being shear trauma, induce the release
pro-inflammatory substances which lead to the release of
the pro-angiogenesis substances, such as VEGF.

In the control group, there was clinical improve-
ment and increased PSV parameters without any significant
changes in VEGF levels. As stated before, PDE-5 inhibitor
do indeed improve the clinical outcome of ED. That is the
main cause of its being the chosen therapy for first line treat-
ment. The increase of PSV in the control group might be
caused by the vasodilatation in the penile vasculature as the
main effect of the inhibition of PDE-5 enzyme. The un-
changed level of VEGF showed that PDE-5 inhibitor does
not have the capability to repair the endothelial dysfunction
which was the underlying mechanism of this type of ED.

Meanwhile, in the experimental group, the increase
in PSV and VEGF levels supported the clinical improve-
ment, which was higher than that in the control group. The
tremendous increase of PSV and VEGF in the experimen-
tal group was likely due to the Li-ESWT procedure (in re-
gard that the PDE-5 inhibitor effect is same). Li-ESWT
induced micro trauma caused by the shear process done
in the tissue from the shock wave movement in the penile
perivascular tissue, which then stimulating the regenera-
tion process by attracting the pro-inflammatory substances,
and pro-proliferative substances, such as VEGF, which then
stimulated the generation of new blood vessel in the cav-
ernous tissue. These results have shown that tadalafil alone
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could not achieve significant increase in VEGF level (in
control group), while the addition of Li-ESWT procedure
to the tadalafil therapy produced better results. Li-ESWT
was proven to be more superior to tadalafil therapy in this
case, or maybe this effect happened due to the synergism
of both tadalafil and Li-ESWT therapies. Nevertheless, it
is clear that PDE-5 inhibitor only focused on vasodilatory
effect, whilst Li-ESWT had done more by repairing the un-
derlying mechanism. But, of course, the effect of Li-ESWT
is not instantaneous, that is why Li-ESWT is better if used
as a combination with other means of therapy [53].

Previous studies have similar results in terms of clin-
ical improvement and sexual satisfaction [13,14,54–56].
Meanwhile, a previous study used PSV parameters in a re-
laxed state to evaluate the efficacy of Li-ESWT, and the re-
sults were similar to our study [48]. As for the assessment
of VEGF levels, no human studies have been published be-
fore. This study was the first study to improve the erectile
dysfunction that using Li-ESWT by examining the VEGF
and PSV parameters.

5. Conclusions
This trial proved that the combination therapy of 2.5

mg oral daily tadalafil and twice weekly Li-ESWT were
superior to 2.5 mg oral daily tadalafil alone in improving
IIEF-5 score, EHS score, PSV parameters, and plasma level
VEGF in mild, mild-moderate, and moderate erectile dys-
function patients. In conclusion, the combination therapy
of Li-ESWT and tadalafil improved erectile dysfunction,
specifically based on PSV and VEGF parameters.
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