
S1. Table 1. PRISMA Checklist
	Section/topic 
	#
	Checklist item 
	Reported on page # 

	TITLE 
	

	Title 
	1
	Identify the report as a systematic review, meta-analysis, or both. 
	1

	ABSTRACT 
	

	Structured summary 
	2
	Provide a structured summary including, as applicable: background; objectives; data sources; study eligibility criteria, participants, and interventions; study appraisal and synthesis methods; results; limitations; conclusions and implications of key findings; systematic review registration number. 
	2

	INTRODUCTION 
	

	Rationale 
	3
	Describe the rationale for the review in the context of what is already known. 
	3

	Objectives 
	4
	Provide an explicit statement of questions being addressed with reference to participants, interventions, comparisons, outcomes, and study design (PICOS). 
	5

	METHODS 
	

	Protocol and registration 
	5
	Indicate if a review protocol exists, if and where it can be accessed (e.g., Web address), and, if available, provide registration information including registration number. 
	4

	Eligibility criteria 
	6
	Specify study characteristics (e.g., PICOS, length of follow-up) and report characteristics (e.g., years considered, language, publication status) used as criteria for eligibility, giving rationale. 
	5

	Information sources 
	7
	Describe all information sources (e.g., databases with dates of coverage, contact with study authors to identify additional studies) in the search and date last searched. 
	5

	Search 
	8
	Present full electronic search strategy for at least one database, including any limits used, such that it could be repeated. 
	5

	Study selection 
	9
	State the process for selecting studies (i.e., screening, eligibility, included in systematic review, and, if applicable, included in the meta-analysis). 
	5

	Data collection process 
	10
	Describe method of data extraction from reports (e.g., piloted forms, independently, in duplicate) and any processes for obtaining and confirming data from investigators. 
	6

	Data items 
	11
	List and define all variables for which data were sought (e.g., PICOS, funding sources) and any assumptions and simplifications made. 
	6

	Risk of bias in individual studies 
	12
	Describe methods used for assessing risk of bias of individual studies (including specification of whether this was done at the study or outcome level), and how this information is to be used in any data synthesis. 
	6

	Summary measures 
	13
	State the principle summary measures (e.g., risk ratio, difference in means). 
	6

	Synthesis of results 
	14
	Describe the methods of handling data and combining results of studies, if done, including measures of consistency (e.g., I2) for each meta-analysis. 
	8
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	Risk of bias across studies 
	15
	Specify any assessment of risk of bias that may affect the cumulative evidence (e.g., publication bias, selective reporting within studies). 
	6

	Additional analyses 
	16
	Describe methods of additional analyses (e.g., sensitivity or subgroup analyses, meta-regression), if done, indicating which were pre-specified. 
	NA

	RESULTS 
	

	Study selection 
	17
	Give numbers of studies screened, assessed for eligibility, and included in the review, with reasons for exclusions at each stage, ideally with a flow diagram. 
	7

	Study characteristics 
	18
	For each study, present characteristics for which data were extracted (e.g., study size, PICOS, follow-up period) and provide the citations. 
	7

	Risk of bias within studies 
	19
	Present data on risk of bias of each study and, if available, any outcome level assessment (see item 12). 
	14

	Results of individual studies 
	20
	For all outcomes considered (benefits or harms), present, for each study: (a) simple summary data for each intervention group (b) effect estimates and confidence intervals, ideally with a forest plot. 
	8

	Synthesis of results 
	21
	Present results of each meta-analysis done, including confidence intervals and measures of consistency. 
	NA

	Risk of bias across studies 
	22
	Present results of any assessment of risk of bias across studies (see Item 15). 
	14

	Additional analysis 
	23
	Give results of additional analyses, if done (e.g., sensitivity or subgroup analyses, meta-regression [see Item 16]). 
	NA

	DISCUSSION 
	

	Summary of evidence 
	24
	Summarize the main findings including the strength of evidence for each main outcome; consider their relevance to key groups (e.g., healthcare providers, users, and policy makers). 
	7-14

	Limitations 
	25
	Discuss limitations at study and outcome level (e.g., risk of bias), and at review-level (e.g., incomplete retrieval of identified research, reporting bias). 
	14-15

	Conclusions 
	26
	Provide a general interpretation of the results in the context of other evidence, and implications for future research. 
	16

	FUNDING 
	

	Funding 
	27
	Describe sources of funding for the systematic review and other support (e.g., supply of data); role of funders for the systematic review. 
	16


From:  Moher D, Liberati A, Tetzlaff J, Altman DG, The PRISMA Group (2009). Preferred Reporting Items for Systematic Reviews and Meta-Analyses: The PRISMA Statement. PLoS Med 6(7): e1000097. doi:10.1371/journal.pmed1000097 

S2.Table 2 – PICOS strategy.

	PICOS
	

	Population  
	Mammals animals experimentally infected with cutaneous leishmaniasis

	Intervention 
	Meglumine antimoniate-loaded nanoparticles

	Comparison
	Control

	Outcomes 
	Antileishmanial activity. This will include biological outcomes: 1) parasite burden, 2) lesion size, 3) time to healing of the lesion.

	Types of Studies included
	in vivo (animals models)

	Research Question
	Is the use of glucantime carried nanoparticles more effective than other treatments for cutaneous leishmaniasis in animal models?


Based on PICO strategy for studies of intervention (Needleman IG, 2002; Higgins JPT, Green S. Cochrane Handbook for Systematic Reviews of Interventions   Version 5.1.0 [updated March 2011]. England: John Wiley & Sons, Ltd; 2011).

S3. Supplementary material. Search strategy.

Pubmed: meglumine antimoniate [Mesh] AND (((("Leishmaniasis, Cutaneous"[Mesh]) NOT "Leishmaniasis, Visceral"[Mesh]) NOT "Leishmaniasis, Diffuse Cutaneous"[Mesh])) OR "Leishmania"[Mesh] AND (((("Drug Carriers"[Mesh]) OR "Drug Delivery Systems"[Mesh]) OR "Nanostructures"[Mesh]) OR "Metal Nanoparticles"[Mesh]) OR "Nanotechnology"[Mesh]. 

After we searched for free terms:  Leishmaniasis cutaneous nanotechnology meglumine Leishmaniasis cutaneous metal nanoparticles meglumine Leishmaniasis cutaneous nanostructures meglumine Leishmaniasis cutaneous drug carriers meglumine Leishmaniasis cutaneous Drug Delivery Systems meglumine.  

Web of Science: Ti=(Leishmaniasis cutaneous) AND Ti=(Meglumine antimoniate) AND : Ti=( Drug Carriers) or Ti=(Drug Delivery Systems) or Ti=(Nanostructures) or Ti=(Metal Nanoparticles) or Ti=(Nanotechnology); 

Ts=(Leishmaniasis cutaneous) AND Ts=(Meglumine antimoniate) AND Ts=( Drug Carriers) or Ts=(Drug Delivery Systems) or Ts=(Nanostructures) or Ts=(Metal Nanoparticles) or Ts=(Nanotechnology).

 Scopus: “Leishmaniasis cutaneous” and “meglumine antimoniate” and “drug carriers” or “drug delivery systems” or nanostructures or “metal nanoparticles” or nanotechnology. 

EMBASE: Meglumine antimoniate AND leishmania, skin leishmaniasis, leishmaniasis AND nanomaterial, nanotecnologia, metal nanoparticle, drug delivery system, drug carriers.

LILACS: leishmania (Subject descriptor) AND meglumina (Subject descriptor) AND nanotecnologia (Subject descriptor);  

leishmania (Subject descriptor) AND meglumina (Subject descriptor) AND nanomaterial (Subject descriptor);  

leishmania (Subject descriptor) AND meglumina (Subject descriptor) AND drug carriers (Words);  

leishmania (Subject descriptor) AND meglumina (Subject descriptor) AND drug delivery system (Words)

 GOOGLE SCHOLAR: cutaneous leishmaniasis  AND nanotechnology ANDmeglumine antimoniate filetype:PDF

cutaneous leishmaniasis AND nanocarriers AND meglumine antimoniate filetype:PDF

cutaneous leishmaniasis AND drug delivery system AND meglumine antimoniate filetype:PDF

File S4. List of references of excluded (with reasons) and included studies.

Reference list of included studies (five). 

1. Abamor ES, Allahverdiyev AM, Bagirova M, Rafailovich M. Meglumine antımoniate-TiO2@Ag nanoparticle combinations reduce toxicity of the drug while enhancing its antileishmanial effect. Acta Tropica 2017;169:30-42.
2. Horoiwa TA, Cortez M, Sauter IP, Migotto A, Bandeira CL, Cerize NNP, et al. Sugar-Based Colloidal Nanocarriers for Topical Meglumine Antimoniate Application to Cutaneous Leishmaniasis Treatment: Ex vivo Cutaneous Retention and In vivo Evaluation. Eur J Pharm Sci 2020;147.

3. Momeni A, Rasoolian M, Momeni A, et al. Development of liposomes loaded with anti-leishmanial drugs for the treatment of cutaneous leishmaniasis. J Liposome Res. 2013;23(2):134‐144.

4. Moosavian Kalat SA, Khamesipour A, Bavarsad N, Fallah M, Khashyarmanesh, Z, Feizi E, et al. Use of topical liposomes containing meglumine antimoniate Glucantime) for the treatment of L. major lesion in BALB/c mice. Exp. Parasitol. 2014;143: 5–10.

5. Moosavian SA, Fallah M, Jaafari MR. The activity of encapsulated meglumine antimoniate in stearylamine-bearing liposomes against cutaneous leishmaniasis in BALB/c mice. Exp Parasitol 2019;200:30–35.
Reference list of excluded studies (four), including the reasons for exclusion.

1. Cantos G, Barbieri CL, Iacomini M, Gorin PA, Travassos LR. Synthesis of antimony complexes of yeast mannan and mannan derivatives and their effect on Leishmania-infected macrophages. Biochem J 1993;289 (Pt 1)(Pt 1):155‐160. Reason: Does not test MA or MA-loaded nanoparticles

2. Frézard F, Martins PS, Bahia AP, et al. Enhanced oral delivery of antimony from meglumine antimoniate/beta-cyclodextrin nanoassemblies. Int J Pharm 2008;347(1-2):102-108. Reason: It is Not a cutaneous leishmaniasis model

3. Lanza JS, Fernandes FR, Corrêa-Júnior JD, Vilela JM, Magalhães-Paniago R, Ferreira LA, et al. Polarity-sensitive nanocarrier for oral delivery of Sb(V) and treatment of cutaneous leishmaniasis. Int J Nanomedicine. 2016;11:2305-18. Reason: Does not test MA or MA-loaded nanoparticles

4. Sousa-Batista AJ, Cerqueira-Coutinho C, do Carmo FS, Albernaz MS, Santos-Oliveira R. Polycaprolactone Antimony Nanoparticles as Drug Delivery System for Leishmaniasis. American Journal of Therapeutics 2019;26(1):e12-e17. Reason: Does not show biological outcomes.

