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Abstract 
Introduction: Aging is a complex process in which different changes occur at cellular 

and macroscopic levels. Clinically, it can be seen as skin thinning, decreased elasticity, 

wrinkle formation and appearance of pigments, causing discomfort in patients. Skin 

boosters are resorbable drugs placed in the deep dermis to improve skin quality. 

NCTF 135® HA (FILLMED Laboratories, France) is a solution used in mesotherapy 

to improve skin aging. 

Materials and Methods: This was a longitudinal, open-label prospective study. 

Patients older than 18 years of age who wished to improve their periocular skin 

quality were included. All patients received three injections during in-office 

procedures. The injections were performed at weeks zero, two and four. During each 

visit, the patients answered the Face-Q facial and eye appearance, skin quality 

questionnaires and follow-up photographs. 

Results: Thirty-two participants were included in the study: 22 women and 10 men, 

with an average age of 40.5 years (29-56 years). The average score on the Face-Q 

questionnaire for satisfaction with full-face appearance at baseline was 44.22 points 

and after week six was 63.16 points (p=0.0001; 95% CI -26.86 to -11.0). Likewise, the 

baseline score of eye appearance was 41.22, with a score after week six of 57.00 

(p=0.0001; 95% CI -22.62 to -8.938). For skin quality, the baseline assessment score was 

11.52 and after week six, 5.31 (p=0.0001; 95% CI -4.55 to -7.02). 

Conclusion: Periocular mesotherapy with NCTF 135 HA (FILLMED Laboratories, 

France) is safe and improves the skin quality. The patients were satisfied with their 

face and eye appearance after six weeks of treatment.  
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Introduction  
Aging begins at birth and is a complex process, in which different changes occur at the cellular and macroscopic levels. Intrinsic 

aging is a programmed process by which cells undergo a natural and inevitable deterioration [1,2]. This process leads to a slower 

metabolic rate, diminishes collagen and elastin production and slows cell turnover. Extrinsic aging involves external factors that 

accelerate skin aging [2-4]. Ultraviolet (UV) radiation is the most important and consists of three components: UV-A rays with a 

Wavelength (WL) of 320-400 nm, UV-B rays, with a WL of 280-320 nm and UV-C rays with a WL of 100-280 nm. UV-A and UV-

B are key to photoaging and cause the formation of Reactive Oxygen Species (ROS). UV-A rays penetrate deeper into the skin 

because of their longer WL [5,6]. 

 

In contrast, UV-B rays only damage the most superficial layers. Continued exposure to these factors causes tissue changes, such 

as elastosis, keratosis and hyperpigmentation and increases the risk of photo carcinogenesis. Other extrinsic factors associated 
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with skin damage include environmental pollution and smoking habits. Cigarette smoking induces a generalized decrease in 

capillary flow and deprives the tissues of adequate nutrition and oxygenation [2,6]. The skin is the bigger organ of the body. The 

epidermis is the superficial skin layer and keratinocytes are the chief cells. Fibroblasts, on the other hand, are cardinal dermis 

cells. Fibroblasts are responsible for collagen and elastin production in the Extracellular Matrix (ECMx) [1].  

 

Skin aging and photoaging induce fibroblast senescence. These senescent fibroblasts, characterized by a lower metabolic rate, 

produce arrestin proteins that perpetuate the cell cycle and preclude apoptotic pathways. Consequently, ROS prevail and 

oxidative damage extends, resulting in collagen degeneration [1,2,4,5,7].  

 

Clinically, the accumulation of these components results in atrophy of the epidermis, thinning, dryness, decreased elasticity, 

roughness, wrinkle formation, telangiectasias, erythema and appearance of pigments, generating discomfort in patients [8,9].  

 

The Face-Q questionnaire is a scale used to assess the patients’ perspectives on facial aesthetic treatments, with a Cronbach's 
alpha of ≥0.90. Some specific questionnaires inquired into the patients’ satisfaction with their facial and eye appearances [10]. 

 

The Scientific Assessment Scale of Skin Quality (SASSQ) is a photo numeric scale that evaluates skin quality based on six 

parameters: elasticity, wrinkles, roughness, pigment, erythema and pore size. This scale has demonstrated an Intraclass 

Correlation Coefficient (ICC) of 0.81 for elasticity and 0.84 for wrinkles, while pigmentation and erythema had an ICC value 

≥0.63, making it a tool with good validation to assess skin quality [11].  

 

Treatments focus on reducing the stigmata associated with skin aging. Photoprotection is fundamental at every stage. Topical 

treatments, such as retinoids, antioxidants and alpha hydroxy acids, help increase collagen type I and III and reduce ROS 

damage. Alternatively, multiple energy transmission platforms have been developed to treat skin aging. Fractional carbon 

dioxide (CO2) resurfacing techniques use energy at a predetermined WL to ablate the superficial layer and stimulate collagen 

synthesis, skin tightening and the removal of pigmented lesions [3,12-15].  

 

Finally, injectable hyaluronic acid-based drugs are placed in the muscular or periosteal layers to improve the support of the 

superficial structures and skin quality. Moreover, skin boosters are resorbable drugs placed in the deep dermis to improve skin 

quality by fortifying the ECMx. Mesotherapy belongs to this field because it recovers the metabolic rate of the senescent 

fibroblasts. Some products mix hyaluronic acid with diverse components such as vitamins, minerals, coenzymes and amino acids 

[16-22].  

 

NCTF 135® HA (FILLMED Laboratories, France) is a solution used for mesotherapy that contains a mixture of substances that 

provide fibroblasts with an ideal environment for their development. The manufacturer suggested five sessions in total, applying 

the first 3 with a separation of two weeks between each session, with two extra sessions separated by four weeks. Several authors 

have attempted to use different treatment schemes with favorable results [19]. 

 

Materials and Methods 
This was an experimental, longitudinal, open-label, prospective study held at the Instituto de Oftalmología Fundación Conde de 

Valenciana I.A.P, Mexico City, Mexico, carried out between March 2023 and October 2023. This study adhered to the guidelines 

of the Declaration of Helsinki and was approved by local ethics (CEI-2021/09/04) and biosafety committees (CB-043-2021). All 

patients older than 18 years old, who wished to improve their periocular skin quality and signed an informed consent form, were 

included. Patients were enrolled between March and May and were followed up for six weeks. Patients were excluded if they 

had a history of known allergies to the product components, usage of dermal fillers or botulinum toxin six months before 

inclusion, pregnancy, lactation or a recent history of infections in the facial region. Patients were eliminated if they used 

botulinum toxin or other treatments to improve the skin quality in the periocular area.  

 

Injection Technique  

Patients received a drop of tetracaine in both eyes and the injection area was cleaned with an antiseptic solution. Sterile gloves 

and facemasks were used during the injection. The physician took 1cc of NCTF 135® HA (FILLMED Laboratories, France) in an 

insulin syringe and placed a Nanosoft needle (FILLMED Laboratories, France). Each eyelid received a 0.5cc of solution, forming 
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a series of papules and leaving a spacing of 0.5 cm between each injection site. At the end of the procedure, we applied NEOCICA 

cream (FILLMED Laboratories, France) as a healing moisturizer. All patients received three injections during in-office 

procedures. The injections were performed at weeks zero, two and four. During each visit, the patients answered the Face-Q 

facial and eye appearance, SASSQ questionnaires and follow-up photographs.   

 

Statistical Analysis 

The investigators used descriptive statistics to analyze the demographic variables and compared intragroup results over time 

and conducted a repeated measures ANOVA test for continuous variables. We used SPSS Version 20 (Chicago, IL, USA) for 

analysis and considered a value of p<0.05 as statistically significant. 

 

Results 
Thirty-one participants were included in the study, 22 women and 10 men, with an average age of 40.5 years (29-56 years) (Table 

1). The average score on the Face-Q questionnaire for satisfaction with full-face appearance at baseline was 44.22 points and after 

week six was 63.16 points (p=0.0001; 95% CI -26.86; -11.0) (Fig. 1). Likewise, the baseline score of eye appearance was 41.22, with 

a score after week six of 57.00 (p=0.0001; 95% CI -22.62; -8.938) (Fig. 2). Taken together, these results demonstrate an increase in 

patients' perception of their post-treatment appearance. 

 

For skin quality, the baseline assessment score was 11.47 and after week six, 5.31 (p=0.0001; 95% CI 4.749; 7.564) (Fig. 3). This 

reflects a significant improvement the skin quality (Fig. 4,5). 

 

 
Table 1: Baseline demographics and follow-up scores. SASSQ: Scientific Assessment Scale for Skin Quality. 
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Figure 1: Face-Q Face appearance satisfaction scores at baseline (0), week 2 (1), 4(2) and 6(3). ** 0.007, **** <0.0001.  

 

  
Figure 2: Face-Q Eyes appearance satisfaction scores at baseline (0), week 2 (1), 4(2) and 6(3). **** <0.0001.  
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Figure 3: SASSQ (Scientific Assessment Scale of Skin Quality) scores at baseline (0), week 2 (1), 4(2) and 6(3). **** <0.0001. 

  

 
Figure 4: Clinical photograph of a 29 years old female patient (A) at baseline. Note the erythema and roughness of the medial 

and central skin at the tear trough and fine lower lid wrinkles. After week six, these signs have satisfactorily improved (B).  
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Figure 5: Clinical photograph of a 48 years old female patient (A) at baseline. Note the erythema and roughness of the medial 

and central skin at the tear trough, diffuse malar pigmentation and deep periocular and lower eyelid wrinkles. After week six, 

these signs have satisfactorily improved (B). 

 

Discussion 
This prospective, non-randomized study demonstrated an improvement in periocular skin quality after NCTF 135® HA 

injections using nanosoft needles in both men and women with a mean age of 40.5 years. Aging begins at birth and is a complex 

process in which different changes occur at the cellular and macroscopic levels. The effect of skin-boosters and mesotherapy in 

photoaging has been a topic of recent research, given their increasing popularity. Mesotherapy improves skin quality by applying 

a mixture of components applied to the dermis. Some in-vitro studies have reported increased production of type 1 collagen 

associated with hyaluronic acid, as well as an increase in the thickness and number of collagen fibers [23]. These findings suggest 

that in an ideal environment, senescent fibroblasts can improve their metabolic rate and be clinically reflected in skin quality.  

 

Grand-Vincent, et al., demonstrated the efficacy of mesotherapy with NCTF 135® HA for the improvement of facial skin elasticity 

and elasticity [19]. Five injection sessions were performed on days 0, 15, 30, 60 and 90. In contrast, in a study by Fanian, et al., 

only three sessions were performed on days 0, 21 and 42 [24]. In our study, three mesotherapy sessions were conducted 15 days 

apart each and a final evaluation was performed at week six. Our findings are consistent with those of other studies, however, 

given the difference in treatment schemes, a comparison of the results should be performed with caution. This study 

demonstrated an improvement in periocular skin quality using two scales. The Face-Q evaluation scores showed an 

improvement in facial and eyelid appearance satisfaction. Moreover, the skin quality according to the SASSQ scale improved 

significantly at week six. For all, mesotherapy treatment improved the appearance of wrinkles, pigmentation, palpebral erythema 

and skin luminosity [19,23,25]. The use of the nanosoft needle allows for a painless application of the product and allows the 

product to reach the layer of the skin where the fibroblasts are located, which are the target cell that we want to stimulate. The 

only reported adverse effects were mild and associated with the product application procedure. Only one patient showed mild 

periocular erythema.  
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Conclusion 
Mesotherapy with NCTF 135® HA improved periocular skin quality in the population studied in this study, which is of Hispanic 

origin. There is no established pattern of injection or patient follow-up. Further studies are needed to explore some undefined 

aspects, such as a larger sample size and a longer follow-up period. 

 

Conflict of Interest 
The authors declared no potential conflicts of interest with respect to the research, authorship and/or publication of this article. 

 

Funding Statement 
This research did not receive any specific grant from funding agencies in the public, commercial or non-profit sectors. 

 

Acknowledgement 
None 

 

Data Availability Statement 
Not applicable. 

 

Ethical Statement                                                  
The project did not meet the definition of human subject research under the purview of the IRB according to federal regulations 

and therefore, was exempt. 

 

Informed Consent Statement 
Informed consent was taken for this study. 

 

Authors’ Contributions 
All authors contributed equally to this paper. 

 

References 
1. Karim PL, Aryani IA, Nopriyati. Anatomy and histologic of intrinsic aging skin. Biosci Med. 2021;5(11):1165-77. 

2. Zargaran D, Zoller F, Zargaran A, Weyrich T, Mosahebi A. Facial skin ageing: key concepts and overview of processes. Int J 

Cosmet Sci. 2022;44:414-20. 

3. Shin SH, Lee YH, Rho NK, Park KY. Skin aging from mechanisms to interventions: Focusing on dermal aging. Front Physiol. 

2023;14. 

4. Lee H, Hong Y, Kim M. Structural and functional changes and possible molecular mechanisms in aged skin. Int J Mol Sci. 

2021;22. 

5. Gromkowska-Kępka KJ, Puścion-Jakubik A, Markiewicz-Żukowska R, Socha K. The impact of ultraviolet radiation on skin 
photoaging: Review of in-vitro studies. J Cosmet Dermatol. 2021;20:3427-31. 

6. Sanches Silveira JEP, Myaki Pedroso DM. UV light and skin aging. Rev Environ Health. 2014;29:243-54. 

7. Zhang J, Yu H, Man MQ, Hu L. Aging in the dermis: Fibroblast senescence and its significance. Aging Cell. 2024;23:e14013. 

8. Levine JM. Clinical aspects of aging skin: Considerations for the wound care practitioner. Adv Skin Wound Care. 

2020;33(1):12-9. 

9. Zouboulis CC, Makrantonaki E. Clinical aspects and molecular diagnostics of skin aging. Clin Dermatol. 2011;29(1):3-14. 

10. Klassen AF, Cano SJ, Schwitzer JA, Scott AM, Pusic AL. FACE-Q scales for health-related quality of life, early life impact, 

satisfaction with outcomes and decision to have treatment: development and validation. Plast Reconstr Surg. 2015;135:375-

86. 

11. Eiben-Nielson C, Kerscher M. Development and validation of a global photonumeric scale for evaluating skin quality of aged 

female facial skin. J Cosmet Dermatol. 2021;20(12):4032-9. 

12. Assiri A, Hamzi SA, Hamzi YA, Muyidi AY, Harthi FM, Qaysi MM, et al. Knowledge, attitude, reception and preventive 

practices towards skin photoaging among the Jazan general population in Saudi Arabia. Cureus. 2024;16. 

13. Griffiths TW, Watson REB, Langton AK. Skin ageing and topical rejuvenation strategies. Br J Dermatol. 2023;189:17-23. 

https://doi.org/10.46889/JDR.2026.7107
https://athenaeumpub.com/journal-of-dermatology-research/


8 

https://doi.org/10.46889/JDR.2026.7107                                                                                                         https://athenaeumpub.com/journal-of-dermatology-research/ 

 

14. Seretis K, Papaioannou K. Laser-assisted drug delivery on the face: A systematic review of indications and outcomes. 

Cosmetics. 2023;10. 

15. Claytor RB, Sheck C, Jones I, Quigley R. LaMiNa: A creative synergistic approach to facial rejuvenation. Aesthet Surg J Open 

Forum. 2023:5. 

16. Prikhnenko S. Polycomponent mesotherapy formulations for the treatment of skin aging and improvement of skin quality. 

Clin Cosmet Investig Dermatol. 2015;8:51-7. 

17. Nguyen Trong H, Thi Phuong TV, Nguyen Van T, Thai HV, Dinh Huu N, Nguyet MV, et al. The efficacy and safety of 

hyaluronic acid microinjection for skin rejuvenation in Vietnam. Open Access Maced J Med Sci. 2019;7(2):234-6. 

18. Matthews-Brzozowska T, Łącka M, Bernacka M, Lichaj M. Mesotherapy: A method of facial skin rejuvenation from an 

interdisciplinary perspective on improving facial aesthetics. J Med Sci. 2017;86(4):308-12. 

19. Grand-Vincent A, Boisnic S, Salomon C, Prinderre P, Piccerelle P. Clinical assessment of a mesotherapy formulation for skin 

rejuvenation in healthy volunteers. J Cosmet Dermatol Sci Appl. 2017;7(4):291-305. 

20. El-Domyati M, El-Ammawi TS, Moawad O, El-Fakahany H, Medhat W, Mahoney MG, et al. Efficacy of mesotherapy in facial 

rejuvenation: A histological and immunohistochemical evaluation. Int J Dermatol. 2012;51(8):913-9. 

21. Zorina A, Zorin V, Isaev A, Kudlay D, Vasileva M, Kopnin P. Dermal fibroblasts as the main target for skin anti-age correction 

using a combination of regenerative medicine methods. Curr Issues Mol Biol. 2023;45:3829-47. 

22. Yi KH, Winayanuwattikun W, Kim SY, Wan J, Vachatimanont V, Putri AI, et al. Skin boosters: Definitions and varied 

classifications. Skin Res Technol. 2024;30. 

23. Robin S, Fanian F, Courderot-Masuyer C, Tordjman M, Braccini F, Boisnic S, et al. Efficacy of a biorevitalizing-filler solution 

on all skin aspects: 10 years approach through in-vitro studies and clinical trials. J Cosmet Dermatol Sci Appl. 2021;11(1):18-

37. 

24. Fanian F, Deutsch JJ, Bousquet MT, Boisnic S, Andre P, Catoni I, et al. A hyaluronic acid-based micro-filler improves 

superficial wrinkles and skin quality: A randomized prospective controlled multicenter study. J Dermatolog Treat. 

2023;34(1). 

25. Baspeyras M, Rouvrais C, Liégard L, Delalleau A, Letellier S, Bacle I, et al. Clinical and biometrological efficacy of a 

hyaluronic acid-based mesotherapy product: A randomized controlled study. Arch Dermatol Res. 2013;305(8):673-82. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

About the journal                                                                                                                    

Journal of Dermatology Research is an international, peer-reviewed, open-access journal published by Athenaeum Scientific Publishers. The journal 
publishes original research articles, case reports, editorials, reviews, and commentaries relevant to its scope. It aims to disseminate high-quality scholarly 
work that contributes to research, clinical practice, and academic knowledge in the field. 

All submissions are evaluated through a structured peer-review process in accordance with established editorial and ethical standards. Manuscripts are 
submitted and processed through the journal’s online submission system. 

Manuscript submission: https://athenaeumpub.com/submit-manuscript/  

 

https://doi.org/10.46889/JDR.2026.7107
https://athenaeumpub.com/journal-of-dermatology-research/
https://athenaeumpub.com/submit-manuscript/

