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Abstract
Introduction: While upper-class men had been taking care of themselves for centuries, this changed somewhat in the first half of the 20th century. 
And by the 1980s the cult of the body and the metrosexual man had emerged, with a marked upsurge in male cosmetic treatments. There was also 
an increased demand for treatment of wrinkles such as glabellar lines or nasolabial folds.

Intradermal mesotherapy was the first branch of general medicine to meet a growing demand- mainly among women- for moisturizing the skin and 
filling in wrinkles.

The Swiss company IBSA Derma-Suisse presented us with a hybrid hyaluronic acid gel based on two Hyaluronic Acids (HA) of different molecular 
weight, principally intended for correcting the skin aging process and repairing the dermal tissue.

This article examines the results obtainable in some male members of PM’s personal aesthetic patients.

Four patients agreed to test this hybrid HA gel. Two of them were treated on the face and neck, one exclusively on the neck and one exclusively on 
the face.

Material: The injected gel contains highly concentrated HA due to the combination of two HA with different molecular weights. This gel is 
manufactured by IBSA Farmaceutici Italia, marketed by IBSA in Switzerland.

Method: The test volunteers were injected according to the protocols established by IBSA, on the face and/or neck, at J0, J30.

The results were evaluated on photographs of the face and three-quarter left and right, by the test individuals, 2 experts and the injector at J0, J30 
and three months after the second treatment.

Results: The photographic assessment indicates a discrete improvement in the clinical condition of the test volunteers. However, due to the few 
test patients enrolled in this observation, it cannot be drawn a definitive conclusion on the efficacy in man skin. Larger studies with a multi-ethnic 
approach are needed.

Conclusion: There is an undeniable improvement after two treatments with hybrid hyaluronic acid gel in the subject tested. Two things have 
however to be considered. The first one is that there is no visual analogue scale for aging in males, thus complicating the skin judgement. The second 
one, based on this observation, is that in some subjects, the two sessions, and probably also the volume injected may be not always sufficient, to 
obtain a fully satisfying result on the skin.

Keywords: Hydration; Hybrid hyaluronic acid; BAP technique

Introduction
While upper-class men have taken more or less care of themselves 

for centuries, in the first half of the 20th century it was somewhat 
different. And in the 1980s, the cult of the body and the metrosexual 
man appeared, with a clear upsurge in male cosmetic care. There was 

also an increased demand for treatments of wrinkles such as glabellar 
lines or nasolabial folds. A metrosexual is a city dweller of all genders 
and sexual orientations who is very concerned about his appearance.

It is a neologism coined in 1994 by Mark Simpson, a British 
journalist at “The Independent” [1,2].

https://www.sciforschenonline.org
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Intradermal-mesotherapy was the first branch of general medicine 
to respond to patients’ demand for moisturizing the skin and filling in 
wrinkles, mainly concerning women [3-7].

In the 1980s, cosmetic companies finally started to focus on men’s 
cosmetics, not just shaving foams and aftershaves.

We have seen a plethora of brands flourish, sometimes only for men, 
such as, not to mention: Nickel®, a brand of cosmetics and skincare 
products for men, created in 1996, belonging to the L’Oréal group 
since 2013. The brand disappeared the following year [8].

IBSA Farmaceutici Italia has formulated a hybrid hyaluronic acid gel 
based on two Hyaluronic Acids (HA) of different molecular weights, 
whose main indication is: “correction of the skin aging process and 
repair of the dermal tissue”.

The main purpose of this article is to present the results obtained in 
a few male subjects from the main author’s personal aesthetic patients.

The secondary goal is to see how well male subjects tolerate the 
injection of medical substances that do not contain lidocaine. The 
effectiveness of adding lidocaine to HA gel can no longer be denied 
[9].

Young men prefer botulinum toxin injections, whatever the 
indication, as long as they do not feminize them. The mature man will 
opt for a face lift rather than repeated injections, the only exception 
being botulinum toxin [2].

Materials
Profhilo

Hybrid Hyaluronic Acid (HA) gel is manufactured by IBSA 
Farmaceutici Italia, whose parent company, IBSA-Pharma, is 
located in Collina d’Oro, Ticino, Switzerland, and marketed in Italy 
since 2015 [10].

Composition: The HA used in the manufacture of the tested gel 
is of non-animal origin (Streptococcus equi ssp.), of pharmaceutical 
grade, produced by the IBSA company itself. The gel consists of two 
solutions containing an HA of low molecular weight (L-HA) (80-100 
kDa) and a high molecular weight HA (H-HA) (1100-1400 kDa) [11]. 
The production of hybrid complexes is obtained by thermization of the 
two mixed solutions (L-HA+H-HA). Once the product is finished, the 
viscosity of the solution containing the hybrid complexes is lower than 
that of the initial solution.

The hybrid HA gel comes in a 2 ml syringe, each ml containing 
16 mg of the 2 HAs of different molecular weights. This gives a 
concentrated HA gel at 32 mg/ml, in a physiological sodium chloride 
buffer solution. [12].

Hybrid HA gel does not contain any chemical cross-linking 
agents; it is the result of a thermal process, using NAHYCO® Hybrid 
Technology, patented by IBSA.

Thermization changes the contacts between the hydrogen atoms of 
the two HA solutions and increases their cohesion. With the finished 
product, we observe:

- On the one hand a low viscosity

- On the other hand, a strong cohesion of the molecules

Which allows a good distension but not diffusion in the tissue. 
In the face of hyaluronidases, Profhilo® hybrid complexes are more 
resistant than their non-hybridized alter-egos of the same molecular 
weight. As a result, they should last longer in vivo [11,12].

Indications: Hybrid HA gel can be used on the face, specifically the 
zygomatico-malar and sub-malar region, as well as on the whole body 
[10-14] for:

- Correcting the skin’s aging process by rehydrating the tissues and 
preventing or combating the skin’s aging process.

- The 2nd indication for this gel: the repair of dermal tissue in the 
case of superficial post-traumatic skin scars.

We have already presented our results with some female subjects: 
improvement of the neckline and of aging arms [15].

In this article, we look at the results of face and neck treatment in 
male subjects from our private aesthetic practice.

Injection mode: The hybrid HA gel is injected through a 29G 
needle (0.33 × 12 mm), intradermally, according to the instructions 
for use [14].

There is a 5 bolus per side injection scheme “BAP technique” 
(“BioAesthetic Points technique”) for treatment of the face and neck, 
recommended by IBSA Farmaceutici Italia [15,16].

The hybrid gel does not contain lidocaine. The so-called “Tenting 
technique” is suggested for injecting it.

For this injection technique, the area to be injected is pinched and 
the needle is implanted either perpendicular to the skin plane, or 
perpendicular in line with the fold created [15] (Figure 1).

Regardless of the needle implantation axis chosen, with the so-
called “tenting” injection technique one almost always injects into the 
subcutaneous fat plane. We will not argue about the depth of injection 
achieved [17-19].

Digital camera
The camera used is a Nikon® DX digital camera, AF-S DX Nikkor, 

ED 18-55 mm 1: 3.5-5.6 GII lens.

Pain assessment scale
The pain experienced with the injection is measured on a Visual 

Analogue Scale (VAS), graduated from 0 to 100 (0 =no pain, 
100=unbearable pain) (Figure 2 top).

Clinical Assessment Scales
Face: To our knowledge, there is still no approved whole-face aging 

scale for men. We have therefore estimated the degree of ageing of the 
whole face based on the various existing visual scales of Merz Pharma, 
made with only female subjects and which we have in our possession.

Neck: There does not seem to be a visual analogue scale for the neck 
in men either. All the scales we have seen are scales with women.

For this area, which is new to medical aesthetics in humans, we 
use the visual analogue scale for Ultherapy® from Merz Pharma [20] 
(Figure 3).

GAIS scale: The improvement brought by the injections was 
evaluated by the subjects, the experts and the injector thanks to the 
GAIS (Global Aesthetic Improvement Scale), comprising 5 grades 
(Figure 2, bottom) [21-23].

Patients: Three men among our private aesthetic medicine 
patients have, after verbal and written explanations in compliance 
with the Helsinki declaration, and a 15-day reflection period, agreed 
to participate in this follow-up. An informed consent as well as a 
document for the right to the image was signed. The fourth subject is 
none other than the principal author of this observation.
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Figure 1: A: Left: simulation of needle implantation tangential to the skinfold with the «tenting technique», under ultrasounds. B : In vivo.

Ultrasound head

Syringe and Needle

Figure 1: A: Left: simulation of needle implantation tangential to the skinfold with the «tenting technique», under ultrasounds. B : In vivo.

 
Figure 2: Above: Left: the «blind» face of the scale, presented to the subjects. Right: the graduations, visible by the experts (here 10= 1; 100=10).
Below: Left: GAIS scale (Global Aesthetic Improvement Scale).

The three subjects, one 53 years old, one 54 years old and one 63 
years old, were injected in the face.

- The first subject with lot No. 1911020- Exp: 2022-11.

- The other two with lot No.1907040- Exp: 2022-07.

Three subjects, those aged 53 and 63 years and one subject aged 72 
years, were injected in their neck.

- The first subject with lot No.1911020- Exp: 2022-11.

- The two others with lot No.1907040- Exp: 2022-07.

Supplementary table 1 and supplementary figure 1 shows the 
demographic data, skin type according to Fitzpatrick and photo-aging 
according to Glogau for the subjects.

Method
Photographs

At J0, in the injector’s office, photographs of the subjects from the 
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Group Classification Typical age Description Skin Characteristics

I Mild 28-35 No wrinkles Early Photoaging: mild pigment changes, no keratosis, minimal wrinkles, 
minimal or no make up

II Moderate 35-50 Wrinkles in motion Early to Moderate Photoaging: Early brown spots visible, keratosis palpable 
but not visible, parallel smile lines begin to appear, wears some foundation

III Advanced 50-65 Wrinkles at rest Advanced Photoaging: Obvious discolorations, visible capillaries 
(telangiectasias), visible keratosis, wears heavier foundation always

IV Severe 60-75 Only wrinkles Severe Photoaging: Yellow-gray skin color, prior skin malignancies, wrinkles 
throughout- no normal skin, cannot wear makeup because it cakes and cracks

Supplementary Table 1: Classification of skin aging according to Glogau [22].

Examples of calculating the area of a sphere and multiple small spheres (4 × π × r2)
Volume of a sphere: V = 4/3 × π × r³.
-	 On a sphere of 1mm radius, we have a surface of 12.56mm2.
-	 The volume of this sphere: 4.19mm3.
if I divide it into 10 equal spheres, then I get 10 spheres with a radius of 0.46 mm or an area for the 10 spheres of 26.6mm2.

 
Supplementary figure 1: Classification of phototypes according to Fitzpatrick [23].
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front and ¾ in a seated position are taken with their heads resting 
against a wall; at J30, just before the 2nd treatment and 3 months after 
the second treatment.

Injections
At J0 and J30, the injection of the BAP technique, approved by IBSA 

Farmaceutici Italia, was done using the “Tenting technique”, [16] in 
order to reduce as much as possible the pain experienced.

Evaluations

After classification at J0, before the first treatment, a preliminary 
evaluation was performed by the subjects, the experts and the injector 
at J30, just before the second treatment. The last evaluation was done 
three months after the latter, according to the above-mentioned scales.

In this article, for the sake of clarity, we will only present our 
evaluation results at J0 before injection and 3 months after the second 
treatment.

Side effects

Subjects see only a continuous green line and must place the cursor 
of the VAS scale at the estimated degree of pain experienced (Figure 
2, top left).

The pain felt is of very short duration (<1 minute) at the time of the 
injection. On the VAS scale graduated from 0 to 100, the greatest pain 
mentioned by one of the three subjects was evaluated at 50/100 during 
the 1st treatment. In the second treatment, the pain was evaluated at 
35/100.

Subject 3 experienced a warm sensation for 30 minutes at the 
injection sites. (Lot No. 1911020 - Exp: 2022-11).

We observed in subject 3, and only on the 2 cheekbones, the 
persistence during 48 hours of a zone elevation to the level of the bolus 
carried out (lot No. 1911020 - Exp: 2022-11- see above) (Figure 4).

Supplementary table 2 shows the pain sensations felt by the subjects, 
using the VAS scale from 0 to 10.

Results
Between J0 and 3 months after the 2nd treatment, which is J120, we 

estimate between the subjects and the experts the following:

Face
MAS and GAIS scale

a.	 Subject 1: From the front, there is a clear improvement in 
the facial volume without the subject having gained weight. His jugal 
hollows and tear trough are clearly improved.

- The three-quarter view also shows an improvement, even if 
the lighting is not strictly identical. The position is superimposable 
between J0 and J120.

b.	 Subject 2: From the front, there is a distinct improvement in 
the skin quality (Figure 5).

- In the three-quarter view from the right, there is an improvement 
of the nasolabial fold and the periocular rim in terms of wrinkle depth. 
We do not observe any improvement of the left three-quarter view.

c.	 Subject 3: From the front, there is an improvement in the 
right jugal cavity, more marked than in the left jugal cavity.

- In the three-quarter view the marionet folds are improved, the 
jugal hollows too, probably more on the right than on the left, the 
pictures not being 100% superimposable due to the position of the 
subject and the lighting.

Supplementary table 3 shows the evaluations by the subjects, the 
two experts and the injector.

Neck
MAS and GAIS scale

a.	 Subject 1: From the front, there is an improvement of the 
skin aspect on the central part of the neck.

- In the three-quarter view, while there is a possible improvement 
on the right ¾, it is difficult to make a statement on the left ¾.

b.	 Subject 2: despite his advanced age: From the front, there 
is a reduction in the depth of wrinkles, and an improvement in the 
quality of the skin.

- In the three-quarter view, the improvement is better highlighted 
on the right ¾ than on the left.

c.	 Subject 3: From the front, we can observe an improvement 
in the depth of wrinkles and in the luminosity and radiance of the skin.

- In the three-quarter view, although the subject is not strictly in the 
same position, especially the left ¾, there is however an improvement 
in the wrinkles, which was noticed by all around him (Figure 6).

Supplementary table 3 shows the evaluations by the subjects, the 
two experts and the injector.

Discussion
Pain

Among the 4 subjects whom we had the opportunity to follow up 
and question, there does not seem to be any real difference between 
women and men in the pain experienced with regard to the product 
injected with the “Tenting technique” [15]. However, it should be 
noted that the sample of subjects is very small and precludes any hasty 
or derogatory conclusion.

Effectiveness
The two treatments with the hybrid hyaluronic acid in Profhilo 

visibly improve the appearance of the skin in the treated area.

We farther believe, considering the results of our trials with hybrid 
complexes of hyaluronic acids that this new form of gel can be useful 
not only for rejuvenation of face, but also other parts of the body 
exposed to skin laxity. After injection, the boluses should not be 
massaged. The hybrid gel naturally expands within the extracellular 
matrix. Massage, by “breaking” the bolus, prevents the gel from fully 
exploiting its hydrophilicity and from attaining its volume. In fact, 
the attack surface offered to the hyaluronidases will be much greater 
when faced with multiple small particles than when faced with a large 
cohesive bolus. Remember the mathematical formula for calculating 
surface areas: 4 π × R 2.

Face Neck

Subject 1 2 3 1 2 3

Age 53 54 63 53 72 63

Fitzpatrick [22] IV IV II III III II

Glogua [23] III III III III III III

Supplementary Table 2: Demographic data of the 4 subjects in this 
observation.
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Figure 3: MAS Scale for evaluation of ageing neck - Ultherapy® Scale from Merz.

Figure 4: Subject 3
On 05.11.2020 A = before injection, B = just after injection, C = 06.11.2020: 24h after PROFHILO®. Blue arrow: naevus. White spots: points of 
injection on the face and the neck («BAP technique»)..

Figure 5: Subject face and neck: Grey T-Shirt 19.10.2020 before PROFHILO®
Green and blue shirts: 3 months after the 2 sessions of injections.
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Face 1st treatment Topic 1 Topic 2 Topic 3 Neck 1st treatment Topic 1 Topic 2 Topic 3
T0 5 5 2 T0** 2 2 4**

T5’ 0 0 2 (heat) T5’ 0 0 2 (heat)
T10’ 0 0 2 (heat) T10’ 0 0 2
T30’ 0 0 2 T30’ 0 0 0

2nd treatment 2nd treatment
T0 5 5 2 T0* 5-3 2 4
T5’ 0 0 2 T5’ 0 0 0

T10’ 0 0 0 T10’ 0 0 0
T30’ 0 0 0 T30’ 0 0 0

Supplementary Table 3: Assessment of pain according to a VAS scale graduated from 0 to 10 (0 = no pain; pain- 10 = unbearable pain).

*5/10 for 3 points on the median line. The other points: 3/10
**4/10 for 3 points on the median line. The other points: 2/1

 
Figure 6: Above: Left pictures: before Profhilo® and 3 months after the 2 sessions of injection.
Right: Above: aspect of the  neck before Profhilo® and Below: 3 months after the 2 sessions of injection.

 

Figure 7: Oldest subject before PROFHILO® 20.10.2020 and 3 months after 2 sessions of injection.
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Men Before M3 after 2nd

FACE MAS GAIS MAS
Face ¾ D/G Face ¾ D/G Face ¾ D/G

Topic 1 3 3/3 2 2/2 2 2/2
Exp 1 3.5 3/4 2 2/2 2 3/3
Exp 2 2 2/2 1 1/1 2 2/2
Exp 3 3 3/3 3 3/3 2.5 2.5/2.5

Evaluation 
Average 2.88 2.75/3.00 2.00 2.00/2.00 2.13 2.38/2.38

Gain 0.75 0.37/0.62
Topic 2 3.5 3/3 1 1/1 3 3/3
Exp 1 3 3/3 1 1/1 3 3/3
Exp 2 2 2/2 2 2/2 1 1/1
Exp 3 2 2/2 1 1/1 2 1/1

Evaluation 
Average 2.88 2.00/2.00 1.25 1.25/1.25 2.25 2.00/2.00

Gain 0.63 0.00/0.00
Topic 3 3 3/3 2 2/2 2 2/2
Exp 1 2.5 2/3 2 2/2 2 2/2
Exp 2 2 2/2 2 2/2 1 1/1
Exp 3 2.5 2/3 2 2/2 3 3/3

Evaluation 
Average 2.50 1.50/2.75 2.00 2.00/2.00 2.00 2.00/2.00

Gain 0.50 -0.50/0.75

Supplementary Table 4: Evaluation before and 3 months after the second injection of the appearance of the face, according to the VAS and GAIS scales, 
in men.

We observe, on average among this small number of subjects, deterioration in the ¾ right views. This may be the consequence of the Jacquet massage 
suggested to the subjects at this stage.

Men Before M3 after 2nd

COU MAS GAIS MAS
Face ¾ D/G Face ¾ D/G Face ¾ D/G

Topic 1 2.5 2/2 3 3/3 2 2/2
Exp 1 3 3/3 3 3/3 2 2/3
Exp 2 3 3/3 2 2/2 2 2/2
Exp 3 3 3/3 3 3/3 2 2/2

Evaluation 
Average 2.87 2.75/2.75 2.75 2.75/2.75 2.00 2.00/2.25

Gain 0.86 0.75/0.50
Topic 2 3 3/3 3 3/3 2 2/2
Exp 1 4 3/3 2 2/2 3 3/3
Exp 2 3 3/3 1 1/1 3 3/3
Exp 3 3 3/3 1 1/1 3 3/3

Evaluation 
Average 3.25 3.00/3.00 1.75 1.75/1.75 2.75 2.75/2.75

Gain 0.50 0.25/0.25
Topic 3 2.5 2.5/2.5 3 3/3 2.5 2.5/2.5
Exp 1 1.5 1/2 1 1/1 1 1/2
Exp 2 2 2/2 1 1/1 2 2/2
Exp 3 1 1/1 3 3/3 1 1/1

Evaluation 
Average 1.75 1.63/1.88 2.00 2.00/2.00 1.63 1.63/1.88

Gain 0.12 0.00/0.00

Supplementary Table 5: Evaluation of the appearance of the neck before and 3 months after the 2nd injection according to the VAS® and GAIS scales, 
in men.
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It may be necessary, depending on the patients, to inject more 
hybrid gel into the areas to be treated.

1. Depending on the type of skin aging the patient has, it may be 
necessary to consider a third or even a fourth treatment.

2. The pace and timing of the maintenance sessions need to be 
codified in a longer-term study with a larger number of subjects and a 
multi-centre, ethnically diverse study.

3. There is an urgent need to create Visual Analogue Scales (VAS) 
for males of various ethnicities. Indeed, the male market is growing 
rapidly. So we must adapt to it (Figure 7).

Conclusion
We present our first treatment results with the hybrid HA gel on the 

face and neck of male subjects. There is a visible improvement in the 
areas treated with this new gel on the market, whose indication is not 
wrinkle filling or volumetric correction of the face and body.

Based on the encouraging results obtained in these four candidates 
we speculate, that the injected volume should be even augmented for 
the treatment of other areas as the face, meanwhile leaving the number 
of session at 2 to 30 days apart.

Larger-scale, multi-centre, multi-ethnic studies are needed, given 
the growing mix of populations in our countries.

It’s important to instruct the subjects not to massage the treated 
area, in order to allow the hybrid gel to develop all its qualities 
(Supplementary tables 2-5).
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