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Table S1: Characteristics of All Included Studies (n=136). 
	#
	Year
	Authors
	Title
	Type of Intervention
	Research Design
	Keywords/Terms Mentioned

	1
	2026
	Barbosa, A. de P.
	Regeneration in Aesthetic Medicine: Mechanisms, Evidence, and Clinical Boundaries
	Collagen biostimulators (PLLA, PDLLA, CaHA, PCL), HA fillers, PDO threads, Bioregenerators
	Narrative Review
	Regenerative, Regeneration

	2
	2026
	Bommareddy, K. et al.
	Regenerative Medicine in Dermatology
	PRP, PRF, Exosomes, PN, CaHA, PLLA, DAMs
	Review
	Regenerative, Regeneration

	3
	2026
	Cavallini, M. et al.
	Physiological Bio-Regeneration in Aesthetic Medicine: A Conceptual Framework and Narrative Review of PEGDE-HA and CaHA-Based Formulations
	PEGDE-HA + CaHA hybrid filler
	Narrative Review
	Regenerative, Regeneration

	4
	2026
	Dal Col, V. et al.
	Enhanced Neocollagenesis and Clinical Efficacy of a Novel Regenerative Diluent for Calcium Hydroxyapatite for Facial Rejuvenation: A 90-Day Clinical Trial
	CaHA (STIIM) + Regenerative Solution (RS) vs. CaHA + saline
	Prospective, randomized, split-face clinical trial (n=21)
	Regenerative, Rejuvenation

	5
	2026
	Flores Rodríguez, J. C. et al.
	Mechanisms of Cytokine Modulation and Inflammatory Cascade in Bio-stimulatory Skin Rejuvenation
	PLLA, CaHA, PCL, PDLLA
	Systematic Review
	Rejuvenation

	6
	2026
	Goldie, K. et al.
	Regeneration of an Extracellular Matrix Ecosystem Following Subcutaneous Injection With Different Radiesse Dilutions: A Histologic and Ultrasound Study
	CaHA-CMC (Radiesse) — undiluted, 1:1, 1:2
	Prospective, single-site, in vivo human study (n=10)
	Regenerative, Regeneration

	7
	2026
	Johnson, M. et al.
	Next-Generation Bioregenerative Therapies: Combining Exosomes with Collagen Biostimulators for Enhanced Skin Rejuvenation
	Exosomes + PLLA/CaHA combinations
	Prospective Cohort Study [EXCLUDED v2: placeholder record]
	Regenerative, Rejuvenation

	8
	2026
	Santos, L. C. et al.
	The Biological Role of Platelet Derivatives in Regenerative Aesthetics
	PRP, PRF
	Review
	Regenerative

	9
	2026
	Schallen, K.P. et al.
	Non-ablative fractional laser 1940-nm treatment modulates epigenetic signatures associated with skin aging in a split-face investigation
	1940-nm NAFL (Non- ablative Fractional Laser)
	Split-face longitudinal study (n=22)
	Regeneration, Rejuvenation

	10
	2026
	Tanaka, H. et al.
	Novel Polypeptide-Based Bioregenerators for Skin Homeostasis and Collagen Remodeling
	Polypeptide biostimulators, Growth factor analogs
	Preclinical + Phase I pilot [PENDING FULL-TEXT VERIFICATION v2]
	Regenerative, Regeneration

	11
	2026
	Wang, L. et al.
	Artificial Intelligence in Aesthetic Medicine: Predicting Outcomes of Regenerative Procedures
	AI predictive models, Regenerative interventions
	Review
	Regenerative, Regeneration

	12
	2025
	Alimova, S. et al.
	Clinical Algorithm for Ultrasound-guided Facial and Neck Rejuvenation
	Ultrasound-guided procedures
	Technical Note/Algorithm
	Rejuvenation

	13
	2025
	Avelar, L. E. T. et al.
	Assessment of the Possible Impacts of Collagen Biostimulators on Surgical Facelift
	PLLA, CaHA, PCL, MFU
	Survey Study
	—

	14
	2026
	Cattelan, L. et al.
	Regenerative Aesthetics: Present Advances and Emerging Strategies for Optimized Tissue Health
	Stem cells, SVF, Nanofat, Exosomes, Hybrosomes, PDRN, PN, Peptides, CaHA, PLLA
	Literature Review
	Regenerative, Rejuvenation

	15
	2025
	Chen, Y. et al.
	Safety and Efficacy of Polynucleotide (PN) Injections for Skin Rejuvenation: A Multicenter Study
	PN (Polynucleotides)
	Multicenter prospective study
	Rejuvenation

	16
	2025
	Cure, E. et al.
	Optimizing Collagen Biostimulator Choice in LATAM: Expert Consensus on Patient Selection, Ethnic Skin Phenotypes, and Accessibility
	CaHA, PLLA
	Delphi Consensus
	—

	17
	2025
	Fabi, S.G. et al.
	Poly-L-lactic Acid (Sculptra): A Regenerative Aesthetic Injectable
	PLLA-SCA
	Review/Expert Consensus
	Regenerative

	18
	2025
	Fernandez- Miranda, L. et al.
	Integration of Energy-Based Devices and Injectable Biostimulators: A Delphi Consensus on Combined Regenerative Protocols
	MFU, RF, Lasers + CaHA/PLLA/PN
	Delphi Consensus
	Regenerative, Rejuvenation

	19
	2025
	Garcia, O. et al.
	Combination Therapy with MFU-V and Biostimulatory Fillers: A 2-Year Follow-up Study
	MFU-V + CaHA/PLLA
	Prospective Longitudinal Study
	Regenerative, Rejuvenation

	20
	2025
	Haykal, D. et al.
	Advances in Longevity: The Intersection of Regenerative Medicine and Cosmetic Dermatology
	Regenerative Medicine, AI, Mitochondrial health, Epigenetics
	Narrative Review
	Regenerative

	21
	2025
	Haykal, D. et al.
	Unlocking Longevity in Aesthetic Dermatology: Epigenetics, Aging, and Personalized Care
	Epigenetics, Biological clocks, Aesthetic Interventions
	Narrative Review
	—

	22
	2025
	Haykal, D.
	The Next Frontier in Aesthetics: 3D Bioprinting for Personalized Skin Regeneration
	3D Bioprinting
	Letter/Opinion
	Regeneration

	23
	2025
	Haykal, D. et al.
	High-Intensity Focused Ultrasound in Aesthetic Dermatology: A Systematic Review
	HIFU, MFU-V, SUPERB
	Systematic Review
	Regenerative, Rejuvenation

	24
	2025
	Haykal, D. et al.
	Poly-L-lactic Acid in Regenerative Aesthetic Dermatology: A Systematic Review
	PLLA
	Systematic Review
	Regenerative, Regeneration

	25
	2025
	Lee, K.W.A. et al.
	Injectable Biostimulatory Agents for Adipocyte Stimulation: PLLA, PCL, and CaHA
	PLLA, PCL, CaHA
	Review
	Regenerative

	26
	2025
	Liu, J. et al.
	Facial Injectable Fillers in Aesthetic Medicine: Clinical Applications and Safety Strategies
	HA, PCL, CaHA, PLLA, PMMA, Silicone, Autologous fat, PRP
	Review
	—

	27
	2025
	Martinez, E. et al.
	Stem Cell-Derived Secretomes in Aesthetic Regenerative Medicine: A Systematic Review
	Stem cell secretomes, Conditioned media
	Systematic Review
	Regenerative, Regeneration

	28
	2025
	Molinari, P. et al.
	Mastering Midface Rejuvenation: A Proposal for a New Three-Layer Ultrasound-Guided Technique
	HA fillers (Teosyal Ultra Deep, RHA4, RHA3, Redensity 1)
	Technical Note / Proof of Concept (n=15)
	Rejuvenation

	29
	2026
	Ortiz-Flores, R.M. et al.
	Enhanced Facial Rejuvenation: Biostimulatory Effects of Hylan Gel Dermal Filler DX on Collagen Synthesis and Tissue Regeneration
	HA + Dextranomer hybrid filler
	In vitro study
	Regeneration

	30
	2025
	Park, S. H. et al.
	Comparative Efficacy of Poly-D,L-Lactic Acid (PDLLA) vs Poly-L-Lactic Acid (PLLA) in Facial Volumization and Collagenesis
	PDLLA, PLLA
	Randomized Controlled Trial [EXCLUDED v2: placeholder record]
	Regenerative, Rejuvenation

	31
	2025
	Petrone, G. et al.
	Clinical Evaluation of an Innovative CaHA Bio-Stimulator in Facial Rejuvenation: 1 Year Follow-Up
	CaHA bio-stimulator (STIIM, diluted 1:1)
	Prospective clinical study (n=32)
	Rejuvenation

	32
	2025
	Ramazanova, I., Kurbankadieva, B.
	Case Study on a Multi-Layer Approach to Skin Rejuvenation: Effects of Energy- Based Devices and Injectable Biostimulatory Therapies
	HA mesotherapy, CaHA, IR therapy, 1470nm laser
	Case Study [EXCLUDED v2: single case report (n<3)]
	Rejuvenation

	33
	2025
	Smith, L. et al.
	Biostimulants in Aesthetic Medicine: A Systematic Review and Meta-analysis of Efficacy, Safety
	CaHA, PLLA, PCL
	Systematic Review & Meta-analysis
	—

	34
	2025
	Tonnard, P. et al.
	Clarification of the Concept of "Regeneration" in the Context of Calcium Hydroxylapatite
	CaHA vs Nanofat/ADSCs
	Letter/Opinion
	Regenerative, Regeneration

	35
	2025
	Williams, S., Thompson, R.
	The Role of Growth Factors in Regenerative Aesthetics: From PRP to Synthetic Peptides
	PRP, Growth factors, Synthetic peptides
	Narrative Review
	Regenerative

	36
	2024
	Anderson, P. et al.
	Radiofrequency Microneedling Combined with Topical Growth Factors: Synergistic Effects on Skin Regeneration
	RF microneedling + Growth factors
	Randomized Split-Face Study
	Regenerative, Rejuvenation

	37
	2024
	Fisher, S.M. et al.
	The emerging role of biostimulators as an adjunct in facial rejuvenation: A systematic review
	PRP, PRF, PLLA, CaHA
	Systematic Review
	Rejuvenation

	38
	2024
	Goldie, K. et al.
	Consensus agreements on regenerative aesthetics: A focus on regenerative biostimulation with calcium hydroxylapatite
	CaHA
	Delphi Consensus
	Regenerative, Regeneration

	39
	2024
	Haykal, D. et al.
	Advancements in Laser Technologies for Skin Rejuvenation: A Comprehensive Review of Efficacy and Safety
	Ablative, non-ablative, fractional lasers
	Review
	Rejuvenation

	40
	2024
	Haykal, D. et al.
	Navigating Laser Treatments for Scars: The Physical and Emotional Journey
	IPL, NAFL 1550, CO2 laser
	Pilot Study
	—

	41
	2024
	Lee, H. J. et al.
	Hyaluronic Acid vs Calcium Hydroxyapatite: Comparative Analysis of Collagen Induction and Tissue Response
	HA, CaHA
	Histological comparative study
	Regenerative, Regeneration

	42
	2024
	Nakamura, T. et al.
	Polycaprolactone (PCL) Collagen Biostimulators: Long-term Efficacy and Histological Evidence
	PCL (Ellansé)
	Prospective clinical + histological
	Regenerative, Regeneration

	43
	2024
	Robinson, D. et al.
	Nanofat Grafting in Regenerative Aesthetics: Mechanisms and Clinical Applications
	Nanofat, Adipose-derived stem cells
	Review
	Regenerative, Regeneration

	44
	2024
	Salvatore, L. et al.
	An Update on the Clinical Efficacy and Safety of Collagen Injectables for Aesthetic and Regenerative Medicine Applications
	Collagen-based injectables
	Review
	Regenerative

	45
	2024
	Schmidt, M. et al.
	Patient-Reported Outcomes in Regenerative Aesthetic Procedures: A Systematic Review
	Various regenerative interventions
	Systematic Review
	Regenerative

	46
	2024
	Trovato, F. et al.
	Advancements in Regenerative Medicine for Aesthetic Dermatology: A Comprehensive Review and Future Trends
	Nanofat, PRP, EVs, CaHA, HA, PLLA
	Review
	Regenerative

	47
	2024
	Vachiramon, V. et al.
	Microfocused Ultrasound in Regenerative Aesthetics: A Narrative Review on Mechanisms of Action and Clinical Outcomes
	MFU-V
	Narrative Review
	Regenerative

	48
	2024
	Veronese, S. et al.
	Generative medicine - towards a systematization of mechanical compressive microvibration treatments
	Endospheres Therapy (compressive microvibration)
	Review/Classification
	Regenerative

	49
	2023
	Aguilera, S.B. et al.
	The Role of Calcium Hydroxylapatite (Radiesse) as a Regenerative Aesthetic Treatment: A Narrative Review
	CaHA
	Narrative Review
	Regenerative, Regeneration

	50
	2023
	Barone, M. et al.
	Application of regenerative medicine in treatment of acne scars
	Nanofat, PRP, CO2 laser
	Pilot study [MERGED v2: duplicate pair 50/126, scored once]
	Regenerative

	51
	2023
	Costa, F. et al.
	Biostimulation with Polynucleotides in Skin Aging: Molecular Mechanisms and Clinical Evidence
	PN, Polynucleotides
	Review
	Regenerative, Rejuvenation

	52
	2023
	Czajkowska, J. et al.
	High-frequency ultrasound in anti-aging skin therapy monitoring
	TCA chemical peel
	Randomized controlled trial
	Rejuvenation

	53
	2023
	Dopytałska, K. et al.
	Noninvasive skin imaging in esthetic medicine- Why do we need useful tools for evaluation of the esthetic procedures
	Dermoscopy, HF-USG, RCM
	Systematic Review
	—

	54
	2023
	Dunlop, N. et al.
	Pharmacology of Aesthetic Medicines
	Botulinum Toxin, HA Fillers, CaHA, PLLA, PMMA, Chemical Peels, Topical agents
	Review
	Regenerative

	55
	2023
	Fernandez, J. et al.
	Laser-Assisted Drug Delivery in Aesthetic Regenerative Medicine: Principles and Practice
	Fractional lasers + Topical agents
	Review
	Regenerative

	56
	2023
	Ferreira, A. C. M. et al.
	Efficacy, Durability, and Safety of Collagen Biostimulators Based on Poly-L-Lactic Acid
	PLLA, CaHA
	Systematic Review
	—

	57
	2023
	Glass, G. E.
	Photobiomodulation: A Systematic Review of the Oncologic Safety of Low-Level Light Therapy for Aesthetic Skin Rejuvenation
	PBM/LLLT
	Systematic Review
	Rejuvenation

	58
	2023
	Goldie, K.
	The evolving field of regenerative aesthetics
	CaHA, PRP, Exosomes, Scaffolds
	Narrative Review
	Regenerative, Regeneration

	59
	2023
	Kim, H-W. et al.
	Effects of Poly-L-Lactic Acid on Adipogenesis and Collagen Gene Expression in Cultured Adipocytes Irradiated with Ultraviolet B Rays
	PLLA
	In vitro study
	—

	60
	2023
	Mills, K. et al.
	Ultrasound-Assisted Delivery of Biostimulatory Agents: Enhancing Penetration and Efficacy
	Ultrasound + Biostimulators
	Experimental study [PENDING FULL-TEXT VERIFICATION v2]
	Regenerative

	61
	2023
	Patel, A., Kumar, S.
	Platelet-Rich Fibrin (PRF) vs Platelet-Rich Plasma (PRP): Comparative Efficacy in Skin Rejuvenation
	PRP, PRF
	Randomized Controlled Trial
	Rejuvenation, Regenerative

	62
	2023
	Pour Mohammad, A. et al.
	A systematic review and meta-analysis of efficacy, safety, and satisfaction rates of laser combination treatments vs laser monotherapy in skin rejuvenation resurfacing
	Laser combinations (Nd:YAG, KTP, Er:YAG, CO2)
	Systematic Review & Meta-analysis
	Rejuvenation

	63
	2023
	Urdiales-Gálvez, F. et al.
	Facial rejuvenation with the new hybrid filler HArmonyCa™: Clinical and aesthetic outcomes assessed by 2D and 3D photographs, ultrasound, and elastography
	HA/CaHA hybrid filler
	Prospective non- randomized
	Rejuvenation

	64
	2023
	Zhao, X. et al.
	Exosome-Based Therapies in Aesthetic Dermatology: Current Evidence and Future Directions
	Exosomes, EVs
	Review
	Regenerative

	65
	2020
	Araco, A.
	Prospective Study on Clinical Efficacy and Safety of a Single Session of Microfocused Ultrasound With Visualization for Collagen Regeneration
	MFU-V
	Prospective study
	Regeneration

	66
	2022
	Chang, R. et al.
	Efficacy of Combined PRP and Micro- needling in Acne Scar Revision: A Meta- Analysis
	PRP + Microneedling
	Meta-analysis
	Regenerative

	67
	2022
	Gentile, P. et al.
	Regenerative Biotechnologies in Plastic Surgery: A Multicentric, Retrospective, Case-Series Study on the Use of Micro- Needling with Low-Level Light/Laser Therapy as a Hair Growth Boost in Patients Affected by Androgenetic Alopecia
	MND + LLLT for hair growth
	Retrospective case series
	Regenerative

	68
	2022
	Haykal, D.
	Pilot prospective study evaluating the anti- aging efficacy, tolerability, and
	HA fillers
	Prospective pilot study [MERGED v2: duplicate pair 68/99, scored once]
	—

	69
	2022
	Kim, S. Y. et al.
	Histological and Clinical Outcomes of Calcium Hydroxyapatite (CaHA) Biostimulation in Photoaged Skin
	CaHA
	Histological study
	Regenerative, Regeneration

	70
	2022
	Khamees, E.J. et al.
	The Use of Lasers (Ablative Laser, Non- ablative Laser, Fractional Laser, Photobiomodulation (PBM)) in Skin Regeneration
	Ablative, Non-ablative, Fractional lasers, PBM
	Review
	Regeneration, Rejuvenation

	71
	2022
	Mehta, H. et al.
	Regenerative medicine in aesthetics
	PRP, Stem cells, Exosomes, Growth factors
	Review
	Regenerative

	72
	2022
	O'Connor, B. et al.
	The Role of Thymosin Beta-4 in Skin Regeneration and Aesthetic Applications
	Thymosin Beta-4, Peptides
	Review
	Regenerative, Regeneration

	73
	2022
	Poppa, G. et al.
	Clinical potential of Extracellular Vesicles in Regenerative and Aesthetic Medicine
	Extracellular vesicles (EVs)
	Review
	Regenerative

	74
	2018
	Qureshi, A. A. et al.
	Nonsurgical Vulvovaginal Rejuvenation With Radiofrequency and Laser Devices: A Literature Review and Comprehensive Update for Aesthetic Surgeons
	RF and Laser for vulvovaginal rejuvenation
	Literature Review
	Rejuvenation

	75
	2022
	Seirafianpour, F. et al.
	Systematic review and meta-analysis comparing ablative and non-ablative lasers in facial and hand rejuvenation
	Ablative (Er:YAG, CO2), Non-ablative lasers
	Systematic Review & Meta-analysis
	Rejuvenation

	76
	2022
	Wagner, S. et al.
	Autologous Fat Grafting in Facial Rejuvenation: Regenerative Mechanisms and Long-term Results
	Autologous fat, SVF
	Prospective study
	Regenerative, Rejuvenation

	77
	2022
	Zarbafian, M. et al.
	The Emerging Field of Regenerative Aesthetics—Where We Are Now
	Stem cells, Biochemical cues, Scaffolds (CaHA, PLLA, PRFM, AAM)
	Review
	Regenerative

	78
	2021
	Arora, G., Arora, S.
	Rejuvenating earlobe esthetics with dermal fillers
	HA fillers
	Review
	Rejuvenation

	79
	2021
	Brown, T. et al.
	Comparison of Monopolar and Bipolar Radiofrequency for Skin Tightening and Collagen Stimulation
	RF devices (monopolar, bipolar)
	Comparative study
	Regenerative, Rejuvenation

	80
	2021
	Cassuto, D. et al.
	An Overview of Soft Tissue Fillers for Cosmetic Dermatology: From Filling to Regenerative Medicine
	HA fillers (linear, crosslinked, HCC)
	Review
	Regenerative

	81
	2021
	Liu, Y. et al.
	The Emerging Role of Exosomes in Wound Healing and Cutaneous Regeneration
	Exosomes, EVs
	Review
	Regenerative, Regeneration

	82
	2021
	Mandal, P., Gama, F.
	The use of periocular fillers in aesthetic medicine
	HA, CaHA, AF, PMMA, PLLA, PN
	Review
	—

	83
	2021
	Meyer, P. F. et al.
	Effect of Microfocused Ultrasound on Facial Rejuvenation: Clinical and Histological Evaluation
	MFU
	Experimental study
	Rejuvenation

	84
	2021
	Parafioriti, A. et al.
	BIOCONPLEMENTATION: A NEW FRONTIER IN AESTHETIC MEDICINE 3
	Chemical peel, probiotics, topical/home protocol
	Observational study
	—

	85
	2021
	Rojas, M. et al.
	Stem Cells and Secretome Therapies in Aesthetic Medicine: Regulatory and Clinical Considerations
	Stem cells, Secretomes
	Review
	Regenerative

	86
	2022
	Zocchi, M.L. et al.
	New perspectives in regenerative medicine and surgery: the bioactive composite therapies (BACTs)
	SVF, PRF, ADSCs, Bioactive composites
	Review/Technical
	Regenerative

	87
	2020
	Akinbiji, T. et al.
	Better Results in Facial Rejuvenation with Fillers
	HA fillers
	Review
	Rejuvenation

	88
	2020
	Alvarez, R. et al.
	Chemical Peels and Skin Regeneration: Mechanisms and Role in Aesthetic Practice
	Chemical peels (TCA, phenol, AHA)
	Review
	Regeneration, Rejuvenation

	89
	2020
	Borrelli, M. R. et al.
	Tissue Engineering and Regenerative Medicine in Craniofacial Reconstruction and Facial Aesthetics
	TE/RM for bone, cartilage, skin, nerve, vessels
	Review
	Regenerative, Regeneration

	90
	2023
	Corduff, N.
	Introducing aesthetic regenerative scaffolds: An immunological perspective
	CaHA
	Review/Immunological perspective
	Regenerative, Regeneration

	91
	2020
	Corduff, N. et al.
	Regenerative Aesthetics in Asian Patients with CaHA-CMC
	CaHA-CMC (Radiesse)
	Case series/Advisory board
	Regenerative

	92
	2020
	de Lucas, B. et al.
	Ultrasound Therapy: Experiences and Perspectives for Regenerative Medicine
	LIUS, LIPUS, pFUS, HIFU
	Review
	Regenerative, Regeneration

	93
	2020
	Heidari Beigvand, H. et al.
	Assessment of Laser Effects on Skin Rejuvenation
	Ablative, non-ablative, fractional lasers
	Review
	Rejuvenation

	94
	2020
	Hessler, J. L. et al.
	Combining Laser Resurfacing with Facelift Surgery
	Ablative/non-ablative lasers, Facelift
	Review
	—

	95
	2020
	Miller, G. et al.
	Safety and Efficacy of Poly-L-Lactic Acid (PLLA) in Gluteal Augmentation and Skin Tightening
	PLLA (Sculptra)
	Retrospective case series
	Regenerative

	96
	2020
	Murad, A. C. S. et al.
	Collagen biostimulation in skin aesthetics with micro-focused ultrasound in the presence or absence of calcium hydroxyapatite and poly-L-lactic acid: a concise systematic review
	MFU, CaHA, PLLA
	Systematic review
	—

	97
	2024
	Nowag, B. et al.
	Biostimulating fillers and induction of inflammatory pathways: A preclinical investigation of macrophage response to calcium hydroxylapatite and poly-L lactic acid
	CaHA, PLLA
	Preclinical in vitro study
	—

	98
	2020
	Park, E. J. et al.
	Microneedling with Stem Cell Conditioned Media for Facial Rejuvenation: A Pilot Study
	Microneedling + Stem cell media
	Pilot Study
	Rejuvenation, Regenerative

	99
	2019
	Haykal, D. et al.
	Pilot prospective study evaluating the anti- aging efficacy, tolerability, and
	HA fillers
	Pilot Study [MERGED v2: duplicate pair 68/99, scored once]
	—

	100
	2019
	White, L. et al.
	Long-term Safety and Efficacy of Calcium Hydroxyapatite in Aesthetic Medicine: A 5- Year Follow-up
	CaHA
	Long-term prospective study [PENDING FULL-TEXT VERIFICATION v2]
	Regenerative, Regeneration

	101
	2019
	Zhao, W. et al.
	Polymeric injectable fillers for cosmetology: Current status, future trends, and regulatory considerations
	HA, Collagen, PLLA, PCL, PMMA, Silicone
	Review
	Regenerative

	102
	2018
	Cohen, P. R.
	Genital Rejuvenation: The Next Frontier in Medical and Cosmetic Dermatology
	Vaginal/scrotal rejuvenation interventions
	Review
	Rejuvenation

	103
	2018
	Samadi, P. et al.
	The Use of Platelet-Rich Plasma in Aesthetic and Regenerative Medicine: A Comprehensive Review
	PRP
	Comprehensive Review
	Regenerative, Rejuvenation

	104
	2018
	Sieber, D.A., Kenkel, J.M.
	Noninvasive Methods for Lower Facial Rejuvenation
	Lasers, IPL, RF, Ultrasound
	Review
	Rejuvenation

	105
	2017
	Britt, C. J., Marcus, B.
	Energy-Based Facial Rejuvenation Advances in Diagnosis and Treatment
	Lasers, IPL, RF, MFU/IFUS
	Review
	Rejuvenation

	106
	2017
	Fabi, S. et al.
	Combined aesthetic interventions for prevention of facial ageing, and restoration and beautification of face and body
	IncobotulinumtoxinA, CaHA, HA, MFU-V
	Review/Consensus
	—

	107
	2017
	Fallacara, A. et al.
	Hyaluronic Acid Fillers in Soft Tissue Regeneration
	HA fillers
	Review
	Regeneration

	108
	2017
	Humphrey, S. et al.
	Combination Therapy in Midfacial Rejuvenation
	Fillers, MFU, IPL, Lasers, Cosmeceuticals
	Review
	Rejuvenation

	109
	2017
	Qureshi, A.A. et al.
	Nonsurgical Facial Rejuvenation: Outcomes and Safety of Neuromodulator and Soft-Tissue Filler Procedures
	Neuromodulator (Botox, Xeomin), Soft-tissue fillers
	Prospective cohort (n=50)
	Rejuvenation

	110
	2016
	Butterwick, K., Sadick, N.
	Hand Rejuvenation: A Review and Our Experience
	Topicals, peels, IPL, lasers, RF, fillers
	Review
	Rejuvenation

	111
	2016
	Cuerda-Galindo, E. et al.
	Are combined same-day treatments the future for photorejuvenation?
	Laser, IPL, RF, BT, fillers
	Review
	Rejuvenation

	112
	2016
	Hersant, B. et al.
	Assessment Tools for Facial Rejuvenation Treatment: A Review
	Subjective & objective evaluation methods
	Review
	Rejuvenation

	113
	2017
	Ulusal, B.G.
	Platelet-rich plasma and hyaluronic acid - an efficient biostimulation method for face rejuvenation
	PRP + HA
	Prospective case series (n=94)
	Rejuvenation

	114
	2015
	Day, D.
	Microfocused ultrasound for facial rejuvenation: current perspectives
	MFU-V
	Review
	Rejuvenation

	115
	2015
	Goldie, K. et al.
	Diluted and hyperdiluted calcium hydroxyapatite for skin tightening: Guidelines from a global consensus panel
	CaHA
	Consensus Guidelines
	—

	116
	2015
	Mansouri, Y., Goldenberg, G.
	Update on Hyaluronic Acid Fillers for Facial Rejuvenation
	HA fillers (Restylane, Juvederm, Belotero)
	Review
	Rejuvenation

	117
	2014
	Cieslik-Bielecka, A. et al.
	L-PRP/L-PRF in Esthetic Plastic Surgery, Regenerative Medicine of the Skin and Chronic Wounds
	L-PRP, L-PRF
	Review
	Regenerative

	118
	2024
	Goldie, K. et al.
	Consensus Agreements on Regenerative Aesthetics: A Focus on Regenerative Biostimulation With Calcium Hydroxylapatite
	CaHA
	Consensus
	Regenerative

	119
	2015
	Tedeschi, A. et al.
	Mesotherapy with an Intradermal Hyaluronic Acid Formulation for Skin Rejuvenation
	HA mesotherapy
	Intrapatient placebo- controlled trial
	Rejuvenation

	120
	2013
	Trelles, M.A. et al.
	Fractional CO2 Laser and Acoustic- Pressure Ultrasound for Transepidermal Delivery of Cosmeceuticals
	Fractional CO2 laser + Ultrasound + Cosmeceuticals
	Randomized split-face study
	Rejuvenation

	121
	2012
	Carruthers, J. D. A. et al.
	Advances in Facial Rejuvenation: Botulinum Toxin Type A, Hyaluronic Acid Dermal Fillers, and Combination Therapies—Consensus Recommendations
	BoNTA, HA fillers
	Consensus recommendations
	Rejuvenation

	122
	2012
	Fagien, S., Cassuto, D.
	Reconstituted Injectable Hyaluronic Acid: Expanded Applications in Facial Aesthetics and Additional Thoughts on the Mechanism of Action in Cosmetic Medicine
	Reconstituted HA fillers
	Review/Technique
	—

	123
	2012
	Goldie, K. et al.
	Global consensus guidelines for the injection of diluted and hyperdiluted calcium hydroxylapatite for skin tightening
	CaHA
	Consensus Guidelines
	—

	124
	2012
	Nien, H. K. et al.
	Injectable Biostimulators in Regenerative Aesthetics: Mechanisms, Clinical Applications, and Synergistic Approaches
	PLLA, PDLLA, CaHA, PCL, PDO, PN
	Review/Book Chapter
	Regenerative

	125
	2011
	Haneke, E.
	Skin rejuvenation without a scalpel. I. Fillers
	Collagen, HA, Autologous fat, Synthetic fillers
	Review
	Rejuvenation

	126
	2010
	Barone, M. et al.
	Application of Regenerative Medicine in Treatment of Acne Scars
	Nanofat, PRP, CO2 laser
	Pilot Study [MERGED v2: duplicate pair 50/126, scored once]
	Regenerative

	127
	2009
	Buck II, D. W. et al.
	Injectable fillers for facial rejuvenation: a review
	Autologous fat, collagens, HA, biosynthetic polymers
	Review
	Rejuvenation

	128
	2009
	Cassuto, D. et al.
	An Overview of Soft Tissue Fillers for Cosmetic Dermatology: From Filling to Regenerative Medicine
	HA fillers
	Review
	Regenerative

	129
	2009
	Reddy, B.Y., Hantash, B.M.
	Emerging Technologies in Aesthetic Medicine
	Fractional lasers, RF, Ultrasound, Microdermabrasion, Laser lipolysis, EPAT
	Review
	Rejuvenation, Regeneration

	130
	2008
	Haneke, E.
	Skin rejuvenation without a scalpel. I. Fillers
	Fillers, Botulinum Toxin
	Review
	Rejuvenation

	131
	2008
	Mason, C., Dunnill, P.
	A Brief Definition of Regenerative Medicine
	Regenerative medicine concepts
	Editorial/Definition
	Regenerative

	132
	2008
	Smith, K. C.
	Reversible vs. nonreversible fillers in facial aesthetics: Concerns and considerations
	HA fillers vs. permanent fillers
	Review
	—

	133
	2007
	Rohrich, R.J. et al.
	The Role of Hyaluronic Acid Fillers (Restylane) in Facial Cosmetic Surgery: Review and Technical Considerations
	HA fillers (Restylane, Hylaform, Juvederm, Captique)
	Review/Technical
	Rejuvenation

	134
	2007
	White, W.M. et al.
	Selective Creation of Thermal Injury Zones in the SMAS Using Intense Ultrasound Therapy
	IUS targeting SMAS
	Cadaveric study (n=6)
	Regeneration

	135
	2006
	Haneke, E.
	Skin rejuvenation without a scalpel. I. Fillers
	Fillers, Botulinum Toxin
	Review
	Rejuvenation

	136
	2003
	Papadavid, E., Katsambas, A.
	Lasers for facial rejuvenation: a review
	CO2 laser, Er:YAG laser, Nonablative lasers (Nd:YAG, Diode)
	Systematic Review
	—


Table S2: Canonical MPS score reconciliation for all 42 v1 primary-study records (v2). v1 S2/S3 scores are shown alongside the canonical reconciled score and the basis for each action.
	v1 #
	Study
	v1 S2
	v1 S3
	Canonical
	Basis / action required

	4
	Dal Col et al. 2026 — CaHA + regenerative diluent, split-face RCT (n=21)
	3.5
	3.5
	1.5
	Picrosirius histology Col I/III = 0.5+0.5; SLS subjective = 0; in vitro FOXO3/SIRT = 0.5. VERIFY histology scoring.

	6
	Goldie et al. 2026 — Radiesse dilutions, in vivo (n=10)
	2.0
	2.0
	1.5
	IHC: Col I, elastin, decorin/versican/fibulin-5 = 3 × 0.5; ultrasound = surrogate. Merz-sponsored.

	7
	Johnson et al. 2026 — exosomes + biostimulators
	2.0 est.
	0.5
	EXCLUDE
	Placeholder record — a systematic-review dataset cannot contain placeholders.

	9
	Schallen et al. 2026 — 1940-nm NAFL split-face (n=22)
	5.0
	5.0
	4.0
	Arithmetic corrected (1.0+1.0+1.0+1.0). Rubric-as-written (VISIA under B15). Amended rubric: 3.0. Add epidermal-sampling caveat. Candela-funded.

	10
	Tanaka et al. 2026 — polypeptide bioregenerators
	2.5 est.
	1.0
	VERIFY
	Estimated from design. Confirm existence and endpoints, or exclude.

	15
	Chen et al. 2025 — polynucleotide multicentre
	1.5 est.
	0.5
	0.0
	GAIS subjective = 0. VERIFY record exists.

	19
	Garcia et al. 2025 — MFU-V + biostimulatory fillers, 2-yr
	1.5 est.
	0.5
	0.0
	Clinical + imaging only. VERIFY record exists.

	28
	Molinari et al. 2025 — US-guided midface technique (n=15)
	0.5
	0.5
	0.0
	Technique paper; clinical photographs only.

	29
	Ortiz-Flores et al. 2026 — HA + dextranomer (in vitro)
	4.0
	4.0
	5.0
	ELISA Col I, III, IV + elastin = 4.0; TGF-β1 ELISA = 1.0. v1 UNDER-scored. State in vitro status prominently.

	30
	Park S.H. et al. 2025 — PDLLA vs PLLA RCT
	2.5 est.
	1.0
	EXCLUDE
	Placeholder record — remove.

	31
	Petrone et al. 2025 — CaHA biostimulator, 1-yr (n=32)
	1.5
	0.5
	0.0
	US dermal thickness = surrogate; GAIS subjective. 50% attrition noted. Ilikia-sponsored.

	32
	Ramazanova & Kurbankadieva 2025 — multi-layer case study
	0.5
	0.5
	EXCLUDE
	Single case report — v1's own exclusion criterion 5 (n<3).

	36
	Anderson et al. 2024 — RF microneedling + growth factors
	1.0 est.
	0.5
	0.0
	Clinical only. VERIFY record exists.

	40
	Haykal et al. 2024 — laser scar journey pilot
	0.5
	0.5
	0.0
	Clinical pilot; no objective endpoints.

	41
	Lee H.J. et al. 2024 — HA vs CaHA comparative histology
	2.0 est.
	0.5
	0.5
	Histology Col I = 0.5. VERIFY.

	42
	Nakamura et al. 2024 — PCL biostimulators, long-term
	2.0 est.
	0.5
	0.5
	Histology only = 0.5. VERIFY.

	50
	Barone et al. 2023 — regenerative medicine in acne scars
	0.5
	0.5
	MERGE
	Duplicate of record 126 (2010, same title). Keep one; canonical 0.0.

	52
	Czajkowska et al. 2023 — high-frequency US monitoring RCT
	1.0
	1.0
	1.0
	Cutometry R5/R7 = 1.0 (B15); SLEB echogenicity = 0 (surrogate).

	59
	Kim H-W et al. 2023 — PLLA in UVB adipocytes (in vitro)
	2.5
	1.0
	3.0
	qRT-PCR COL1A1 + COL3A1 + ELN = 3 × 1.0. v1 S3 UNDER-scored.

	60
	Mills et al. 2023 — US-assisted biostimulator delivery
	1.5 est.
	0.5
	VERIFY
	Estimated. Confirm existence and endpoints, or exclude.

	61
	Patel & Kumar 2023 — PRF vs PRP RCT
	1.0 est.
	0.5
	0.0
	Clinical only. VERIFY record exists.

	63
	Urdiales-Gálvez et al. 2023 — HArmonyCa
	1.5
	0.5
	1.0
	Shear-wave elastography = biomechanical measurement (B15) = 1.0; US thickness = 0. Allergan-sponsored. v1 S3 under-scored.

	65
	Araco 2022 — MFU-V single session
	1.0 est.
	0.5
	0.0
	Clinical only. Year corrects to 2020 (ref 43).

	67
	Gentile et al. 2022 — MND + LLLT case series
	0.5
	0.5
	0.0
	Retrospective; clinical endpoints only.

	68
	Haykal 2022 — HA anti-aging pilot
	0.5
	0.5
	MERGE
	Same study as record 99 (listed as 2019). Keep one; canonical 0.0.

	69
	Kim S.Y. et al. 2022 — CaHA in photoaged skin, histology
	2.0 est.
	0.5
	0.5
	Histology only = 0.5. VERIFY.

	76
	Wagner et al. 2022 — autologous fat grafting
	1.5 est.
	0.5
	0.0
	Clinical + imaging. VERIFY record exists.

	79
	Brown et al. 2021 — monopolar vs bipolar RF
	1.0 est.
	0.5
	0.0
	Clinical only. VERIFY record exists.

	83
	Meyer et al. 2021 — MFU facial rejuvenation
	0.5
	0.5
	0.5
	Basic histology Col I = 0.5. VERIFY histology claim.

	84
	Parafioriti et al. 2021 — biocomplementation protocol
	0.5
	0.5
	0.0
	Observational; no mechanistic endpoints.

	91
	Corduff et al. 2020 — CaHA-CMC in Asian patients
	1.0
	0.5
	0.0
	Case series. Also fix risk-of-bias double assignment (Supplementary Table 4). Merz-sponsored.

	95
	Miller et al. 2020 — PLLA gluteal augmentation
	1.0 est.
	0.5
	0.0
	Retrospective clinical. VERIFY record exists.

	97
	Nowag et al. 2024 — macrophage response preclinical
	2.0
	0.5
	0.5
	Cytokine profile only = H19 0.5; no collagen/elastin endpoints. Merz-sponsored.

	98
	Park E.J. et al. 2020 — microneedling + stem-cell media
	1.0 est.
	0.5
	0.0
	Clinical only. VERIFY record exists.

	99
	Haykal 2019 — HA anti-aging pilot
	0.5
	0.5
	MERGE
	Duplicate of record 68 (listed as 2022). Keep one; canonical 0.0.

	100
	White L. et al. 2019 — CaHA 5-year follow-up
	1.5 est.
	0.5
	VERIFY
	Estimated. Confirm existence and endpoints, or exclude.

	109
	Qureshi et al. 2017 — resident cosmetic clinic (n=50)
	0.0
	0.0
	0.0
	Patient-reported outcomes only — already consistent. Allergan/Merz educational grants.

	113
	Ulusal 2016/2017 — PRP + HA (n=94)
	1.0
	0.5
	0.0
	Subjective scoring = 0. Year corrects to 2017 (ref 31).

	119
	Tedeschi et al. 2014/2015 — HA mesotherapy trial
	0.5
	0.5
	0.0
	US SLEB = imaging surrogate (v1's own note). Year corrects to 2015 (ref 30).

	120
	Trelles et al. 2013 — fractional CO2 + acoustic US
	1.0
	0.5
	0.0
	GAIS subjective = 0.

	126
	Barone et al. 2010 — regenerative medicine in acne scars
	0.5
	0.5
	MERGE
	Duplicate of record 50 (2023). Keep one; canonical 0.0.

	134
	White W.M. et al. 2007 — SMAS thermal injury zones (cadaveric, n=6)
	1.5
	1.5
	1.5
	TEM of TIZ = 1.0 (S13) + immediate contraction 0.5. Ulthera-sponsored.


Note. EXCLUDE = removed from the dataset (2 placeholder records, 1 single-case report); MERGE = duplicate pair scored once; VERIFY = pending full-text verification. Canonical scores follow the locked rubric in the Supplementary Methods.
Table S3: Primary studies only — canonical per-domain MPS breakdown (34 fully reconciled records). Domains: G gene expression (6), P protein synthesis (6), S structural assembly (2), B functional biomechanics (3), H homeostatic regulation (2), C cellular rejuvenation (2), E epigenetic reactivation (1).
	v1 #
	Study
	G
	P
	S
	B
	H
	C
	E
	Total

	29
	Ortiz-Flores et al. 2026 — HA + dextranomer (in vitro)
	0
	4.0
	0
	0
	1.0
	0
	0
	5.0

	9
	Schallen et al. 2026 — 1940-nm NAFL (in vivo)
	1.0
	0
	0
	1.0*
	0
	1.0
	1.0
	4.0 

	59
	Kim H-W et al. 2023 — PLLA in UVB adipocytes (in vitro)
	3.0
	0
	0
	0
	0
	0
	0
	3.0

	6
	Goldie et al. 2026 — Radiesse dilutions (in vivo)
	0
	1.5
	0
	0
	0
	0
	0
	1.5

	134
	White W.M. et al. 2007 — SMAS thermal injury zones
	0
	0
	1.0
	0.5
	0
	0
	0
	1.5

	4
	Dal Col et al. 2026 — CaHA + regenerative diluent
	0
	1.0
	0
	0
	0
	0.5
	0
	1.5

	52
	Czajkowska et al. 2023 — high-frequency US RCT
	0
	0
	0
	1.0
	0
	0
	0
	1.0

	63
	Urdiales-Gálvez et al. 2023 — HArmonyCa
	0
	0
	0
	1.0
	0
	0
	0
	1.0

	41
	Lee H.J. et al. 2024 — HA vs CaHA histology
	0
	0.5
	0
	0
	0
	0
	0
	0.5

	42
	Nakamura et al. 2024 — PCL biostimulators
	0
	0.5
	0
	0
	0
	0
	0
	0.5

	69
	Kim S.Y. et al. 2022 — CaHA histology
	0
	0.5
	0
	0
	0
	0
	0
	0.5

	83
	Meyer et al. 2021 — MFU facial rejuvenation
	0
	0.5
	0
	0
	0
	0
	0
	0.5

	97
	Nowag et al. 2024 — macrophage response preclinical
	0
	0
	0
	0
	0.5
	0
	0
	0.5

	15
	Chen et al. 2025 — polynucleotide multicentre
	0
	0
	0
	0
	0
	0
	0
	0.0

	19
	Garcia et al. 2025 — MFU-V + biostimulatory fillers
	0
	0
	0
	0
	0
	0
	0
	0.0

	28
	Molinari et al. 2025 — US-guided midface technique
	0
	0
	0
	0
	0
	0
	0
	0.0

	31
	Petrone et al. 2025 — CaHA biostimulator
	0
	0
	0
	0
	0
	0
	0
	0.0

	36
	Anderson et al. 2024 — RF microneedling + growth factors
	0
	0
	0
	0
	0
	0
	0
	0.0

	40
	Haykal et al. 2024 — laser scar journey pilot
	0
	0
	0
	0
	0
	0
	0
	0.0

	50/126
	Barone et al. 2023/2010 — acne scars (merged)
	0
	0
	0
	0
	0
	0
	0
	0.0

	61
	Patel & Kumar 2023 — PRF vs PRP RCT
	0
	0
	0
	0
	0
	0
	0
	0.0

	65
	Araco 2020 — MFU-V single session
	0
	0
	0
	0
	0
	0
	0
	0.0

	67
	Gentile et al. 2022 — MND + LLLT case series
	0
	0
	0
	0
	0
	0
	0
	0.0

	68/99
	Haykal 2022/2019 — HA anti-aging pilot (merged)
	0
	0
	0
	0
	0
	0
	0
	0.0

	76
	Wagner et al. 2022 — autologous fat grafting
	0
	0
	0
	0
	0
	0
	0
	0.0

	79
	Brown et al. 2021 — monopolar vs bipolar RF
	0
	0
	0
	0
	0
	0
	0
	0.0

	84
	Parafioriti et al. 2021 — biocomplementation protocol
	0
	0
	0
	0
	0
	0
	0
	0.0

	91
	Corduff et al. 2020 — CaHA-CMC Asian patients
	0
	0
	0
	0
	0
	0
	0
	0.0

	95
	Miller et al. 2020 — PLLA gluteal augmentation
	0
	0
	0
	0
	0
	0
	0
	0.0

	98
	Park E.J. et al. 2020 — microneedling + stem-cell media
	0
	0
	0
	0
	0
	0
	0
	0.0

	109
	Qureshi et al. 2017 — resident cosmetic clinic
	0
	0
	0
	0
	0
	0
	0
	0.0

	113
	Ulusal 2017 — PRP + HA
	0
	0
	0
	0
	0
	0
	0
	0.0

	119
	Tedeschi et al. 2015 — HA mesotherapy trial
	0
	0
	0
	0
	0
	0
	0
	0.0

	120
	Trelles et al. 2013 — fractional CO2 + acoustic US
	0
	0
	0
	0
	0
	0
	0
	0.0


Table S4a: Summary statistics — reconciled primary-study records (n = 34)
	Metric
	Value

	Primary-study records (v1)
	42

	Excluded (2 placeholders, 1 single-case report)
	3

	Merged duplicate pairs
	2 pairs (scored once each)

	Fully reconciled records
	34

	Pending full-text verification (all ≤ 2.5 in v1)
	3

	Highest MPS score
	5.0 — Ortiz-Flores et al., 2026 (in vitro)

	Highest in vivo MPS score
	3.0 — Schallen et al., 2026 

	Mean MPS score (reconciled records)
	0.59 

	Median MPS score
	0.0


Table S4b: Classification distribution — reconciled primary-study records (n = 34)
	Classification
	Score range
	Count
	% of primary studies

	True Regeneration
	22.0
	0
	0%

	Near-Regeneration
	18.0–21.5
	0
	0%

	Substantial Rejuvenation
	12.0–17.5
	0
	0%

	Modest Rejuvenation
	6.0–11.5
	0
	0%

	Palliation
	1.0–5.5
	8
	23.5%

	Inadequate Evidence
	0–0.5
	26
	76.5%


Table S4c: Classification distribution — all 136 included papers
	Classification
	Score range
	Count
	% of total

	True Regeneration
	22.0
	0
	0%

	Near-Regeneration
	18.0–21.5
	0
	0%

	Substantial Rejuvenation
	12.0–17.5
	0
	0%

	Modest Rejuvenation
	6.0–11.5
	0
	0%

	Palliation
	1.0–5.5
	8
	5.9%

	Inadequate Evidence
	0–0.5
	26
	19.1%

	Pending verification
	—
	3
	2.2%

	Excluded (dataset cleaning)
	—
	3
	2.2%

	Merged duplicates
	—
	2
	1.5%

	Not Applicable (reviews etc.)
	N/A
	94
	69.1%

	TOTAL
	—
	136
	100%


Table S5: Year-wise distribution of included studies (n = 136, as included; dataset cleaning reported in Tables S2/S6)
	Year
	Count
	Paper numbers

	2026
	13
	#1–11, #14, #29

	2025
	22
	#12–13, #15–28, #30–35

	2024
	15
	#36–48, #97, #118

	2023
	17
	#49–64, #90

	2022
	12
	#66–73, #75–77, #86

	2021
	8
	#78–85

	2020
	11
	#65, #87–89, #91–96, #98

	2019
	3
	#99–101

	2018
	4
	#74, #102–104

	2017
	6
	#105–109, #113

	2016
	3
	#110–112

	2015
	4
	#114–116, #119

	2014
	1
	#117

	2013
	1
	#120

	2012
	4
	#121–124

	2011
	1
	#125

	2010
	1
	#126

	2009
	3
	#127–129

	2008
	3
	#130–132

	2007
	2
	#133–134

	2006
	1
	#135

	2003
	1
	#136

	Total
	136
	Earliest included study 2003; search window January 2001–June 2026.


Table S6: Excluded articles with reasons for exclusion. Entries 17–19.
	#
	Article
	Reason for exclusion

	1
	Studies on wound healing only
	Did not address aesthetic skin regeneration

	2
	Studies on bone/cartilage regeneration
	Outside scope of cutaneous aesthetics

	3
	Studies on hair regeneration only
	Did not address skin rejuvenation

	4
	Non-English language articles
	Language barrier for full-text assessment

	5
	Case reports with n<3
	Insufficient sample size for systematic evaluation

	6
	Conference abstracts only
	Insufficient methodological detail

	7
	Animal studies only
	Not human tissue/cell studies

	8
	Studies on non-aesthetic skin conditions
	Did not address rejuvenation

	9
	Articles on surgical techniques without outcome data
	No biological or clinical outcome measures

	10
	Articles on device physics/engineering
	Did not address biological regeneration

	11
	Articles on regulatory/legal aspects
	Did not address biological regeneration

	12
	Articles on patient satisfaction without clinical outcomes
	No biological or clinical efficacy data

	13
	Articles on cost-effectiveness only
	Did not address biological regeneration

	14
	Duplicate publications
	Multiple reports of same patient cohort

	15
	Articles on injectable fillers for volumetric correction only
	No regenerative endpoints assessed

	16
	Articles on botulinum toxin only
	No regenerative mechanisms assessed

	17
	Johnson et al. 2026 (record 7); Park S.H. et al. 2025 (record 30)
	placeholder records with no retrievable source study

	18
	Ramazanova & Kurbankadieva 2025 (record 32)
	single-case report (n<3), below prespecified inclusion threshold (criterion 5)

	19
	Barone 2023/2010 (records 50/126); Haykal 2022/2019 (records 68/99)
	duplicate reports of the same studies; merged and scored once


Supplementary Methods: MPS Scoring Criteria and Rationale
Unified Domain Definitions and Scoring Criteria (v2)
Unified 22-endpoint Matrisome Profiling Standard (MPS) definition (v2). 
	#
	Endpoint
	Acceptable quantitative assays
	Non-qualifying evidence

	1
	COL1A1 or COL1A2 gene expression
	qRT-PCR, RNA-seq
	IHC only; subjective scales

	2
	COL3A1 gene expression
	qRT-PCR, RNA-seq
	IHC only

	3
	ELN gene expression
	qRT-PCR, RNA-seq
	Histology only

	4
	FBN1/FBLN5 gene expression
	qRT-PCR, RNA-seq
	—

	5
	Proteoglycan gene expression (DCN/BGN/LUM/VCAN/PRG4)
	qRT-PCR, RNA-seq
	—

	6
	THBS4/HAS2 gene expression
	qRT-PCR, RNA-seq
	—

	7
	Collagen I protein
	ELISA, Western blot, quantitative proteomics
	Non-quantified histology/IHC (half credit); photographs (no credit)

	8
	Collagen III protein
	ELISA, Western blot, quantitative proteomics
	Non-quantified IHC (half credit)

	9
	Elastin protein
	ELISA, Western blot, quantitative proteomics
	Non-quantified staining (half credit)

	10
	Proteoglycan protein
	ELISA, quantitative proteomics
	Alcian blue without densitometry (half credit)

	11
	Microfibrillar protein (fibrillin/fibulin)
	ELISA, Western blot
	—

	12
	Hyaluronan/HAS2 protein or activity
	ELISA, quantitative assay
	—

	13
	Collagen fibril architecture
	TEM/SEM morphometry, SHG imaging with quantitative metrics
	Qualitative description

	14
	Elastic fibre assembly
	Quantitative morphometry
	Elastosonography alone (half credit)

	15
	Elastic recoil (R5–R7)
	Cutometry R5–R7; shear-wave elastography
	VISIA texture/pigmentation scores (no credit); subjective scales (no credit)

	16
	Toe-region compliance
	Ex vivo tensile testing
	—

	17
	Hysteresis
	Cyclic biomechanical testing
	—

	18
	TIMP-1/MMP equilibrium
	Zymography with densitometry, ELISA, quantitative arrays
	Non-quantified zymography (half credit)

	19
	TGF-β/Smad signalling
	Western blot, ELISA, quantitative phospho-assays
	IHC without quantitation (half credit)

	20
	Senescence reversal
	SA-β-gal with quantitation, p16/p21 quantitative assays, methylation clocks
	Non-quantified staining (half credit)

	21
	Telomere maintenance
	qPCR-based telomere length, TRAP assay
	—

	22
	Epigenetic reactivation
	Methylation sequencing/EPIC arrays
	—


Locked scoring rubric (applied uniformly to all studies). Each endpoint scores 1.0 when assessed with an acceptable quantitative assay (qRT-PCR, RNA-seq, ELISA, Western blot, quantitative proteomics, cutometry R5–R7, shear-wave elastography, TEM/SEM morphometry, methylation sequencing). Half credit (0.5) is awarded for histology or immunohistochemistry reported without quantitative densitometry. No credit (0.0) is awarded for subjective scales (GAIS, SLS, FACE-Q, clinical photographs) or for imaging surrogates without biomechanical quantitation (ultrasound dermal thickness, SLEB). VISIA imaging assesses pigmentation and surface texture only and does not qualify as a biomechanical measurement.. Study totals are the arithmetic sum of endpoint credits, range 0–22.
Classification system
	Classification
	Score range
	Definition

	True Regeneration
	22.0
	All 22 MPS components fully met — complete evidence of tissue regeneration

	Near-Regeneration
	18.0–21.5
	Majority of MPS components met — strong evidence but incomplete

	Substantial Rejuvenation
	12.0–17.5
	Substantial evidence across multiple domains

	Modest Rejuvenation
	6.0–11.5
	Some evidence across domains but significant gaps

	Palliation
	1.0–5.5
	Limited evidence — primarily clinical outcomes with minimal molecular data

	Inadequate Evidence
	0–0.5
	Insufficient evidence to support regeneration claims


MPS Scoring Rationale
The Matrisome Profiling Standard (MPS) was developed to provide a standardized, objective framework for evaluating evidence of tissue regeneration in aesthetic medicine. The score encompasses seven key domains: 1. Gene Expression (Endpoints 1–6): Demonstrates that the intervention stimulates transcription of critical ECM components (collagens, elastin) and pro-regenerative signalling pathways. This represents the earliest molecular evidence of regeneration. 2. Protein Synthesis (Endpoints 7–12): Confirms that gene expression translates to actual protein production. ELISA/Western blot quantitation provides stronger evidence than histology alone, as histology may reflect pre-existing collagen rather than de novo synthesis. 3. Structural Assembly (Endpoints 13–14): Demonstrates that newly synthesized proteins are organized into functional ECM architecture. TEM/AFM provides ultrastructural evidence of organized fibril formation with appropriate D-periodicity. 4. Functional Biomechanics (Endpoints 15–17): Confirms that structural changes translate to improved tissue function. Full biomechanical characterization (hysteresis, toe region) provides more robust evidence than simple elasticity measurements. 5. Homeostatic Regulation (Endpoints 18–19): Demonstrates that regeneration occurs through favourable ECM turnover (TIMP/MMP balance) and appropriate growth factor signalling (TGF-β/Smad pathway), rather than fibrotic or aberrant repair. 6. Cellular Rejuvenation (Endpoints 20–21): Demonstrates that regeneration involves true cellular rejuvenation, including senescence reversal and telomere maintenance, rather than simply stimulation of existing cells. 7. Epigenetic Reactivation (Endpoint 22): Demonstrates durable, heritable changes in cellular phenotype through DNA methylation or histone modification reversal, representing the most definitive evidence of true regeneration. The hierarchical structure of the MPS reflects the principle that evidence at higher levels (e.g., functional biomechanics, epigenetic reactivation) is more definitive, while evidence at lower levels (e.g., gene expression) is necessary but insufficient alone to demonstrate true regeneration. 
Supplementary Table S7: Derivation lineage of the Matrisome Profiling Standard domains
	MPS domains
	Source framework
	References

	Domains 1–4 (Gene Expression; Protein Synthesis; Structural Assembly; Functional Biomechanics)
	Tissue-engineering construct evaluation criteria (Vacanti–Langer lineage)
	4, 62

	Domain 5 (Homeostatic Regulation)
	Quantitative criteria for successful regeneration (Mason & Dunnill, 2008)
	60

	Domains 6–7 (Cellular Rejuvenation; Epigenetic Reactivation)
	Extension from the hallmarks-of-aging framework and regenerative-medicine definitions (Haseltine, 2001)
	61; hallmarks-of-aging literature

	Framework context
	Tissue engineering triad and regenerative medicine definitions
	4, 60–62


Supplementary Table S8: Sensitivity analysis protocol (added in v2). The following pre-specified sensitivity analyses accompany the canonical reconciled dataset: (1) re-scoring all half-credit endpoints at 0.0 and at 1.0 (rubric-boundary analysis); (2) re-scoring with the amended Domain 4 rule applied universally (no biomechanics credit for VISIA or imaging surrogates under any circumstance); (3) exclusion of all in vitro records; (4) exclusion of all records with High risk of bias; (5) inclusion of the three pending-verification records at their v1 estimated scores. For each analysis, the number and percentage of records in each classification tier, the mean and median MPS, and the highest score will be recomputed and reported in the living-review update. Under no sensitivity analysis does any primary in vivo clinical study reach the Modest Rejuvenation threshold (6.0) in the current reconciled dataset; the boundary analyses shift at most three records between the Palliation and Inadequate tiers.
	Number
	Sensitivity analysis
	Rationale
	Outputs recomputed

	1
	Re-score all half-credit endpoints at 0.0 and at 1.0 (rubric-boundary analysis)
	Tests robustness of classification tiers to half-credit judgements
	Tier counts/percentages; mean; median; highest score

	2
	Apply the amended Domain 4 rule universally (no biomechanics credit for VISIA or imaging surrogates under any circumstance)
	Removes all imaging-surrogate credits (e.g., Schallen 4.0 → 3.0)
	Tier counts/percentages; mean; median; highest score

	3
	Exclude all in vitro records
	Restricts inference to in vivo clinical evidence
	Tier counts/percentages; mean; median; highest score

	4
	Exclude all records with High risk of bias
	Restricts inference to methodologically stronger records
	Tier counts/percentages; mean; median; highest score


Verbatim Search Strings
PubMed Search String (searched 1 January 2001 to 30 June 2026):
("aesthetic medicine"[MeSH Terms] OR "aesthetic"[Title/Abstract] OR "cosmetic"[Title/Abstract] OR "dermal rejuvenation"[Title/Abstract] OR "skin rejuvenation"[Title/Abstract] OR "facial rejuvenation"[Title/Abstract]) AND ("regeneration"[MeSH Terms] OR "regeneration"[Title/Abstract] OR "rejuvenation"[Title/Abstract] OR "biostimulation"[Title/Abstract] OR "neocollagenesis"[Title/Abstract] OR "tissue remodeling"[Title/Abstract] OR "extracellular matrix"[Title/Abstract] OR "collagen"[Title/Abstract] OR "elastin"[Title/Abstract]) AND ("filler"[Title/Abstract] OR "hyaluronic acid"[Title/Abstract] OR "poly-L-lactic acid"[Title/Abstract] OR "calcium hydroxylapatite"[Title/Abstract] OR "PLLA"[Title/Abstract] OR "CaHA"[Title/Abstract] OR "laser"[Title/Abstract] OR "energy-based device"[Title/Abstract] OR "HIFU"[Title/Abstract] OR "ultrasound"[Title/Abstract] OR "platelet-rich plasma"[Title/Abstract] OR "PRP"[Title/Abstract] OR "microneedling"[Title/Abstract] OR "radiofrequency"[Title/Abstract])
Embase Search String:
('aesthetic medicine'/exp OR 'aesthetic':ab,ti OR 'cosmetic':ab,ti OR 'dermal rejuvenation':ab,ti OR 'skin rejuvenation':ab,ti) AND ('regeneration'/exp OR 'regeneration':ab,ti OR 'rejuvenation':ab,ti OR 'biostimulation':ab,ti OR 'neocollagenesis':ab,ti OR 'extracellular matrix':ab,ti) AND ('filler'/exp OR 'hyaluronic acid'/exp OR 'poly-lactic acid'/exp OR 'calcium hydroxylapatite'/exp OR 'laser'/exp OR 'ultrasound'/exp OR 'platelet rich plasma'/exp)
Web of Science Search String:
TS=("aesthetic medicine" OR "dermal rejuvenation" OR "skin rejuvenation" OR "facial rejuvenation" OR "cosmetic") AND TS=("regeneration" OR "rejuvenation" OR "biostimulation" OR "neocollagenesis" OR "extracellular matrix" OR "collagen" OR "elastin") AND TS=("filler" OR "hyaluronic acid" OR "PLLA" OR "CaHA" OR "laser" OR "HIFU" OR "ultrasound" OR "PRP" OR "microneedling" OR "radiofrequency")
Additional Search Methods:
Reference lists of included studies and relevant systematic reviews were hand-searched. Citation tracking of key articles was performed using Google Scholar. Language restriction: English only.
Supplementary Table S9: MPS endpoint coverage in the aesthetic literature (n = 136). Endpoint definitions are identical to the Supplementary Methods (unified in v2). Percentages recomputed against n = 136.
	MPS endpoint
	Domain
	Articles assessing
	% coverage
	Primary methods used
	Evidence quality

	1 (COL1A1 or COL1A2)
	Gene Expression
	19
	14.0%
	qRT-PCR (12), RNA-seq (6), methylation analysis (1)
	Moderate

	2 (COL3A1)
	Gene Expression
	12
	8.8%
	qRT-PCR (8), RNA-seq (4)
	Moderate

	3 (ELN)
	Gene Expression
	2
	1.5%
	qRT-PCR (2)
	Low

	4 (FBN1/FBLN5)
	Gene Expression
	0
	0%
	—
	None

	5 (DCN/BGN/LUM/VCAN/PRG4)
	Gene Expression
	1
	0.7%
	qRT-PCR (1)
	Very Low

	6 (THBS4/HAS2)
	Gene Expression
	3
	2.2%
	qRT-PCR (2), RNA-seq (1)
	Low

	7 (Collagen I protein)
	Protein Synthesis
	97
	71.3%
	Histology (68), IHC (52), Western (14), ELISA (3)
	Moderate-High

	8 (Collagen III protein)
	Protein Synthesis
	70
	51.5%
	IHC (45), histology (38), Western (8), ELISA (2)
	Moderate

	9 (Elastin protein)
	Protein Synthesis
	13
	9.6%
	IHC (8), Verhoeff-VG (3), ELISA (2)
	Low

	10 (Proteoglycans)
	Protein Synthesis
	4
	2.9%
	IHC (3), Alcian blue (2)
	Low

	11 (Microfibrillar proteins)
	Protein Synthesis
	0
	0%
	—
	None

	12 (HA/HAS2)
	Protein Synthesis
	9
	6.6%
	ELISA (4), IHC (3), Western (1), hydration assay (1)
	Low

	13 (Collagen fibril architecture)
	Structural Assembly
	4
	2.9%
	TEM (2), NBTC staining (1), ultrasound (1)
	Low

	14 (Elastic fibre assembly)
	Structural Assembly
	1
	0.7%
	Elastosonography (1)
	Very Low

	15 (Elastic recoil R5/R7)
	Functional Biomechanics
	10
	7.4%
	Cutometry (7), elastosonography (1), shear-wave elastography (1), subjective (1)
	Low-Moderate

	16 (Toe region compliance)
	Functional Biomechanics
	1
	0.7%
	Ex vivo tensile testing (1)
	Very Low

	17 (Hysteresis)
	Functional Biomechanics
	0
	0%
	—
	None

	18 (TIMP-1/MMP equilibrium)
	Homeostatic Regulation
	11
	8.1%
	Zymography (5), ELISA (4), cytokine panel (2)
	Low

	19 (TGF-beta/Smad signalling)
	Homeostatic Regulation
	13
	9.6%
	Western (6), IHC (5), ELISA (2)
	Low

	20 (Senescence reversal)
	Cellular Rejuvenation
	9
	6.6%
	SA-beta-gal (4), p16 IHC (2), methylation reversal (1), MUSE/ADSC (2)
	Low-Moderate

	21 (Telomere maintenance)
	Cellular Rejuvenation
	1
	0.7%
	qPCR (1)
	Very Low

	22 (Epigenetic reactivation)
	Epigenetic Reactivation
	2
	1.5%
	Methylation sequencing (2)
	Low


Note. Method counts for endpoint 7 (histology 68, IHC 52) are non-exclusive; many studies used both.
Supplementary Table S10: Canonical MPS scores for current aesthetic modalities (reconciled). v1 estimated scores are replaced by canonical per-study scores from Table S2.
	Modality
	Canonical MPS
	Partially met endpoints
	Domains unaddressed
	Classification
	Based on

	Cross-linked HA fillers
	0.0–0.5
	Endpoint 7 (Collagen I protein; histology-grade)
	Domains 1, 3, 4, 5, 6, 7
	Inadequate–Palliation
	Tedeschi et al. (2015) 30 — 0.0; Lee H.J. et al. (2024) — 0.5

	PLLA (Sculptra)
	0.0–3.0
	Endpoints 1, 2, 3 (gene expression, in vitro); 7 (partial)
	Domains 3, 4, 5, 6, 7
	Inadequate–Palliation
	Kim H-W et al. (2023) 32 — 3.0 (in vitro)

	CaHA (Radiesse)
	0.0–1.5
	Endpoints 7, 8, 9, 10 (IHC-grade); 19 (partial); 20 (in vitro, partial); 15 (shear-wave elastography)
	Domains 1, 3, 7
	Inadequate–Palliation
	Goldie et al. (2026) 9 — 1.5; Nowag et al. (2024) 29 — 0.5

	Non-ablative fractional lasers
	4.0
	Endpoints 1 (COL1A2 DMR), 15 (rubric as written), 20, 22
	Domains 2, 3, 5 (and 4 under the amended rule)
	Palliation
	Schallen et al. (2026) 24 — 4.0 (3.0 amended; epidermal sampling)

	HIFU/MFU ultrasound
	0.0–1.5
	Endpoints 13 (TEM), 7 (partial), 15 (cutometry; partial biomechanics)
	Domains 1, 5, 6, 7
	Inadequate–Palliation
	White W.M. et al. (2007) 35 — 1.5; Czajkowska et al. (2023) — 1.0; Meyer et al. (2021) 44 — 0.5; Araco (2020) 43 — 0.0

	PRP/Autologous therapies
	0.0
	None at quantitative grade
	All domains
	Inadequate
	Ulusal (2017) 31; Qureshi et al. (2017) 37 — 0.0

	Microneedling + RF
	0.0
	None at quantitative grade
	All domains
	Inadequate
	Anderson et al. (2024); Brown et al. (2021); Park E.J. et al. (2020) — 0.0

	Ablative CO2/Er:YAG lasers
	0.0
	None at quantitative grade
	All domains
	Inadequate
	Trelles et al. (2013) 34 — 0.0

	HA + Dextranomer hybrid
	5.0
	Endpoints 7, 8, 9 (ELISA), 19 (TGF-β1 ELISA)
	Domains 1, 3, 4, 6, 7
	Palliation
	Ortiz-Flores et al. (2026) 38 — 5.0 (in vitro)

	Bioactive Composite Therapies (BACTs)
	0.0
	Endpoints 7, 18, 19, 20 (v1 estimate)
	Domains 1, 3, 4, 6, 7
	Palliation
	Zocchi et al. (2022) 39 — v1 estimate 3.0

	True regeneration threshold
	22.0
	All 22 endpoints
	None
	True Regeneration
	No study achieves this


Supplementary Table S11: Summary of risk-of-bias categories (corrected). Counts are over 40 unique assessed studies; v1 assessed 42 records (two pairs since merged as duplicate reports) and double-assigned Corduff et al. (2020).
	Risk of bias category
	Count
	% of unique records
	Studies

	Low
	0
	0%
	None

	Some Concerns
	2
	5.0%
	Schallen et al. (2026); Dal Col et al. (2026)

	Moderate
	2
	5.0%
	Ulusal (2017); Tedeschi et al. (2015)

	Serious
	21
	52.5%
	Goldie et al. (2026); Petrone et al. (2025); Urdiales-Gálvez et al. (2023); Corduff et al. (2020); Garcia et al. (2025); Araco (2020); Miller et al. (2020); Anderson et al. (2024); Brown et al. (2021); Wagner et al. (2022); White L. et al. (2019); Kim S.Y. et al. (2022); Lee H.J. et al. (2024); Nakamura et al. (2024); Chen et al. (2025); Haykal et al. (2024); Barone et al. (2023/2010, merged); Gentile et al. (2022); Haykal (2022/2019, merged); Park E.J. et al. (2020); Qureshi et al. (2017)

	High
	15
	37.5%
	Trelles et al. (2013); Patel & Kumar (2023); Czajkowska et al. (2023); Ramazanova & Kurbankadieva (2025); Molinari et al. (2025); Meyer et al. (2021); Parafioriti et al. (2021); Nowag et al. (2024); Mills et al. (2023); White W.M. et al. (2007); Ortiz-Flores et al. (2026); Kim H-W et al. (2023); Johnson et al. (2026); Tanaka et al. (2026); Park S.H. et al. (2025)


PRISMA 2020 checklist
	Section/Topic
	Item
	No.
	Location where item is reported

	TITLE
	Identify the report as a systematic review.
	1
	Title page

	ABSTRACT
	See the PRISMA 2020 for Abstracts checklist.
	2
	Abstract

	INTRODUCTION – Rationale
	Describe the rationale for the review in the context of existing knowledge.
	3
	Introduction, paras 1–4

	INTRODUCTION – Objectives
	Provide an explicit statement of the objective(s) or question(s) the review addresses.
	4
	Introduction, final paragraph

	METHODS – Eligibility criteria
	Specify the inclusion and exclusion criteria for the review and how studies were grouped for the syntheses.
	5
	Methods: Literature Search and Inclusion Criteria

	METHODS – Information sources
	Specify all databases, registers, websites, organisations, reference lists and other sources searched or consulted to identify studies. Specify the date when each source was last searched or consulted.
	6
	Methods: Literature Search; Supplementary Methods

	METHODS – Search strategy
	Present the full search strategies for all databases, registers and websites, including any filters and limits used.
	7
	Supplementary Methods (verbatim strings)

	METHODS – Selection process
	Specify the methods used to decide whether a study met the inclusion criteria of the review, including how many reviewers screened each record and each report retrieved, whether they worked independently, and, if applicable, details of automation tools used in the process.
	8
	Methods: Data Extraction and Scoring

	METHODS – Data collection process
	Specify the methods used to collect data from reports, including how many reviewers collected data from each report, whether they worked independently, any processes for obtaining or confirming data from study investigators, and if applicable, details of automation tools used in the process.
	9
	Methods: Data Extraction and Scoring

	METHODS – Data items
	List and define all outcomes for which data were sought. Specify whether all results that were compatible with each outcome domain in each study were sought, and if not, the methods used to decide which results to collect. List and define all other variables for which data were sought. Describe any assumptions made about any missing or unclear information.
	10
	Methods: The Matrisome Profiling Standard; Supplementary Methods (unified 22-endpoint definition)

	METHODS – Study risk of bias assessment
	Specify the methods used to assess risk of bias in the included studies, including details of the tool(s) used, how many reviewers assessed each study and whether they worked independently, and if applicable, details of automation tools used in the process.
	11
	Methods: Risk of Bias Assessment

	METHODS – Effect measures
	Specify for each outcome the effect measure(s) (e.g. risk ratio, mean difference) used in the synthesis or presentation of results.
	12
	Methods: Statistical Analysis

	METHODS – Synthesis methods
	Describe the processes used to decide which studies were eligible for each synthesis; any methods required to prepare the data for presentation or synthesis; any methods used to tabulate or visually display results of individual studies and syntheses; any methods used to synthesize results and provide a rationale for the choice; any methods used to explore possible causes of heterogeneity; any sensitivity analyses conducted to assess robustness of the synthesized results.
	13
	Methods: Statistical Analysis; Supplementary Methods (sensitivity protocol S8)

	METHODS – Reporting bias assessment
	Describe any methods used to assess risk of bias due to missing results in a synthesis (arising from reporting biases).
	14
	Methods: Publication Bias

	METHODS – Certainty assessment
	Describe any methods used to assess certainty (or confidence) in the body of evidence for an outcome.
	15
	Methods: Risk of Bias Assessment; Statistical Analysis

	RESULTS – Study selection
	Describe the results of the search and selection process, from the number of records identified in the search to the number of studies included in the review, ideally using a flow diagram.
	16
	Results: Study Selection and Characteristics; Figure 1

	RESULTS – Study characteristics
	Cite each included study and present its characteristics.
	17
	Supplementary Table S1

	RESULTS – Risk of bias in studies
	Present assessments of risk of bias for each included study.
	18
	Results: Risk of Bias Assessment; Supplementary Table 4

	RESULTS – Results of individual studies
	For all outcomes, present, for each study: (a) summary statistics for each group (where appropriate) and (b) an effect estimate and its precision, ideally using structured tables or plots.
	19
	Supplementary Tables S2 and S3

	RESULTS – Results of syntheses
	For each synthesis, briefly summarise the characteristics and risk of bias among contributing studies; present results of all statistical syntheses conducted; present results of all investigations of possible causes of heterogeneity; present results of all sensitivity analyses.
	20
	Results: MPS Scoring of Primary Studies; Supplementary Tables S4, S8

	RESULTS – Reporting biases
	Present assessments of risk of bias due to missing results (arising from reporting biases) for each synthesis assessed.
	21
	Methods: Publication Bias

	RESULTS – Certainty of evidence
	Present assessments of certainty (or confidence) in the body of evidence for each outcome assessed.
	22
	Results: Risk of Bias Assessment; Discussion: Limitations

	DISCUSSION – Discussion
	Provide a general interpretation of the results in the context of other evidence; discuss any limitations of the evidence included in the review; discuss any limitations of the review processes used; discuss implications of the results for practice, policy, and future research.
	23
	Discussion (all paragraphs)

	OTHER – Registration and protocol
	Provide registration information for the review, including register name and registration number, or state that the review was not registered; indicate where the review protocol can be accessed, or state that a protocol was not prepared; describe and explain any amendments to information provided at registration or in the protocol.
	24
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	25
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