
O R I G I N A L  R E S E A R C H

Efficacy and Safety of Neauvia Intense in 
Correcting Moderate-to-Severe Nasolabial Folds: 
A Post-Market, Prospective, Open-Label, 
Single-Centre Study
Nicola Zerbinati1, Anna Płatkowska2, Stefania Guida3,4, Giorgio Stabile3,4, Roberto Mocchi5, 
Chiara Barlusconi6, Sabrina Sommatis5, Leonardo Garutti7, Raffaele Rauso 8, Giovanna Cipolla9, 
Luca Bettolini 10,*, Stefano Bighetti 10,*

1Dermatology Unit, University of Insubria, Varese, Italy; 2Dermatology Unit, Anclara Health &Aesthetics, Warsaw, Poland; 3Dermatology Unit, 
Università Vita-Salute San Raffaele, Milan, Italy; 4Dermatology Clinic, IRCCS San Raffaele Scientific Institute, Milan, Italy; 5Microbiology and 
Biochemistry Department, UB-CARE S.r.l.-Spin-off, University of Pavia, Pavia, Italy; 6Department of Biomedical Sciences and Human Oncology, 
University of Bari, Bari, Italy; 7Department of Biotechnology and Life Sciences, University of Insubria, Varese, Italy; 8Maxillofacial Surgery Unit, Clinica 
Parioli, Rome, Italy; 9Dermatology Unit, Centro Medico Polispecialistico, Pavia, Italy; 10Dermatology Unit, University of Brescia, Brescia, Italy

*These authors contributed equally to this work 

Correspondence: Luca Bettolini; Stefano Bighetti, Dermatology Unit, University of Brescia, Brescia, 25123, Italy, Tel +39 030 3995301, Fax +39 030 399505, 
Email l.bettolini@unibs.it; s.bighetti@unibs.it 

Purpose:  This prospective, single-center study aims to evaluate the safety and effectiveness of NEAUVIA Intense, a PEG cross- 
linked polymeric hydrogel, in correcting moderate-to-severe nasolabial folds (NLF) in a routine clinical setting. The study investigates 
the aesthetic outcomes, patient satisfaction, and adverse events associated with the injectable filler.
Patients and Methods: Seventy patients were initially enrolled, with 60 meeting study parameters. The post-market study involved 
a single session treatment, employing NEAUVIA Intense on each side of the NLF. Assessments utilized the Modified Fitzpatrick 
Wrinkle Scale (MFWS), Global Aesthetic Improvement Scale (GAIS), and Visual Analogical Scale (VAS).
Results:  The study demonstrated a statistically significant improvement in tissue depression immediately post-injection (p < 
0.001), with sustained effects up to 6 months. MFWS assessments revealed that responder patients were 96.6% immediately 
after treatment, 76.6% one month, 48.3% after 3 months, and 28.3% at 6 months (p < 0.001). Additionally, there was 
a significant change in the frequency distribution of MFWS scores post-treatment (p < 0.001), with the majority of patients 
experiencing improvement in tissue depression. Maximum improvement was observed at 30- and 90-days post-treatment 
based on GAIS assessments. Patient and physician satisfaction, measured by VAS, remained stable over time, with fluctua
tions at 4 and 24 weeks after treatment (p < 0.001, Anova; p < 0.05, Wilcoxon). Throughout the entire follow-up duration of 
the patients enrolled in the study, no adverse effects related to the use of the product were observed.
Conclusion:  NEAUVIA Intense proved to be an effective solution for correcting NLF, providing significant and lasting improve
ments in tissue depression and aesthetic outcomes. The study underscores the necessity for continuous assessment in aesthetic 
medicine to align outcomes with evolving patient expectations and optimize long-term results. The findings contribute to the under
standing of this specific hydrogel filler and highlight the broader context of injectable fillers in comprehensive facial aesthetic 
strategies.
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Introduction
A novel branch of aesthetic medicine has emerged, offering a minimally invasive alternative to plastic surgery 
for addressing facial ageing. This specialized field focuses on techniques like intra-dermal or subcutaneous filler 
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injections, particularly hyaluronic acid (HA) fillers, known for their remarkable aesthetic improvements with 
minimal downtime.1–3 Dermal fillers, classified as class III medical devices, effectively restore facial volume and 
treat aesthetic defects such as wrinkles and scars. In particular, the nasolabial folds (NLF) are deep wrinkles 
located from the side of the nose to the corner of the mouth, commonly known as “laugh lines”, and they change 
with age due to the loss of the integrity of the underlying tissues and of the volume itself, due to the decrease in 
HA and the alteration of collagen and tissue elasticity.4–8 These “smile lines” can already be seen in younger 
adulthood, but this occurs mostly in the 40–50 age group. Injectable HA gels can be used to treat NLF defects 
by restoring volume and improving the natural three-dimensional contour of the area.8 This treatment offers 
several advantages, including the reestablishment of a more appropriate psychosocial function.9,10 Common 
complications of fillers include minor infections, allergic reactions, and swelling. Although rare, autoimmune 
reactions, visual disturbances, and strokes have been reported.11 Therefore, doctors need to receive proper 
training in the use of dermal fillers to be knowledgeable about potential complications and able to manage 
them immediately.12,13 Doctors must have experience in selecting the right injectable product for patients based 
on their characteristics and facial anatomy. To prevent adverse events, safe preparation and injection techniques 
must be used. Hyaluronidase is a necessary antidote to protect against unexpected complications, especially for 
HA-based fillers.14,15 Injectable fillers have various applications in specific pathologies, such as the recovery of 
subcutaneous fat atrophy, a peculiarity of HIV-infected patients.16,17 They are also used for correcting facial 
defects and traumatic facial injuries of all types, which can cause significant psychological discomfort and 
negative effects on the psyche and social life of the patient. Facial asymmetries, scars, and other deformities 
have an unfavorable impact on the emotionality of the traumatized subject, especially among young people 
involved in road accidents, sporting accidents, violent actions or tumbles.18 Less invasive treatments are being 
developed to restore facial volume and improve the appearance of scars. Dermal fillers, autologous fat grafting, 
laser, and dermabrasion are effective methods that can complement major surgery or be used as less invasive 
substitutes. They positively impact facial volume and the appearance of scars, making them better accepted by 
traumatized individuals.18–20 HA fillers are widely used for facial rejuvenation and are the most common dermal 
filler treatment.1 HA is a biopolymer naturally found in the body and has many beneficial properties.1 It is non- 
toxic, biodegradable, non-immunogenic, and has various biological functions.

Naturally occurring HA has a short life of around 1–2 days and is eliminated through the liver and lymphatic 
system. To maintain its properties and prevent degradation, cross-linking is necessary. This process helps to 
prolong its residence time in the dermis, and conjugation is also important.21 Hyaluronic acid (HA) is used in 
bioengineering, orthopedics, and ophthalmology for creating biomedical devices. It is available in forms like 
nanoparticles, nanocomplexes, matrices and hydrogels.22 HA-based hydrogels are used in various medical 
applications, including dermal fillers. To make them safer for use in the body, cross-linking agents are used to 
reduce the biodegradation rate and balance the viscoelastic properties.23,24 Research aims to find maximum safety 
and quality of hydrogels. Cross-linking principles are fundamental to knowing the hydrogel’s rheological and 
swelling peculiarities, which are essential for the definition and clinical application.25 NEAUVIA Intense is 
a PEG cross-linked polymer hydrogel. It is composed of stabilized sodium hyaluronate 28 mg/mL, glycine and 
L-proline in pyrogen-free buffered water. It is used to transiently modify the defects already present or acquired 
from the soft fabrics of the face through injection in the dermis, and its deterioration takes place precisely after 
the introduction, focusing on the polyethylengicolydilidiletere (PEGDE) reticulation method, which ensures 
biocompatibility, biointegration and rheological characteristics of quality.26–29 The cross-linking agent polyethy
lene glycol (PEG) has been a source of in-depth study regarding its characteristics for implementation in the 
biotechnological and pharmaceutical fields. PEG is safer and less toxic than other cross-linking compounds used 
in the recent past. Furthermore, its specificity leads to a reduction of immunogenicity and antigenicity.30–32

In the literature, currently, there are no studies regarding the safety and effectiveness of PEG cross-linked HA 
hydrogel (NEAUVIA Intense) regarding the treatment of facial soft tissue deficits, especially regarding the 
remodeling of problems with moderate or severe NLF. Therefore, our work aims to evaluate the actual 
effectiveness of NEAUVIA Intense in correcting facial soft tissue defects in the ways previously reported.
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Materials and Methods
This work was a post-market, non-profit, prospective, single-center, single-arm, real-life, open-label study. Our research’s 
characteristics lead to evaluating the subjects treated in a broad context of routine clinical practice. Each procedure, 
treatment or use of resources was chosen at attending physician’s discretion within the therapeutic procedures recom
mended by the Scientific Community.

Our work aims to resolve the efficacy and safety of the injectable implant based on cross-linked PEG 
hydrogel HA (NEAUVIA Intense – Matex Lab) for the correction of moderate-to-severe NLF to obtain results 
in this regard to a risk/benefit assessment in a routine clinical setting. In this first targeted study, our goal is to 
highlight the effectiveness of NEAUVIA Intense dermal fillers, specifically. This evaluation of merit will be 
carried out through the photographs produced by the investigator, comparing the images before the treatment 
with those after the execution of the same. We used two assessment scales to achieve our goal: the Modified 
Fitzpatrick Wrinkle Scale (MFWS)33 and the Global Aesthetic Improvement Scale (GAIS).34 Finally, the 
evaluation status was completed through the satisfaction of the aesthetic result by both the researcher and the 
subject treated with the NEAUVIA Intense dermal filler, using the Visual Analogical Scale (VAS).35,36

The study was approved by the local ethical committee of Pavia (number of protocol P-20200010552) in accordance 
with the International Conference on Harmonization (ICH) and Good Clinical Practice (GCP) and the Declaration of 
Helsinki. In addition, the study was conducted in compliance with all applicable local and international laws and 
regulatory requirements relevant to the use of medical devices. The study was conducted at the Centro Medico 
Polispecialistico of Pavia (Italy).

Product Description and Treatment
NEAUVIA Intense consists of highly purified sodium hyaluronate of non-animal origin derived from bacterial fermenta
tion, which is non-pathogenic for humans. The hydrogel is gelatinous, transparent and colorless. The device is supplied in 
pre-filled 1.0 mL disposable syringes with a Luer-lock connection. The package contains the device, instructions for use, 
needle and product identification labels.

Product delivery was performed under aseptic conditions by bolus or linear retrograde injection employing 
a 27G needle (G) or a 22G or 25G cannula. The tissue correction took place on the subcutaneous or 
supraperiosteal anatomical level. After implantation, participants remained in the medical room for approximately 
60 minutes to be monitored and evaluated for possible adverse events. No ice, topical anaesthetics or nerve 
blocks were used prior to treatment.

Selection of Study Population
Seventy patients were enrolled, but only 60 fell within the total parameters of the study protocol. Fifty-eight were 
females (96.6%) and 2 were males (3.4%).

Patient inclusion criteria were:

● to be men or women, at least 18 but not more than 70 years of age at enrolment.
● to have congenital or acquired soft tissue deficits of the NLF with a score of at least 1.5 according to the MFWS;33

● to have a reasonable potential for benefit from correction;
● to be able to understand and comply with the requirements of this study;
● to be willing and able to provide medical history and Informed Consent prior to any study-related procedures being 

performed;
● to be willing to comply with all aspects of the treatment and follow-up schedule and procedures.

Patient exclusion criteria were:

● to be pregnant, lactating, or trying to become pregnant;
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● to be children or teenagers;
● to have had prior therapy (eg, other permanent or biodegradable injectable fillers or surgical correction) within 3 

months prior to the HA injection;
● to have had previous tissue augmentation with permanent implants (eg, silicone) in the area to be treated;
● to have any active inflammation, infection (acne, herpes, dermatitis, etc.) or unhealed wound of the face;
● to have varices in the area of the implant;
● to have auto-immune disorders affecting the skin;
● to undergo radiation or ultrasound therapy in the area of the implant;
● to have a known hypersensitivity to the test product (HA or its ingredients);
● to tend to develop hypertrophic scarring;
● to suffer from untreated epilepsy;
● to have a history of anaphylaxis or history of severe allergies;
● to use simultaneously laser treatment, deep chemical peels or dermabrasion;
● to use aspirin or non-steroidal anti-inflammatory drugs (NSAIDs) within 2 weeks prior to the treatment or to take 

concomitant anticoagulant therapy, anti-platelet therapy, or to have a history of bleeding disorders;
● to use photosensitizing drugs (antidepressants, retinoids) within 2 weeks prior to the treatment.

A subject was to be withdrawn from the study for any of the following reasons:
● Lost to follow-up;
● Withdrawal of consent;
● The Principal Investigator believed that for safety reasons (eg, AE, concurrent illness), it was in the best interest of 

the subject to be withdrawn from study participation;
● The subject’s attending physician requested that the subject be withdrawn from the study;
● Lack of compliance with study procedures or poor visit attendance;
● A significant protocol deviation or violation.

Assessment
All patients were assessed at 1 month, 3 months and 6 months post-injection by the Principal Investigator using 
the MFWS,33 a validated 7-point rating scale used to quantify the results obtained from the treatment, and 
GAIS,34 a 5-point scale rating global aesthetic improvement in appearance. Moreover, for the clinical assess
ments, patients were asked to complete a satisfaction score module for the tested product to judge their change in 
appearance after the treatment. This module was submitted to patients immediately after the treatment, 1 month 
after the treatment, 3 months after the treatment and 6 months after the treatment. The satisfaction score was 
based on VAS;35,36 the score was determined by measuring the distance on the 10-cm line between the “no 
satisfaction” and “high satisfaction”. The patients, and later the PI or CIT as well, scored themselves, providing 
a range that included a value between 0 and 10.

Data Collection
Baseline information, including standardized facial photographs, was collected prior to treatment. Details of the treatment 
session were recorded: these details included needle/cannula size, technique, and volume of product used. Details of the 
session were recorded, with safety outcomes and treatment of adverse events retrieved from patient medical records. All 
patients were asked for details of any post-treatment adverse events they might have experienced.

To quantify the results obtained from the treatment, the MFWS,33 a validated 7-point rating scale was used, 
incorporating 5 categories, as follows: 0 = no wrinkle; 0.5 = very shallow yet visible wrinkle; 1 = fine wrinkle; 1.5 = 
visible wrinkle and slight indentation, <1 mm wrinkle depth; 2 = moderate wrinkle: clear visible wrinkle 1–2 mm 
wrinkle; 2.5 = prominent and visible wrinkle: more than 2 mm and less than 3 mm wrinkle depth; 3 = deep wrinkle more 
than 3 mm wrinkle depth.
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To grade of appearance, GAIS34 was used, incorporating 5 categories, as follows: 1 = very much improved; 2 = much 
improved; 3 = improved; 4 = no change; 5 = worse.

Additionally, for clinical evaluations, patients were asked to complete a satisfaction score form with the tested 
product, to rate their change in appearance after treatment. This form was sent to patients immediately after treatment, 1 
month after treatment, 3 months after treatment, and 6 months after treatment.

The satisfaction score was based on the VAS;35,36 the score was determined by measuring the distance on the 10 cm 
line between “no satisfaction” and “high satisfaction” and the patient’s sign, giving a range of scores from 0 to 10. 
A higher score indicated greater satisfaction. The patients obviously completed the self-assessment in total autonomy. 
The same form was then drawn up by the PI the CIT, to assess the investigator’s satisfaction with the treatment.

Statistical Analysis
All statistical analyses were performed using Jamovi software version 2.2.5.37,38 The software used to perform the 
statistical analysis, as well as the data management activities, is fully validated. The analysis was mainly descriptive, with 
quantitative variables expressed as means and standard deviations and qualitative variables expressed as frequencies and 
percentages. Quantitative variables are compared using the T Test for paired data. Frequencies and percentages are 
analyzed by Chi-square test, while the comparison of non-parametric scales measured before and after the NEAUVIA 
Intense injection was performed by ANOVA for repeated measurements (Friedman Chi-square) and also by the Wilcoxon 
test. A p-value of <0.05 was considered statistically significant for all analyses.

Results
Initially, 70 patients were enrolled in this study, but 10 (14.3%) did not complete the study due to non-compliance with 
the survey rules. Therefore, they were excluded from the protocol. Patients received NEAUVIA Intense injectable 
subdermal filler treatment in one session on each side of the NLF for correction. The mean total dose injected into each 
side of the NLF was 1 mL. Therefore, as described above, a total of 60 patients were prospectively evaluated, of which 
58 females (96.7%) and 2 males (3.3%), with a mean age of 56.3 years (range: 36–70 years).

Effectiveness
In the first analysis, Figure 1 shows the average values of the scores obtained from the subministration of MFWS before 
the treatment, immediately and 1, 3, and 6 months after the injection.

The responder patients, ie for whom an increase of 0.5 points compared to the baseline value was observed, were 
96.6% immediately after treatment (Figure 2), 76.6% at one month, 48.3% after 3 months and 28.3% at 6 months 
(Table 1). The MFWS shows a sensible improvement of the tissue depression immediately after the injection with 
a substantial improvement that is maximum 1 month (p < 0.001) after the implant and it is maintained till the end of the 
observation time (Figure 1) (p < 0.001), as shown in Table 2.

In analyzing the frequency of MFWS during different temporal assessments shown in Figure 3 and Table 3, it was 
found that patients in the pre-treatment condition mostly had scores in level 1.5 (55%), level 2 (23.3%), level 2.5 
(13.4%), and level 3 (8.3%). However, after the injection treatment, there was a significant change in the frequency 
distribution of the MFWS scores. The majority of patients were at level 1.0 (43.3%), followed by level 1.5 (25%), level 
0.5 (16.7%), level 2 (11.7%), and level 0.0 and 2.5 (1.7%). Four weeks post-treatment, the number of patients at level 1.0 
decreased to 38.3%, while level 0.5 increased to 36.7%. Patients at level 0.0 decreased to 18.3%, level 1.5 decreased to 
5%, and level 2 decreased to 1.7%. After twelve weeks from the post-treatment injection, the distribution of the patients 
was found to be as follows: level 0.5 (43.3%), level 1 (38.4%), level 1.5 (13.3%), and level 2 (5%). Finally, after six 
months from the treatment carried out, the results showed a greater percentage of patients at level 1.5 (53.4%), followed 
by level 2 (25%), then levels 1.5 and 2.5 (8.3%), and finally level 3 (5%).

The changes in the mean values detected in the checks are carried out immediately after the injection, and in the 
subsequent controls, they are always statistically significant (Anova p < 0.001; Wilcoxon test p 0.01) as reported in Table 4.

The Average GAIS calculation of the population in the different evaluation time steps (0, 30, 90, 180 days) showed us 
an interesting trend with the maximum improvement of the correction in the time point of 30 and 90 days (Figure 4).
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The results of the investigator’s GAIS assessment at 4 weeks post-treatment showed that the majority of patients were 
“improved” (29 patients [48.3%]) or “much improved” (28 patients [46.7%]). Three patients were classified as “very 
much improved” and 0 patients were classified as “no change” or “worse” (0%).

Figure 1 Fitzpatrick mean values.

Figure 2 (a and b) Participant prior to receiving treatment as part of the study and immediately after. (c) Improvement of NLF with 3D facial reconstructions generated by 
QuantifiCare® software immediately following treatment.

Table 1 Percentage of Responding 
Patients as Defined in the Protocol

MFWS N° %

Responders pre vs post 58 96.6
Responders post vs 1 month 46 76.6

Responders post vs 3 months 29 48.3

Responders post vs 6 months 17 28.3

Abbreviation: MFWS, Modified Fitzpatrick Wrinkle 
Scale.
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Again, 12 weeks after treatment, the investigator assessed that the majority of subjects had “improved” (39 patients 
[65%]) and 16 patients [26.7%] had “much improved”. Zero patients were rated as ‘very much improved,’ 5 patients 
were rated as ‘no change,’ and 0 were rated as ‘worse’ (0%).

Finally, 24 weeks after the injection treatment, the investigator declared that the most significant number of those 
treated “had no change” (44 patients [73.3%]) and 16 [26.7%] had “improved”. No patient was classified as “very much 
improved”, “much improved” or “worse” (Table 5, Figure 5).

The statistical analysis carried out on repeated administrations of the GAIS highlights statistical significance 
(Wilcoxon p < 0.01 and Anova Friedman p < 0.01) at one month and at 6 months and overall (ANOVA p < 0.001) 
(Table 6).

The satisfaction score was based on VAS; the score is determined by measuring the distance on the 10-cm line 
between the “no satisfaction” and “high satisfaction” and the patients’ mark, providing a range of scores from 0 to 10. 
A higher score indicates greater satisfaction. Table 7 shows the values of the VAS score as expressed by the Physician in 
charge and by the patient himself, based on their evaluation experience. The scores were expressed immediately after 
treatment, after 1 month, after 3 months and after 24 weeks after the injection event.

Table 2 Statistical Significance of the Values Measured in the 
Different Visits

MFWS Post 1 m 3 m 6 m Overall Anova

0,01 0,01 0,01 0,01

z Wilcoxon −6,6 −6736 −6,5 −3,5

p 0,0001 0,0001 0001 0001 0001
Friedman 58 60 56 16 198

Abbreviation: MFWS, Modified Fitzpatrick Wrinkle Scale.

Figure 3 Distribution of MFWS rate.
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Figure 6 displays the average value of the patient and doctor’s satisfaction in different time points, as previously reported. The 
comparison between the VAS scores recorded for the doctor and for the patients highlights an overlap in reference to values 
recorded at T1 and T2, with minimal differences in the other measurements (T0 and T3). As can be seen from Table 7 and 8, the 
fluctuations found in the average scores obtained from the administration of the scales are statistically significant for the doctors 

Table 3 Frequencies of MFWS

Pre-injection

Levels Counts % of Total Cumulative %

0,0 0,0 0,0 0
0,5 0,0 0,0 0

1,0 0,0 0,0 0

1,5 33,0 55,0 55,0
2,0 14,0 23,3 78,3

2,5 8,0 13,4 91,7

3,0 5,0 8,3 100,0

Post-injection

0,0 1,0 1,7 1,7

0,5 10,0 16,6 18,3

1,0 26,0 43,3 61,6
1,5 15,0 25,0 86,6

2,0 7,0 11,7 98,3

2,5 1,0 1,7 100,0
3,0 0,0 0,0 100,0

One month after injection

0,0 11,0 18,3 18,3
0,5 22,0 36,7 55,0

1,0 23,0 38,3 93,3

1,5 3,0 5,0 98,3
2,0 1,0 1,7 100,0

2,5 0,0 0,0 100,0

3,0 0,0 0,0 100,0

Three months after injection

0,0 0,0 0,0 0,0

0,5 26,0 43,3 43,3

1,0 23,0 38,4 81,7
1,5 8,0 13,3 95,0

2,0 3,0 5,0 100,0

2,5 0,0 0,0 100,0
3,0 0,0 0,0 100,0

Six months after injection

0,0 0,0 0,0 0,0

0,5 0,0 0,0 0,0
1,0 5,0 8,3 8,3

1,5 32,0 53,4 61,7

2,0 15,0 25,0 86,7
2,5 5,0 8,3 95,0

3,0 3,0 5,0 100,0
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at 4 and 24 weeks after treatment but not at 12 weeks, while they are not for the patients, except for what concerns the decrease 
observed but 24 weeks after treatment (Anova p < 0.001; Wilcoxon p < 0.05). Throughout the entire follow-up duration of the 
patients enrolled in the study, no adverse effects related to the use of the product were observed.

Discussion
In this comprehensive investigation, we delved into the efficacy of NEAUVIA Intense, a PEG cross-linked polymeric 
hydrogel specifically designed as a subcutaneous filler for addressing NLF. The study’s approach allowed treating 
physicians to exercise clinical judgment in determining crucial aspects of the intervention, such as access points, 
needle/cannula selections, injection techniques, and volume administration. The injectable filler was strategically applied 
through bolus or linear retrograde injection, employing varying needle/cannula dimensions and effecting tissue correction 
at both subcutaneous and supraperiosteal levels.

A cohort of 60 selected patients participated in this prospective evaluation, characterized predominantly by 
females (96.7%), with an average age of 56.3 years. The assessment, facilitated by both the MFWS and the 
GAIS, occurred at distinct intervals—immediate and 1 month, 3 months, and 6 months post-injection. Our 
findings illuminated a notable initial responsiveness that gradually diminished over the observational period.

The MFWS outcomes revealed a substantial enhancement in tissue depression immediately post-injection, a benefit 
that endured up to the 6-month mark. A nuanced analysis of the frequency distribution of MFWS scores illustrated 

Table 4 Statistical Significance of MFWS Rates Measured at the 
Different Evaluation Steps

MFWS Post 1 m 3 m 6m Overall Anova

Pre -Wilcoxon 0.01 0.01 0.01 0.01

Pre Anova – 

Chi Square Friedman

0.001 0.001 0.001 0.001 0.001

Abbreviation: MFWS, Modified Fitzpatrick Wrinkle Scale.

Figure 4 GAIS evaluation at different time points of mean value of GAIS evaluation trend.
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variations at different time points, with the most pronounced improvement occurring notably at level 1.5 after the 
6-month follow-up.

The GAIS assessments unveiled the pinnacle of improvement at 30- and 90-days post-injection, with 
a significant proportion of patients consistently categorized as either “improved” or “much improved”. This 
positive categorization persisted, fortifying the outcomes up to the 24-week evaluation. Noteworthy was the fact 
that the satisfaction scores, gauged using the VAS, exhibited unwavering consistency between the evaluations of 
physicians and patients alike. Despite statistically significant fluctuations over the observation period, both 
medical practitioners and patients expressed heightened satisfaction immediately after the treatment, with 
a gradual but sustained decline at the 6-month milestone.

Table 5 Mean Values of GAIS Rate at the Different Evaluation Steps

GAIS Post Treatment  
n. of Patients

% 1 Month  
n. of Patients

% 3 Months  
n. of Patients

% 6 Months  
n. of Patients

%

1. “very much improved”; 4 6,7 3 5,0 0 0,0 0 0,0

2. “much improved”; 14 23.3 28 46.7 16 26,7 0 0,0

3. “improved”; 40 66,7 29 48,3 39 65,0 16 26,7
4. “no change”; 2 3,3 0 0,0 5 8,3 44 73,3

5. “worse” 0 0,0 0 0,0 0 0,0 0 0,0

Total 60 100,0 60 100,0 60 100,0 60 100,0

Abbreviation: GAIS, Global Aesthetic Improvement Scale.

Figure 5 GAIS distribution trend.
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Injectable fillers, such as the one under scrutiny in our study, play a pivotal role in contemporary aesthetic 
medicine. Beyond the surface-level improvements observed in this investigation, the broader significance of 
injectable fillers lies in their capacity to provide non-invasive and customizable solutions for individuals seeking 

Table 6 GAIS Statistical Analysis

GAIS 1 Month 3 Months 6 Months Overall Anova

Pre-Wilcoxon 0.01 ns 0.010
Anova –Chi Square Friedman 0.011 ns 0.001 0.001

Abbreviations: GAIS, Global Aesthetic Improvement Scale; ns, not significant.

Table 7, Description of VAS Score for Doctors and Patients

Post Treatment 4 w After 12 w After 24 w After

Doctors

N 60 60 60 60

Missing 0 0 0 0
Mean 8.32 8.67 8.17 6.80

Median 8.00 9.00 8.00 7.00

Standard deviation 0.854 0.655 0.740 1.04
Minimum 6 7 6 5

Maximum 10 10 9 9

Patients

N 60 60 60 60

Missing 0 0 0 0

Mean 8.60 8.68 8.22 7.13
Median 8.00 9.00 8.00 7.00

Standard deviation 1.08 0.701 0.846 1.26

Minimum 6 7 6 5
Maximum 10 10 10 10

Figure 6 VAS evaluation comparison of patient’s and physician’s VAS assessment.
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facial rejuvenation. The nuanced variations in our findings underscore the importance of tailoring treatment 
approaches to the unique needs of patients, emphasizing the dynamic nature of facial aesthetic interventions. Our 
study contributes not only to the understanding of the specific hydrogel filler evaluated but also underscores the 
broader context of injectable fillers as integral components of comprehensive aesthetic strategies, reflecting the 
evolving landscape of facial aesthetic medicine.

Conclusion
The findings from our study confirm that NEAUVIA Intense is an effective solution for correcting moderate-to-severe 
nasolabial folds, offering significant and lasting improvements in both tissue depression and overall aesthetic appearance. 
The study underlines the importance of ongoing evaluation and adaptation in aesthetic treatments to meet evolving 
patient expectations and achieve optimal long-term results. Our research contributes to a deeper understanding of this 
specific hydrogel filler and its role within the broader context of facial aesthetic strategies,39,40 emphasizing the dynamic 
nature of patient satisfaction in aesthetic medicine.
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