[bookmark: _Hlk195778541]Additional file Table S1. PRISMA NMA Checklist of Items to Include When Reporting A Systematic Review Involving a Network Meta-analysis.

	Section/Topic
	Item #
	Checklist Item
	Reported on Page #

	TITLE
	
	
	

	Title
	1
	Identify the report as a systematic review incorporating a network meta-analysis (or related form of meta-analysis). 
	1

	
	
	
	

	ABSTRACT
	
	
	

	Structured summary 
	2
	Provide a structured summary including, as applicable: 
Background: main objectives
Methods: data sources; study eligibility criteria, participants, and interventions; study appraisal; and synthesis methods, such as network meta-analysis. 
Results: number of studies and participants identified; summary estimates with corresponding confidence/credible intervals; treatment rankings may also be discussed. Authors may choose to summarize pairwise comparisons against a chosen treatment included in their analyses for brevity.
Discussion/Conclusions: limitations; conclusions and implications of findings.
Other: primary source of funding; systematic review registration number with registry name.
	1-3

	
	
	
	

	INTRODUCTION
	
	
	

	Rationale 
	3
	Describe the rationale for the review in the context of what is already known, including mention of why a network meta-analysis has been conducted. 
	3-4

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

	
	
	
	

	METHODS
	
	
	

	Protocol and registration 
	5
	Indicate whether a review protocol exists and 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. Clearly describe eligible treatments included in the treatment network, and note whether any have been clustered or merged into the same node (with justification). 
	4-5

	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. 
	4

	Search 
	8
	Present full electronic search strategy for at least one database, including any limits used, such that it could be repeated. 
	Additional file Table S2

	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). 
	4-5

	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. 
	5-6

	Data items 
	11
	List and define all variables for which data were sought (e.g., PICOS, funding sources) and any assumptions and simplifications made. 
	4-6

	Geometry of the network
	S1
	Describe methods used to explore the geometry of the treatment network under study and potential biases related to it. This should include how the evidence base has been graphically summarized for presentation, and what characteristics were compiled and used to describe the evidence base to readers.
	5-6

	Risk of bias within 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. 
	5-6

	Summary measures 
	13
	State the principal summary measures (e.g., risk ratio, difference in means). Also describe the use of additional summary measures assessed, such as treatment rankings and surface under the cumulative ranking curve (SUCRA) values, as well as modified approaches used to present summary findings from meta-analyses.
	5-6

	Planned methods of analysis
	14
	Describe the methods of handling data and combining results of studies for each network meta-analysis. This should include, but not be limited to:  
· Handling of multi-arm trials;
· Selection of variance structure;
· Selection of prior distributions in Bayesian analyses; and
·  Assessment of model fit. 
	5-6

	Assessment of Inconsistency
	S2
	Describe the statistical methods used to evaluate the agreement of direct and indirect evidence in the treatment network(s) studied. Describe efforts taken to address its presence when found.
	N/A

	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). 
	5-6

	Additional analyses 
	16
	Describe methods of additional analyses if done, indicating which were pre-specified. This may include, but not be limited to, the following: 
· Sensitivity or subgroup analyses;
· Meta-regression analyses; 
· Alternative formulations of the treatment network; and
· Use of alternative prior distributions for Bayesian analyses (if applicable). 
	5-6

	




	
	
	

	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, Figure 1

	Presentation of network structure
	S3
	Provide a network graph of the included studies to enable visualization of the geometry of the treatment network. 
	Figure 2

	Summary of network geometry
	S4
	Provide a brief overview of characteristics of the treatment network. This may include commentary on the abundance of trials and randomized patients for the different interventions and pairwise comparisons in the network, gaps of evidence in the treatment network, and potential biases reflected by the network structure.
	7-8

	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. 
	5, Table 1, Additional file Table S3

	Risk of bias within studies 
	19
	Present data on risk of bias of each study and, if available, any outcome level assessment. 
	6, Additional file Figure S1

	Results of individual studies 
	20
	For all outcomes considered (benefits or harms), present, for each study: 1) simple summary data for each intervention group, and 2) effect estimates and confidence intervals. Modified approaches may be needed to deal with information from larger networks.
	7-10

	Synthesis of results 
	21
	Present results of each meta-analysis done, including confidence/credible intervals. In larger networks, authors may focus on comparisons versus a particular comparator (e.g. placebo or standard care), with full findings presented in an appendix. League tables and forest plots may be considered to summarize pairwise comparisons. If additional summary measures were explored (such as treatment rankings), these should also be presented.
	7-10

	Exploration for inconsistency
	S5
	Describe results from investigations of inconsistency. This may include such information as measures of model fit to compare consistency and inconsistency models, P values from statistical tests, or summary of inconsistency estimates from different parts of the treatment network.
	N/A

	Risk of bias across studies 
	22
	Present results of any assessment of risk of bias across studies for the evidence base being studied. 
	10, Figure 5, Figure 6  

	Results of additional analyses
	23
	Give results of additional analyses, if done (e.g., sensitivity or subgroup analyses, meta-regression analyses, alternative network geometries studied, alternative choice of prior distributions for Bayesian analyses, and so forth). 
	9-10

	
	
	
	

	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). 
	11-15

	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). Comment on the validity of the assumptions, such as transitivity and consistency. Comment on any concerns regarding network geometry (e.g., avoidance of certain comparisons).
	16-17

	Conclusions 
	26
	Provide a general interpretation of the results in the context of other evidence, and implications for future research. 
	17

	
	
	
	

	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. This should also include information regarding whether funding has been received from manufacturers of treatments in the network and/or whether some of the authors are content experts with professional conflicts of interest that could affect use of treatments in the network.
	19



PICOS = population, intervention, comparators, outcomes, study design.
* Text in italics indicateS wording specific to reporting of network meta-analyses that has been added to guidance from the PRISMA statement.
† Authors may wish to plan for use of appendices to present all relevant information in full detail for items in this section.








[bookmark: _Hlk195778594]Additional file Table S2. Search strategy.

	Pubmed

	#
	Query
	Results

	1
	Dermatitis, Atopic[MeSH Terms]
	26810

	2
	"atopic dermatitis"[Title/Abstract] OR "atopic eczema"[Title/Abstract] OR "atopic neurodermatitis"[Title/Abstract] OR "coca sulzberger disease"[Title/Abstract] OR "coca sulzberger syndrome"[Title/Abstract] OR "Disseminated Neurodermatitis"[Title/Abstract] OR "eczema atopica"[Title/Abstract] OR "eczema endogenous"[Title/Abstract] OR "endogenous eczema"[Title/Abstract] OR "Infantile Eczema"[Title/Abstract] OR "neurodermatitis constitutionalis"[Title/Abstract] OR "neurodermatitis disseminata"[Title/Abstract] OR "[Title/Abstract]
	34152

	3
	#1 OR #2
	39495

	4
	Biological Products[MeSH Terms]
	723390

	5
	Janus Kinase Inhibitors[MeSH Terms]
	2227

	6
	dupilumab [Supplementary Concept]
	1911

	7
	tralokinumab [Supplementary Concept]
	127

	8
	lebrikizumab [Supplementary Concept]
	71

	9
	baricitinib [Supplementary Concept]
	799

	10
	upadacitinib [Supplementary Concept]
	471

	11
	abrocitinib [Supplementary Concept]
	126

	12
	nemolizumab [Supplementary Concept]
	62

	13
	OX40 Ligand[MeSH Terms]
	652

	14
	Receptors, OX40[MeSH Terms]
	788

	15
	"abrocitinib"[Title/Abstract] OR "ACT35 antigen"[Title/Abstract] OR "adbry"[Title/Abstract] OR "adtralza"[Title/Abstract] OR "antigen ACT35"[Title/Abstract] OR "antigen CD134"[Title/Abstract] OR "antigen CD252"[Title/Abstract] OR "baricitinib"[Title/Abstract] OR "biologic*"[Title/Abstract] OR "Biopharmaceutical*"[Title/Abstract] OR "CD134 antigen*"[Title/Abstract] OR "CD134 Ligand"[Title/Abstract] OR "CD134L Protein"[Title/Abstract] OR "CD252 antigen"[Title/Abstract] OR "cibinqo"[Title/Abstract] OR "dupilumab"[Title/Abstract] OR "dupixent"[Title/Abstract] OR "ebglyss"[Title/Abstract] OR "gp34 Tumor Necrosis Factor"[Title/Abstract] OR "JAK inhibitor*"[Title/Abstract] OR "Janus kinase inhibitor*"[Title/Abstract] OR "lebrikizumab"[Title/Abstract] OR "Natural Product*"[Title/Abstract] OR "nemolizumab"[Title/Abstract] OR "olumiant"[Title/Abstract] OR "OX40 antigen"[Title/Abstract] OR "OX40 ligand"[Title/Abstract] OR "OX40 Protein"[Title/Abstract] OR "OX40 receptor*"[Title/Abstract] OR "OX40L"[Title/Abstract] OR "protein TNFRSF 4"[Title/Abstract] OR "protein TNFRSF4"[Title/Abstract] OR "protein TNFSF 4"[Title/Abstract] OR "protein TNFSF4"[Title/Abstract] OR "rinvoq"[Title/Abstract] OR "TAX transcriptionally activated glycoprotein 1 receptor"[Title/Abstract] OR "TNFRSF 4 protein"[Title/Abstract] OR "TNFRSF4 protein"[Title/Abstract] OR "TNFSF 4 protein"[Title/Abstract] OR "TNFSF4 protein"[Title/Abstract] OR "tralokinumab"[Title/Abstract] OR "tumor necrosis factor superfamily member 4"[Title/Abstract] OR "tumour necrosis factor superfamily member 4"[Title/Abstract] OR "TXGP1L"[Title/Abstract] OR "upadacitinib"[Title/Abstract] OR "[Title/Abstract]
	1262080

	16
	#4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR #14 OR #15
	1923229

	17
	#3 AND #16
	26810

	18
	random*[Title/Abstract]
	1588663

	19
	#17 AND #18
	2032





	Embase

	#
	Query
	Results

	1
	'atopic dermatitis'/exp
	64627

	2
	'atopic dermatitis':ab,ti,kw OR 'atopic eczema':ab,ti,kw OR 'atopic neurodermatitis':ab,ti,kw OR 'coca sulzberger disease':ab,ti,kw OR 'coca sulzberger syndrome':ab,ti,kw OR 'disseminated neurodermatitis':ab,ti,kw OR 'eczema atopica':ab,ti,kw OR 'eczema endogenous':ab,ti,kw OR 'endogenous eczema':ab,ti,kw OR 'infantile eczema':ab,ti,kw OR 'neurodermatitis constitutionalis':ab,ti,kw OR 'neurodermatitis disseminata':ab,ti,kw
	54176

	3
	#1 OR #2
	71258

	4
	'biological product'/exp
	1005294

	5
	'janus kinase inhibitor'/exp
	39635

	6
	'dupilumab'/exp
	8838

	7
	tralokinumab'/exp
	1097

	8
	'lebrikizumab'/exp
	977

	9
	'baricitinib'/exp
	6548

	10
	'upadacitinib'/exp
	3838

	11
	'abrocitinib'/exp
	859

	12
	'nemolizumab'/exp
	438

	13
	'ox40 ligand'/exp
	2121

	14
	'cd134 antigen'/exp
	2883

	15
	'abrocitinib':ab,ti,kw OR 'act35 antigen':ab,ti,kw OR 'adbry':ab,ti,kw OR 'adtralza':ab,ti,kw OR 'antigen act35':ab,ti,kw OR 'antigen cd134':ab,ti,kw OR 'antigen cd252':ab,ti,kw OR 'baricitinib':ab,ti,kw OR 'biologic*':ab,ti,kw OR 'biopharmaceutical*':ab,ti,kw OR 'cd134 antigen*':ab,ti,kw OR 'cd134 ligand':ab,ti,kw OR 'cd134l protein':ab,ti,kw OR 'cd252 antigen':ab,ti,kw OR 'cibinqo':ab,ti,kw OR 'dupilumab':ab,ti,kw OR 'dupixent':ab,ti,kw OR 'ebglyss':ab,ti,kw OR 'gp34 tumor necrosis factor':ab,ti,kw OR 'jak inhibitor*':ab,ti,kw OR 'janus kinase inhibitor*':ab,ti,kw OR 'lebrikizumab':ab,ti,kw OR 'natural product*':ab,ti,kw OR 'nemolizumab':ab,ti,kw OR 'olumiant':ab,ti,kw OR 'ox40 antigen':ab,ti,kw OR 'ox40 ligand':ab,ti,kw OR 'ox40 protein':ab,ti,kw OR 'ox40 receptor*':ab,ti,kw OR 'ox40l':ab,ti,kw OR 'protein tnfrsf 4':ab,ti,kw OR 'protein tnfrsf4':ab,ti,kw OR 'protein tnfsf 4':ab,ti,kw OR 'protein tnfsf4':ab,ti,kw OR 'rinvoq':ab,ti,kw OR 'tax transcriptionally activated glycoprotein 1 receptor':ab,ti,kw OR 'tnfrsf 4 protein':ab,ti,kw OR 'tnfrsf4 protein':ab,ti,kw OR 'tnfsf 4 protein':ab,ti,kw OR 'tnfsf4 protein':ab,ti,kw OR 'tralokinumab':ab,ti,kw OR 'tumor necrosis factor superfamily member 4':ab,ti,kw OR 'tumour necrosis factor superfamily member 4':ab,ti,kw OR 'txgp1l':ab,ti,kw OR 'upadacitinib':ab,ti,kw
	1585798

	16
	#4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR #14 OR #15
	2502397

	17
	#3 AND #16
	11963

	18
	'random*':ab,ti,kw
	2158432

	19
	#17 AND #18
	1551




	Cochrane Library

	#
	Query
	Results

	1
	MeSH descriptor: [Dermatitis, Atopic] explode all trees
	2809

	2
	('atopic dermatitis' OR 'atopic eczema' OR 'atopic neurodermatitis' OR 'coca sulzberger disease' OR 'coca sulzberger syndrome' OR 'Disseminated Neurodermatitis' OR 'eczema atopica' OR 'eczema endogenous' OR 'endogenous eczema' OR 'Infantile Eczema' OR 'neurodermatitis constitutionalis' OR 'neurodermatitis disseminata' ):ab,ti,kw
	7310

	3
	#1  OR  #2
	7310

	4
	MeSH descriptor: [Biological Products] explode all trees
	38156

	5
	MeSH descriptor: [Janus Kinase Inhibitors] explode all trees
	247

	6
	MeSH descriptor: [OX40 Ligand] explode all trees
	3

	7
	MeSH descriptor: [Receptors, OX40] explode all trees
	5

	8
	('abrocitinib' OR 'ACT35 antigen' OR 'adbry' OR 'adtralza' OR 'antigen ACT35' OR 'antigen CD134' OR 'antigen CD252' OR 'baricitinib' OR 'biologic*' OR 'Biopharmaceutical*' OR 'CD134 antigen*' OR 'CD134 Ligand' OR 'CD134L Protein' OR 'CD252 antigen' OR 'cibinqo' OR 'dupilumab' OR 'dupixent' OR 'ebglyss' OR 'gp34 Tumor Necrosis Factor' OR 'JAK inhibitor*' OR 'Janus kinase inhibitor*' OR 'lebrikizumab' OR 'Natural Product*' OR 'nemolizumab' OR 'olumiant' OR 'OX40 antigen' OR 'OX40 ligand' OR 'OX40 Protein' OR 'OX40 receptor*' OR 'OX40L' OR 'protein TNFRSF 4' OR 'protein TNFRSF4' OR 'protein TNFSF 4' OR 'protein TNFSF4' OR 'rinvoq' OR 'TAX transcriptionally activated glycoprotein 1 receptor' OR 'TNFRSF 4 protein' OR 'TNFRSF4 protein' OR 'TNFSF 4 protein' OR 'TNFSF4 protein' OR 'tralokinumab' OR 'tumor necrosis factor superfamily member 4' OR 'tumour necrosis factor superfamily member 4' OR 'TXGP1L' OR 'upadacitinib' ):ab,ti,kw
	52722

	9
	#4 OR #5 OR #6 OR #7 OR #8
	88336

	10
	#3 AND #9
	1729

	11
	'random*':ab,ti,kw
	1402997

	12
	#10 AND #11
	1290




	Web of Science

	#
	Query
	Results

	1
	TS= ((atopic dermatitis) OR (atopic eczema) OR (atopic neurodermatitis) OR (coca sulzberger disease) OR (coca sulzberger syndrome) OR (Disseminated Neurodermatitis) OR (eczema atopica) OR (eczema endogenous) OR (endogenous eczema) OR (Infantile Eczema) OR (neurodermatitis constitutionalis) OR (neurodermatitis disseminata)) 
	52854

	2
	TS=((abrocitinib) OR (ACT35 antigen) OR (adbry) OR (adtralza) OR (antigen ACT35) OR (antigen CD134) OR (antigen CD252) OR (baricitinib) OR (biologic*) OR (Biopharmaceutical*) OR (CD134 antigen*) OR (CD134 Ligand) OR (CD134L Protein) OR (CD252 antigen) OR (cibinqo) OR (dupilumab) OR (dupixent) OR (ebglyss) OR (gp34 Tumor Necrosis Factor) OR (JAK inhibitor*) OR (Janus kinase inhibitor*) OR (lebrikizumab) OR (Natural Product*) OR (nemolizumab) OR (olumiant) OR (OX40 antigen) OR (OX40 ligand) OR (OX40 Protein) OR (OX40 receptor*) OR (OX40L) OR (protein TNFRSF 4) OR (protein TNFRSF4) OR (protein TNFSF 4) OR (protein TNFSF4) OR (rinvoq) OR (TAX transcriptionally activated glycoprotein 1 receptor) OR (TNFRSF 4 protein) OR (TNFRSF4 protein) OR (TNFSF 4 protein) OR (TNFSF4 protein) OR (tralokinumab) OR (tumor necrosis factor superfamily member 4) OR (tumour necrosis factor superfamily member 4) OR (TXGP1L) OR (upadacitinib))   
	2163948

	3
	#2 AND #1   
	6404

	4
	TS=(random*)   
	2617012

	5
	#3 AND #4   
	708




[bookmark: _Hlk195778573]Additional file Table S3. Characteristics of included studies.
	ID
	N
	Intervention
	Age,
years
	Male,
n(%)
	Duration since diagnosis,
years
	
	
IGA



	EASI
	SCORAD
	BSA (%)
	POEM
	NRS
	DLQI/
IDLQI
	cDLQI

	
	
	
	
	
	
	3, n(%)
	4, n (%)
	
	
	
	
	
	
	

	Simpson, E. L. 2020
	387
	Placebo
	31.5 (14.4)
	49 (64)
	22.5 (14.4)
	46 (60)
	31 (40)
	28.7 (12.5)
	64.5 (13.2)
	NA
	19.9 (6.1)
	7.0 (1.8)
	13.9 (7.3)
	13.6 (7.0)

	
	
	Abrocitinib 100mg
	32.6 (15.4)
	90 (58)
	24.9 (16.1)
	92 (59)
	64 (41)
	31.3 (13.6)
	67.1 (13.7)
	NA
	19.5 (6.5)
	6.9 (2.0)
	14.6 (6.5)
	11.7 (6.6)

	
	
	Abrocitinib 200mg
	33.0 (17.4)
	81 (53)
	22.7 (14.5)
	91 (59)
	63 (41)
	30.6 (14.1)
	64.3 (13.1)
	NA
	19.6 (5.9)
	7.1 (1.9)
	14.6 (6.8)
	13.2 (5.5)

	Worm, M. 2020
	422
	Placebo
	36.6 (14.3) 
	51 (61.4)
	NA
	NA
	NA
	2.5 (2.31)
	16.8 (10.0)
	8.1 (8.21)
	6.1 (5.43)
	2.8 (2.11)
	3.4 (4.25)
	NA

	
	
	Dupilumab 300mg
	35.9 (15.5) 
	51 (60.7)
	NA
	NA
	NA
	2.3 (2.33)
	17.1 (9.4)
	7.9 (9.04)
	6.8 (5.88)
	2.7 (2.27)
	3.0 (3.76)
	NA

	
	
	Dupilumab 300mg
	36.4 (18.9) 
	43 (50.0)
	NA
	NA
	NA
	2.8 (3.31)
	17.5 (10.6) 
	9.3 (10.51)
	6.1 (5.11)
	3.1 (2.16)
	3.2 (3.93)
	NA

	
	
	Dupilumab 300mg 
	36.7 (16.5)
	82 (48.5)
	NA
	NA
	NA
	2.6 (2.92)
	17.1 (10.5)
	7.9 (9.02)
	6.4 (5.30)
	2.8 (1.92)
	3.4 (4.21)
	NA

	Paller, A. S.  2023
	179
	Upadacitinib 15mg
	15.4 (2.0) 
	29 (46) 
	12.1 (4.5)
	35 (56)
	28 (44)
	30.9 (12.8)
	NA
	48.4 (21.9)
	20.5 (4.9)
	7.1 (1.7)
	14.4 (6.7)
	14.3 (6.0)

	
	
	Upadacitinib 30mg
	15.6 (2.7) 
	28 (48) 
	13.3 (3.7)
	34 (59)
	24 (41)
	28.7 (10.7)
	NA
	44.6 (20.9)
	21.0 (4.1)
	7.4 (1.6)
	15.7 (6.8)
	13.4 (5.6)

	
	
	Placebo
	15.1 (1.7) 
	25 (43) 
	11.8 (4.9)
	33 (57)
	25 (43)
	30.2 (14.2)
	NA
	50.9 (22.1)
	19.8 (5.6)
	7.2 (1.8)
	15.0 (7.3)
	12.5 (6.3)

	
	180
	Upadacitinib 15mg
	15.2 (1.8) 
	20 (34) 
	11.2 (4.5)
	27 (47)
	31 (53)
	28.0 (12.2)
	NA
	43.7 (22.6)
	19.3 (5.7)
	7.1 (1.8)
	14.2 (7.1)
	14.2 (5.5)

	
	
	Upadacitinib 30mg
	15.8 (1.7) 
	36 (58) 
	12.1 (4.6)
	29 (47)
	33 (53)
	31.2 (14.0)
	NA
	51.4 (24.0)
	19.5 (5.3)
	6.9 (1.7)
	14.3 (7.1)
	14.7 (5.6)

	
	
	Placebo
	15.5 (1.7) 
	25 (42) 
	12.2 (4.7)
	26 (43)
	34 (57)
	30.1 (13.3)
	NA
	47.6 (22.6)
	20.1 (5.5)
	7.3 (1.6)
	13.7 (7.1)
	13.8 (6.2)

	Silverberg, J. I.  2024
	941
	Nemolizumab 30mg
	33.5 (15.9)
	323 (52)
	NA
	438 (71)
	182 (29)
	27.8 (10.6)
	64.1 (11.6)
	44.9 (19.9)
	NA
	7.2 (1.4)
	15.4 (6.6)
	12.7 (6.7)

	
	
	Placebo
	33.3 (15.6)
	177 (55)
	NA
	236 (74)
	85 (26)
	27.1 (9.4)
	63.3 (11.3)
	43.8 (18.7)
	NA
	7.2 (1.4)
	15.5 (6.8)
	12.5 (5.8)

	
	787
	Nemolizumab 30mg
	34.9 (17.7)
	252 (48)
	NA
	352 (67)
	170 (33)
	27.4 (10.8)
	64.9 (12.0)
	44.6 (19.4)
	NA
	7.0 (1.5)
	14.5 (6.9)
	12.2 (6.0)

	
	
	Placebo
	35.2 (17.0)
	129 (49)
	NA
	185 (70)
	80 (30)
	27.6 (10.9)
	64.9 (13.3)
	45.0 (19.3)
	NA
	7.2 (1.5)
	14.2 (7.0)
	12.4 (5.4)

	Paller, A. S. 2022
	
162
	Dupilumab 200/300mg
	4.1(0.4)
	44 (53.0)
	3.4 (1.3)
	20 (24)
	63 (76)
	35.1 (13.9)
	72.7 (13.0)
	59.3 (22.5)
	23.1 (4.5)
	4.9 (1.9)
	17.4 (5.4)
	17.5 (5.4)

	
	
	Placebo
	3.8(0.4)
	55 (69.6)
	3.4 (1.3)
	17 (22)
	62 (78)
	33.1 (12.2)
	72.2 (11.4)
	57.4 (20.9)
	23.3 (4.0)
	4.6 (2.1)
	17.1 (5.4)
	17.7 (6.3)

	Simpson, E. L. 2016
	
671
	Placebo
	39.0 (4.2)
	118 (53)
	28.0 (19.0-40.0)
	NA
	110 (49)
	31.8 (22.2-43.8)
	67.0 (58.0-77.6)
	NA
	21.0 (16.0-25.0)
	NA
	14.0 (9.0-20.0)
	NA

	
	
	Dupilumab 300mg
	38.0 (3.7)
	130 (58)
	26.0 (17.0-40.0)
	NA
	108 (48)
	30.4 (21.5-40.8)
	65.1 (56.5-77.4)
	NA
	21.0 (16.0-25.0)
	NA
	13.0 (8.0--19.0)
	NA

	
	
	Dupilumab 300mg
	39.0 (4.3)
	142 (64)
	26.0 (16.0-42.0)
	NA
	106 (48)
	29.8 (22.0-41.2)
	65.9 (57.2-75.8)
	NA
	22.0 (17.0-26.0)
	NA
	14.0 (8.0-20.0)
	NA

	
	708
	Placebo
	35.1 (3.9)
	32 (56)
	26.0 (18.0-39.0)
	NA
	115 (49)
	30.5 (22.1-41.7)
	68.9 (58.6-78.5)
	NA
	23.0 (17.0-26.0)
	NA
	15.0 (9.0-22.0)
	NA

	
	
	Dupilumab 300mg
	34.1 (3.8)
	137 (59)
	24.5 (18.0-36.0)
	NA
	115 (49)
	29.6 (21.0-40.1)
	67.8 (57.3-76.7)
	NA
	21.0 (18.0-25.0)
	NA
	15.0 (10.0-21.0)
	NA

	
	
	Dupilumab 300mg
	35.0 (3.8)
	139 (58)
	24.0 (17.0-37.0)
	NA
	112 (47)
	29.0 (21.2-41.8)
	67.4 (58.4-77.9)
	NA
	21.0 (18.0-26.0)
	NA
	16.0 (10.0-22.0)
	NA

	Kabashima, K. 2020
	215
	Nemolizumab 60mg
	39.4 (11.4)
	93 (65)
	30.3 (1.1–61.3)
	82 (57)
	61 (43)
	24.2 (10–65)
	NA
	NA
	22.0 (5–28)
	NA
	12.0 (2–26)
	NA

	
	
	Placebo
	41.3 (14.1)
	48 (67)
	40.5 (13–80)
	45 (62)
	27 (38)
	22.7 (10–58)
	NA
	NA
	20.5 (8–28)
	NA
	12.0 (2–30)
	NA

	Gutermuth, J. 2022
	
277
	Placebo
	35.1 (14.2)
	83 (60.6)
	25.0 (17.0–34.0)
	NA
	NA
	29.1 (22.8–40.2)
	68.9 (61.2–81.0)
	52.4 (26.2)
	22.0 (17.0–26.0)
	7.5(6.6–8.4)
	16.0 (11.0–21.0)
	NA

	
	
	Tralokinumab 300mg
	35.3 (16.1)
	82 (58.6)
	26.0 (18.0–35.0)
	NA
	NA
	28.6 (22.4–38.0)
	69.2 (61.5–76.5)
	52.9 (25.1)
	22.0 (18.0–26.0)
	7.4(6.4–8.3)
	16.0 (11.0–21.0)
	NA

	Wollenberg, A. 2021
	
802
	Tralokinumab 300mg
	37.0 (3.4)
	351 (58.2)
	27.0 (19.0–38.0)
	NA
	305 (50.6)
	28.2 (21.3–40.0)
	69.2 (61.5–79.1)
	50.0 (33.0–70.0)
	24.0 (20.0–27.0)
	7.9(6.7–8.9)
	17.0 (12.0–22.0)
	NA

	
	
	Placebo
	37.0 (4.2)
	123 (61.8)
	28.0 (18.0–41.0)
	NA
	102 (51.3)
	30.3 (22.0–41.5)
	70.8 (63.8–81.0)
	52.5 (31.0–77.0)
	24.0 (20.0–27.0)
	7.9(6.9–8.7)
	16.0 (13.0–22.0)
	NA

	
	
794
	Tralokinumab 300mg 
	34.6 (3.9)
	359 (60.5)
	25.5 (17.0–39.0)
	NA
	286 (48.2)
	28.2 (19.8–40.8)
	69.5 (60.5–79.1)
	50.0 (31.0–74.0)
	24.0 (20.0–27.0)
	8.0(7.0–9.0)
	18.0 (13.0–23.0)
	NA

	
	
	Placebo
	31.9 (4.5)
	114 (56.7)
	25.0 (18.0–36.0)
	NA
	101 (50.2)
	29.6 (20.6–41.4)
	69.9 (61.9–79.1)
	50.0 (31.0–74.0)
	24.0 (20.0–27.5)
	8.1(7.1–9.0)
	18.0 (12.5–24.0)
	NA

	Thaçi, D. 2016
	379
	Dupilumab 300mg
	36.2 (10.7)
	43 (68)
	27.9 (13.3)
	32 (51)
	31 (49)
	30.1 (11.2)
	65.0 (12.2)
	NA
	NA
	NA
	NA
	NA

	
	
	Dupilumab 300mg
	39.4 (12.1)
	41 (64)
	30.5 (15.8)
	34 (53)
	30 (47)
	33.8 (14.5)
	68.5 (12.6)
	NA
	NA
	NA
	NA
	NA

	
	
	Dupilumab 200mg
	35.8 (14.9)
	36 (59)
	25.2 (12.8)
	31 (51)
	30 (49)
	32.9 (15.5)
	68.3 (14.0)
	NA
	NA
	NA
	NA
	NA

	
	
	Dupilumab 300mg
	36.8 (10.8)
	40 (62)
	26.5 (11.4)
	37 (57)
	28 (43)
	29.4 (11.5)
	67.2 (12.3)
	NA
	NA
	NA
	NA
	NA

	
	
	Dupilumab 100mg
	36.6 (11.6)
	34 (52)
	27.9 (14.7)
	34 (52)
	31 (48)
	32.2 (13.5)
	68.2 (15.0)
	NA
	NA
	NA
	NA
	NA

	
	
	Placebo 
	37.2 (13.1)
	40 (66)
	29.8 (13.5)
	32 (53)
	29 (48)
	32.9 (13.8)
	67.1 (13.6)
	NA
	NA
	NA
	NA
	NA

	Bieber, T. 2022
	463
	Placebo 
	38.7 (13.6)
	49 (53)
	27.2 (15.6)
	43 (46)
	50 (54)
	30.9 (11.6)
	69.1 (13.0)
	48.4 (21.3)
	21.3(5.7)
	7.1(1.9)
	14.5(6.9)
	NA

	
	
	Baricitinib 1mg
	38.9 (14.0)
	58 (62)
	25.1 (15.9)
	46 (49)
	47 (51)
	34.3 (13.5)
	70.9 (14.1)
	56.6 (23.8)
	21.4(6.0)
	6.7(2.3)
	14.3(8.3)
	NA

	
	
	Baricitinib 2mg
	37.3 (13.6)
	133 (72)
	25.3 (13.7)
	91 (49)
	93 (51)
	30.6 (12.4)
	67.8 (13.4)
	50.1 (22.2)
	21.3(5.9)
	6.7(1.9)
	13.6(7.4)
	NA

	
	
	Baricitinib 4mg
	38.7 (13.3)
	57 (62)
	27.5 (16.2)
	45 (49)
	47 (51)
	32.7 (13.7)
	68.2 (13.0)
	53.9 (23.8)
	20.8(6.0)
	6.7(2.3)
	14.0(8.1)
	NA

	Blauvelt, A. 2017
	
740
	Placebo 
	34.1 (3.5)
	193 (61)
	26.0 (17.0–38.0)
	168 (53)
	147 (47)
	30.9 (13.9)
	64.1 (55.9–76.1)
	56.8 (26.1)
	20.0 (16.0–25.0)
	7.6 (6.3–8.6)
	14.0 (9.0–20.0)
	NA

	
	
	Dupilumab 300mg
	40.3 (4.2)
	62 (58)
	28.0 (20.0–44.0)
	53 (50)
	53 (50)
	31.6 (14.5)
	69.7 (60.4–79.8)
	60.3 (26.3)
	21.0 (16.0–25.0)
	7.7 (6.6–8.5)
	13.5 (8.0–20.0)
	NA

	
	
	Dupilumab 300mg
	34.1 (3.3)
	191 (60)
	26.0 (18.0–39.0)
	172 (54)
	147 (46)
	30.5 (14.2)
	65.3 (55.2–76.3)
	53.2(26.4)
	20.0 (16.0–25.0)
	7.4 (6.0–8.6)
	14.0 (8.0–20.0)
	NA

	de Bruin-Weller, M. 2018
	
325
	Placebo 
	37.7 (4.0) 
	68 (63.0)
	28.5 (19.5–40.0)
	NA
	52 (48.1)
	31.7 (24.2–40.7) 
	67.5 (58.5–76.6) 
	53.0 (38.3–69.3) 
	19.0 (14.0–24.0) 
	6.9(4.9–8.1)
	13.0(7.0–19.5) 
	NA

	
	
	Dupilumab 300mg
	37.8 (4.4)
	65 (60.7)
	29.0 (19.0–43.0)
	NA
	50 (46.7)
	31.6 (25.2–39.2)
	66.7 (61.1–76.2)
	55.0 (44.0–66.0)
	20.0 (15.0–24.0)
	7.0(5.4–8.0)
	14.0(8.0–22.0)
	NA

	
	
	Dupilumab 300mg
	38.1 (3.8)
	66 (60.0)
	32.0 (21.0–42.0)
	NA
	52 (47.3)
	31.1 (24.5–39.0)
	66.1 (55.4–75.4)
	55.8 (41.5–68.0)
	19.0 (14.0–24.0)
	6.4(5.2–7.7)
	13.0(7.0–21.0)
	NA

	Merola, J. F. 2023
	188
	Dupilumab 300mg
	36.2 (14.7)
	61 (48.0)
	NA
	79 (62.2)
	48 (37.8)
	26.2 (11.9)
	64.7 (12.5)
	NA
	23.2 (3.9)
	7.5 (1.4)
	16.2 (6.4)
	NA

	
	
	Placebo 
	34.5 (15.4)
	30 (49.2)
	NA
	44 (72.1)
	17 (27.9)
	26.0 (9.9)
	62.8 (12.5)
	NA
	22.6 (4.6)
	7.6 (1.5)
	16.8 (6.3)
	NA

	Simpson, E. L. 2020
	615
	Placebo
	35 (13.0)
	154 (63.1)
	25 (13.9) 
	NA
	121 (49.6) 
	33 (12.8) 
	68 (12.7) 
	52 (21.7) 
	21 (6.3) 
	6.8(2.2) 
	15 (8.1) 
	NA

	
	
	Baricitinib 1mg
	33 (10.0)
	80 (64.0)
	24 (12.7) 
	NA
	63 (50.8) 
	33 (12.7) 
	67 (12.9) 
	55 (21.9)
	20 (6.5)
	 6.4(2.2) 
	15 (8.1) 
	NA

	
	
	Baricitinib 2mg
	36 (13.2)
	65 (52.8)
	24 (13.8) 
	NA
	62 (50.4)
	35 (16.0) 
	69 (13.3) 
	55 (26.1) 
	 21 (6.0)
	6.6(2.2) 
	14 (7.7)
	NA

	
	
	Baricitinib 4mg
	34 (14.1)
	82 (66.7)
	23 (14.8)
	NA
	63 (51.2)
	33 (12.7)
	68 (13.6)
	54 (21.5)
	20 (6.3)
	6.6(2.2)
	14 (8.4)
	NA

	Wang, J. 2023
	
31
	Placebo
	43.1 (10.8)
	5 (62.5)
	NA
	6 (75.0)
	2 (25.0)
	33.4   (15.3)
	NA
	47.6 (26.5)
	NA
	7.5  (  2.0)
	16.4   ( 6.7)
	NA

	
	
	Rademikibart
	36.5 (13.2)
	11 (47.8)
	NA
	18 (78.3)
	5 (21.7)
	24.5  (11.3)
	NA
	39.6  ( 24.3)
	NA
	7.0   ( 1.9)
	15.5 (5.6)
	NA

	Katoh, N. 2024
	
286
	Placebo
	34.8 (13.6)
	58 (70.7)
	29.0 (14.1)
	55 (67.1)
	27 (32.9)
	33.7 (11.8)
	63.2 (12.1)
	60.6 (18.4)
	17.0 (7.4)
	5.2 (1.9)
	8.1 (5.3)
	NA

	
	
	Lebrikizumab 250mg
	37.8 (12.0)
	56 (69.1)
	28.7 (13.7)
	55 (67.9)
	26 (32.1)
	34.2 (13.0)
	65.8 (13.4)
	59.6 (20.7)
	16.7 (7.1)
	5.4 (2.1)
	8.4 (5.6)
	NA

	
	
	Lebrikizumab 250mg
	35.5 (12.2)
	82 (66.7)
	28.2 (13.1)
	84 (68.3)
	39 (31.7)
	32.0 (11.5)
	61.8 (13.6)
	58.4 (18.2)
	15.9 (6.8)
	5.1 (2.2)
	8.3 (4.9)
	NA

	Gooderham, M. J. 2019
	267
	Placebo
	42.6 (15.1)
	21 (37.5)
	25.6(1.1-67.1)
	34 (61.8)
	21 (38.2)
	25.4 (12.9)
	65.0 (12.1)
	40.1 (22.3)
	NA
	7.6 (1.8)
	NA
	NA

	
	
	Abrocitinib 10mg
	44.3 (15.9) 
	21 (42.9)
	30.2(1.8-60.6)
	27 (55.1)
	22 (44.9)
	28.1 (13.1) 
	65.3 (13.2) 
	44.2 (22.7) 
	NA
	7.6 (1.7)
	NA
	NA

	
	
	Abrocitinib 30mg
	37.6 (15.9) 
	22 (43.1)
	20.5(1.2-66.6)
	28 (56.0)
	22 (44.0)
	22.1 (10.7) 
	62.4 (13.0) 
	34.1 (20.8) 
	NA
	7.6 (1.9)
	NA
	NA

	
	
	Abrocitinib 100mg
	41.1 (15.6) 
	31 (55.4)
	23.8(1.1-66.7)
	29 (52.7)
	26 (47.3)
	26.7 (11.8) 
	65.4 (13.7) 
	41.9 (22.3) 
	NA
	7.4 (2.2)
	NA
	NA

	
	
	Abrocitinib 200mg
	38.7 (17.6)
	28 (50.9)
	19.6(1.9-68.8)
	34 (63.0)
	20 (37.0)
	24.6 (13.5)
	62.7 (13.7)
	38.0 (23.3)
	NA
	6.9 (2.7)
	NA
	NA

	Paller, A. S. 2023
	
289
	Placebo
	14.3 (0.7)
	51 (54.3)
	13.0 (11.0-15.0)
	NA
	43 (45.7)
	27.2 (19.7-35.8)
	66.7 (57.8-76.7)
	50.2 (27.9)
	NA
	7.6 (6.4-8.7)
	NA
	13.0 (9.0-17.0)

	
	
	Tralokinumab 150mg
	14.9 (0.6)
	51 (52.0)
	13.0 (11.0-16.0)
	NA
	44 (44.9)
	28.9 (21.4-39.4)
	65.0 (57.8-77.6)
	50.4 (21.1)
	NA
	7.5 (6.6-8.7)
	NA
	13.0 (8.0-18.0)

	
	
	Tralokinumab 300mg
	14.9 (0.6)
	47 (48.5)
	13.0 (11.0-15.0)
	NA
	48 (49.5)
	28.0 (21.1-37.8)
	68.3 (59.4-75.6)
	46.8 (27.1)
	NA
	8.1 (6.7-8.9)
	NA
	13.0 (6.0-19.0)

	Reich, K. 2020
	329
	Placebo
	33.7 (13.2)
	71 (65)
	22.0 (12.2)
	NA
	48/108 (44)
	28.5 (12.3)
	66.6 (13.8)
	NA
	20.9 (6.7)
	7.4 (1.7)
	15.0 (7.9)
	NA

	
	
	Baricitinib 2mg
	33.8 (12.8)
	70(64)
	24.6 (14.8)
	NA
	50 (46)
	29.3 (11.9)
	66.8 (14.0)
	NA
	21.0 (6.3)
	7.0 (2.1)
	15.0 (7.7)
	NA

	
	
	Baricitinib 4mg
	33.9 (11.4)
	75 (68)
	25.5 (13.2)
	NA
	50 (45)
	30.9 (12.6)
	68.3 (13.2)
	NA
	21.4 (6.0)
	7.0 (2.0)
	14.7 (7.9)
	NA

	Wollenberg, A. 2024
	483
	Placebo
	11.8 (4.0)
	58 (47.2)
	9.2 (4.4)
	75 (61.0)
	48 (39.0)
	26.9 (10.3)
	61.3 (12.0)
	41.2 (19.0)
	NA
	NA
	NA
	NA

	
	
	Baricitinib 1mg
	12.3 (4.1)
	58 (48.3)
	9.8 (5.1)
	75 (62.5)
	45 (37.5)
	26.6 (10.0)
	63.6 (12.7)
	42.4 (19.5)
	NA
	NA
	NA
	NA

	
	
	Baricitinib 2mg
	11.8 (3.7)
	57 (47.5)
	9.4 (4.2)
	74 (61.7)
	46 (38.3)
	26.8 (9.0)
	62.4 (11.8)
	41.2 (16.8)
	NA
	NA
	NA
	NA

	
	
	Baricitinib 4mg
	11.9 (3.8)
	67 (55.8)
	9.0 (4.1)
	75 (62.5)
	45 (37.5)
	25.3 (9.5)
	60.7 (13.1)
	40.4 (17.7)
	NA
	NA
	NA
	NA

	Silverberg, J. I. 2020
	226
	Placebo
	40.9 (15.0)    
	31 (54.4)    
	NA
	38(66.7)    
	19(33.3)    
	26.96(12.44)    
	67.90(12.33)    
	45.6(22.6)    
	NA
	8.16(1.2)    
	17.0(6.6)    
	NA

	
	
	Nemolizumab 10mg
	35.3 (14.8)
	29 (52.7)
	NA
	37(67.3)
	18(32.7)
	24.80(10.20)
	66.02(11.37)
	40.4(15.7)
	NA
	8.62(1.1)
	16.5(6.4)
	NA

	
	
	Nemolizumab 30mg
	40.2(16.6)
	29(50.9)
	NA
	39(68.4)
	18(31.6)
	25.87(10.53)
	67.01(11.43)
	42.4(17.1)
	NA
	8.22(1.4)
	15.6(7.3)
	NA

	
	
	Nemolizumab 90mg
	40.9 (15.0)
	26(45.6)
	NA
	37(64.9)
	20(35.1)
	24.24(10.41)
	66.04(11.33)
	37.6(18.1)
	NA
	8.22(1.3)
	16.6(7.4)
	NA

	Paller, A. S. 2020
	
367
	Placebo
	8.3 (1.8)
	61 (49.6)
	7.2 (2.2)
	NA
	NA
	39.0 (12.0)
	72.9 (12.0)
	60.2 (21.5)
	20.7 (5.5)
	7.7 (1.5)
	NA
	14.6 (7.4)

	
	
	Dupilumab 300mg
	8.5 (1.7)
	57 (46.7)
	7.4 (2.4)
	NA
	NA
	37.4 (12.5)
	75.6 (11.7)
	54.8 (21.6)
	21.3 (5.5)
	7.8 (1.6)
	NA
	16.2 (7.9)

	
	
	Dupilumab 200mg
	9.5 (1.4)
	33 (55.9)
	8.1 (2.3)
	NA
	NA
	37.1 (11.8)
	71.2 (11.3)
	53.9 (20.2)
	19.9 (5.3)
	7.6 (1.5)
	NA
	13.0 (6.3)

	
	
	Dupilumab 100mg
	7.6 (1.4)
	32 (50.8)
	6.4 (2.1)
	NA
	NA
	37.5 (10.0)
	73.3 (10.4)
	61.5 (19.4)
	21.1 (5.6)
	7.9 (1.5)
	NA
	16.0 (7.0)

	NCT03738397
	673
	Dupilumab 300mg
	36.3 (13.8) 
	192 (58.0) 
	25.47 (14.8)
	159 (48.0) 
	169 (49.4) 
	29.21 (11.551)
	NA
	NA
	NA
	NA
	NA
	NA

	
	
	Upadacitinib 30mg
	36.2 (14.4) 
	183 (53.5) 
	23.61 (14.8)
	172 (52.0) 
	173 (50.6) 
	30.96 (12.550)
	NA
	NA
	NA
	NA
	NA
	NA

	NCT04146363
	423
	Lebrikizumab 250mg
	NA
	142 (50.2)
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	NA

	
	
	Placebo
	NA
	68(48.2)
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	NA
	NA

	NCT03568162 
	311
	ISB 830 300mg 
	40.2 (13.10) 
	76 (57.89) 
	NA
	49 (64.5) 
	27 (35.53) 
	30.42 (14.110)
	NA
	46.69 (21.4)
	NA
	7.42 (1.6)
	NA
	NA

	
	
	ISB 830 300mg 
	36.6 (14.77) 
	34 (43.59) 
	NA
	48 (61.5) 
	30 (38.46) 
	33.84 (14.910)
	NA
	50.82 (24.2)
	NA
	7.53 (1.6)
	NA
	NA

	
	
	ISB 830 75mg 
	38.4 (16.87)
	36 (46.75) 
	NA
	49 (63.6) 
	28 (36.36) 
	28.42 (11.602)
	NA
	46.70 (21.2)
	NA
	7.52 (1.6)
	NA
	NA

	
	
	Placebo
	36.3 (13.05) 
	36 (45.0) 
	NA
	52 (65.0) 
	28 (35.0) 
	30.65 (13.173)
	NA
	48.43 (22.4)
	NA
	7.25 (1.8)
	NA
	NA

	
	149
	ISB 830 600mg 
	37.9 (13.31) 
	38 (50.67) 
	NA
	48 (64.0) 
	27 (36.0) 
	29.86 (13.223)
	NA
	48.43 (21.0)
	NA
	7.44 (1.5)
	NA
	NA

	
	
	Placebo
	36.0 (13.75) 
	27 (36.49) 
	NA
	47 (63.5) 
	27 (36.49) 
	31.81 (14.340)
	NA
	52.92 (24.8)
	NA
	7.42 (1.7)
	NA
	NA



Note: Data are median (IQR; range), n (%), mean (SD), or median (IQR). BSA, Body Surface Area. CDLQI, Children’s Dermatology Life Quality Index. EASI, Eczema Area and Severity Index. IDQoL, Infants’ Dermatitis Quality of Life. IGA, Investigator’s Global Assessment. NRS, Numerical Rating Scale. POEM, Patient-Oriented Eczema Measure. SCORAD, SCORing Atopic Dermatitis. NRS, Numerical Rating Scale; NA, not applicable.
Additional file Table S4. Meta-regression analysis of the effect of study-level covariates on the incidence of adverse events across different interventions.
A.
	Covariates
Intervention measures
	Mean age
	Sample size
	Follow-up duration

	
	β (95% CI)

	Abrocitinib 100mg
	0.19 (-1.96, 2.54)
	-1.41 (-15.76, 4.67)
	0.58 (-1.72, 3.33)

	Abrocitinib 200mg
	17.15 (1.27, 138.86)
	2.19 (-11.00, 724.79)
	-0.03 (-58.31, 26.95)

	Dupliumab 300mg
	6.80 (1.15, 27.42)
	2.53 (-4.39, 30.08)
	3.73 (-1.14, 31.73)

	Upadacitinib 15mg
	-1.69 (-11.51, 3.05)
	0.23 (-7.61, 9.16)
	-1.16 (-32.39, 5.49)

	Upadacitinib 30mg
	1.24 (-2.25, 8.37)
	-2.64 (-31.64, 3.51)
	-1.29 (-100.88, 5.24)

	Nemolizumab 30mg
	0.21 (-20.25, 29.80)
	-0.14 (-21.34, 18.50)
	-0.13 (-28.39, 21.37)

	Dupliumab 200mg/300mg
	-0.18 (-55.16, 22.01)
	0.09 (-22.71, 32.42)
	0.22 (-19.63, 52.77)

	Nemolizumab 60mg
	-0.12 (-31.31, 19.91)
	0.14 (-23.72, 40.76)
	0.18 (-21.17, 53.12)

	Tralokinumab 300mg
	0.59 (-15.87, 120.04)
	0.18 (-22.88, 87.77)
	0.13 (-23.58, 37.51)

	Dupliumab 200mg
	-0.13 (-24.74, 17.53)
	0.33 (-36.91, 113.43)
	0.05 (-27.08, 51.75)

	Baricitinib 1mg
	6.31 (-4.56, 140.70)
	-6.14 (-386.85, 6.19)
	-0.24 (-32.20, 18.97)

	Baricitinib 2mg
	0.20 (-16.06, 28.70)
	-0.03 (-26.32, 41.07)
	-0.02 (-31.86, 25.80)

	Baricitinib 4mg
	0.46 (-9.18, 18.86)
	0.19 (-29.93, 988.55)
	-0.11 (-33.74, 20.59)

	Rademikibart
	-0.17 (-33.82, 14.40)
	0.00 (-32.26, 23.41)
	-0.07 (-32.78, 19.03)

	Abrocitinib 10mg
	0.05 (-44.25, 52.84)
	-0.05 (-19.86, 19.54)
	-0.01 (-25.16, 71.97)

	Abrocitinib 30mg
	0.14 (-19.68, 36.02)
	0.07 (-27.35, 39.05)
	-0.08 (-31.05, 20.89)

	Tralokinumab 150mg
	-2.51 (-76.61, 7.17)
	-0.46 (-102.10, 14.90)
	-0.24 (-58.79, 18.45)

	Nemolizumab 10mg
	0.75 (-0.87, 2.56)
	2.72 (-8.47, 261.16)
	-0.11 (-21.36, 17.03)

	Nemolizumab 90mg
	-0.11 (-13.14, 17.28)
	-0.12 (-2.42, 2.51)
	-0.23 (-2.37, 1.95)

	Dupliumab 100mg
	-15.11 (-86.83, 0.03)
	-0.06 (-39.95, 18.78)
	0.12 (-24.95, 34.61)

	Lebrikizumab 250mg
	2.83 (-2.84, 14.12)
	-10.53 (-88.27, 0.17)
	-14.65 (-313.29, 4.01)

	ISB 830 300mg
	NA
	-1.06 (-3.50, 0.94)
	1.38 (-6.49, 19.41)

	ISB 830 75mg
	-0.14 (-26.47, 11.54)
	0.11 (-21.53, 24.17)
	0.01 (-25.06, 39.94)

	ISB 830 600mg
	-0.16 (-44.63, 22.51)
	0.14 (-22.34, 35.51)
	0.13 (-26.91, 71.90)




B.
	Covariates
Intervention measures
	Mean age
	Sample size
	Follow-up duration

	
	β (95% CI)

	Abrocitinib 100mg
	-0.42 (-52.91, 14.36)
	0.19 (-20.15, 33.53)
	-0.42 (-52.91, 14.36)

	Abrocitinib 200mg
	-0.14 (-23.04, 18.91)
	0.07 (-23.76, 27.50)
	-0.14 (-23.04, 18.91)

	Duplumab 300mg
	0.04 (-14.51, 15.20)
	0.04 (-20.55, 19.20)
	0.04 (-14.51, 15.20)

	Upadacitinib 15mg
	-0.09 (-34.51, 27.07)
	-0.02 (-31.26, 27.23)
	-0.09 (-34.51, 27.07)

	Upadacitinib 30mg
	-0.00 (-29.89, 21.02)
	0.00 (-29.36, 33.86)
	-0.00 (-29.89, 21.02)

	Nemolizumab 30mg
	-0.06 (-30.68, 25.54)
	-0.08 (-32.63, 25.71)
	-0.06 (-30.68, 25.54)

	Duplumab 200mg/300mg
	-0.07 (-85.81, 46.64)
	-0.02 (-30.84, 31.11)
	-0.07 (-85.81, 46.64)

	Nemolizumab 60mg
	0.01 (-28.86, 32.13)
	-0.03 (-15.21, 15.69)
	0.01 (-28.86, 32.13)

	Tralokinumab 300mg
	-0.68 (-131.27, 17.49)
	0.15 (-23.59, 242.06)
	-0.68 (-131.27, 17.49)

	Duplumab 200mg
	0.17 (-21.43, 36.99)
	-0.01 (-30.01, 29.49)
	0.17 (-21.43, 36.99)

	Baricitinib 1mg
	-0.08 (-23.01, 20.02)
	0.41 (-3.05, 4.39)
	-0.08 (-23.01, 20.02)

	Baricitinib 2mg
	-0.37 (-21.32, 15.89)
	-0.43 (-62.43, 13.19)
	-0.37 (-21.32, 15.89)

	Baricitinib 4mg
	-0.02 (-26.32, 23.37)
	-0.03 (-31.54, 27.97)
	-0.02 (-26.32, 23.37)

	Rademikibart
	-0.03 (-30.77, 27.83)
	1.51 (-5.58, 44.54)
	-0.03 (-30.77, 27.83)

	Abrocitinib 10mg
	0.02 (-21.36, 26.48)
	3.14 (-3.73, 48.08)
	0.02 (-21.36, 26.48)

	Abrocitinib 30mg
	0.11 (-31.63, 61.30)
	0.12 (-17.67, 26.06)
	0.11 (-31.63, 61.30)



Note: (A) Asthma. (B) Allergic rhinitis.
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Additional file Figure S1. Risk of bias assessment for included randomized controlled trials. (A) Risk of bias graph; (B) Risk of bias summary.
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Additional file Figure S2. Convergence diagnosis diagra for asthma adverse event. 

Note: 1. Placebo; 2. Abrocitinib 100mg; 3. Abrocitinib 200mg; 4. Dupilumab 300mg; 5. Upadacitinib 15mg; 6. Upadacitinib 30mg; 7. Nemolizumab 30mg; 8. Dupilumab 200mg/300mg; 9. Nemolizumab 60mg; 10. Tralokinumab 300mg; 11. Dupilumab 200mg; 12. Baricitinib 1mg; 13. Baricitinib 2mg; 14. Baricitinib 4mg; 15. Rademikibart; 16. Abrocitinib 10mg; 17. Abrocitinib 30mg; 18. Tralokinumab 150mg; 19. Nemolizumab 10mg; 20. Nemolizumab 90mg; 21. Dupilumab 100mg; 22. Lebrikizumab 250mg; 23. ISB 830 300mg; 24. ISB 830 75mg; 25. ISB 830 600mg. 



[image: ]
Additional file Figure S3. Convergence diagnosis diagra for allergic rhinitis adverse event.

Note: 1. Placebo; 2. Abrocitinib 100mg; 3. Abrocitinib 200mg; 4. Dupilumab 300mg; 5. Rademikibart; 6. Lebrikizumab 250mg; 7. Baricitinib 2mg; 8. Baricitinib 4mg; 9. Baricitinib 1mg; 10. Nemolizumab 10mg; 11. Nemolizumab 30mg; 12. Nemolizumab 90mg; 13. Dupilumab 200mg; 14. Dupilumab 100mg; 15. ISB 830 300mg; 16. ISB 830 75mg; 17. ISB 830 600mg.  


[image: ]
Additional file Figure S4. Forest plot of asthma adverse events. 

Note: 1. Placebo; 2. Abrocitinib 100mg; 3. Abrocitinib 200mg; 4. Dupilumab 300mg; 5. Upadacitinib 15mg; 6. Upadacitinib 30mg; 7. Nemolizumab 30mg; 8. Dupilumab 200mg/300mg; 9. Nemolizumab 60mg; 10. Tralokinumab 300mg; 11. Dupilumab 200mg; 12. Baricitinib 1mg; 13. Baricitinib 2mg; 14. Baricitinib 4mg; 15. Rademikibart; 16. Abrocitinib 10mg; 17. Abrocitinib 30mg; 18. Tralokinumab 150mg; 19. Nemolizumab 10mg; 20. Nemolizumab 90mg; 21. Dupilumab 100mg; 22. Lebrikizumab 250mg; 23. ISB 830 300mg; 24. ISB 830 75mg; 25. ISB 830 600mg. 


[image: ]
Additional file Figure S5. Forest plot of allergic rhinitis adverse event.

Note: 1. Placebo; 2. Abrocitinib 100mg; 3. Abrocitinib 200mg; 4. Dupilumab 300mg; 5. Rademikibart; 6. Lebrikizumab 250mg; 7. Baricitinib 2mg; 8. Baricitinib 4mg; 9. Baricitinib 1mg; 10. Nemolizumab 10mg; 11. Nemolizumab 30mg; 12. Nemolizumab 90mg; 13. Dupilumab 200mg; 14. Dupilumab 100mg; 15. ISB 830 300mg; 16. ISB 830 75mg; 17. ISB 830 600mg. 
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13vs 1
Bieber 4.1e-08 (3.4e-39, 4.9e+23)
Eimpson 2.3e-07 (5.1e-38, 1.0e+24)
Reich 7.1e-09 (3.1e-39, 1.6e+22)
Wollenberg O 1.3(0.24,7.1)
Pooled (pair-wise) 0.0% - 1.4 (0.18, 10.)
Indirect (back-calculated) NA
Pooled (network) 0.0% - 1.3 (0.17,10.)
14 vs 1
Bieber 5.9e-08 (5.3e-39, 6.6e+23)
Eimpson 1.7e-07 (2.0e-38, 1.5e+24)
Reich 2.9e+09 (7.4e-06, 1.1e+24)
Wollenberg D 1.0 (0.15, 6.8)
Pooled (pair-wise) 0.0% - 1.2 (0.14, 11.)
Indirect (back-calculated) NA
Pooled (network) 0.0% 1.6 (0.25, 15.)
15vs 1
Wang D 1.0 (0.057, 19.)
Pooled (pair-wise) 0.92 (0.068, 27.)
Indirect (back-calculated) NA
Pooled (network) 1.0 (0.045, 57.)
I 1
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2vs1
Gooderham O 2.6 (0.055, 1.2e+02)
Simpson 0.49 (0.00092, 2.6e+02)
Pooled (pair-wise) 0.0% 1.8 (0.072, 67.)
Indirect (back-calculated) NA
Pooled (network) 0.0% 1.1(0.11, 12))
20vs 1
Silverberg & 16. (0.55, 4.9e+02)
Pooled (pair-wise) = 16. (0.44, 4.2e+02)
Indirect (back-calculated) NA
Pooled (network) 3.6 (0.56, 39.)
21vs 1
Bller — 0.58 (0.17, 2.)
Pooled (pair-wise) — 0.58 (0.13, 2.6)
Indirect (back-calculated) NA
Pooled (network) 0.93 (0.13, 10.)
22vs 1
Ubjhv O 2.2(0.14, 35)
Pooled (pair-wise) 2.0 (0.17, 1.7e+02)
Indirect (back-calculated) NA
Pooled (network) - 1.9 (0.11, 90.)
| |
0.08 1 20
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7vs1
Shho — 0.82 (0.31, 2.1)
Silverberg o> 11. (0.16, 8.0e+02)
Snikgi ro— 1.4 (0.72, 2.6)
Pooled (pair-wise) 0.0% E— 1.2 (0.54, 2.9)
Indirect (back-calculated)
Pooled (network) 25.1% E— 1.5 (0.50, 6.7)
8vs1
Paller —O—1 0.53 (0.12, 2.4)
Pooled (pair-wise) 0.54 (0.077, 2.8)
Indirect (back-calculated) NA
Pooled (network) 0.54 (0.044, 5.9)
9vs1
Kabashima 0.53 (0.015, 19.)
Pooled (pair-wise) 0.55 (0.012, 28.)
Indirect (back-calculated)
Pooled (network) 0.51 (0.0087, 34.)
18 vs 10
Aller <0 0.16 (0.0023, 11.)
Pooled (pair-wise) - 0.17 (0.0020, 12.)
Indirect (back-calculated) NA
Pooled (network) | . | 0.17 (0.0042, 2.1)
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Study "2 Risk Ratio (95% Crl)
14 vs 12
Bieber 2.1e-19 (1.1e-56, 4.0e+18)
Eimpson 5.3e-20 (1.1e-58, 2.6e+19)
Wollenberg O——> 6.3 (0.068, 5.8e+02)
Pooled (pair-wise) 3.4% . 4.8 (0.036, 7.4e+02)
Indirect (back-calculated) NA
Pooled (network) 17.7% 1.2 (0.10, 9.3)
14 vs 13
Bieber O 1.4 (0, Inf)
Eimpson 0.77 (O, Inf)
Reich 4.0e+17 (3.2e-18, 5.1e+52)
Wollenberg B E— 0.78 (0.14, 4.2)
Pooled (pair-wise) 0.0% 0.82 (0.11,4.7)
Indirect (back-calculated) NA
Pooled (network) 0.0% 1.3(0.20, 12.)
17 vs 16
Gooderham 0.96 (0.0017, 5.5e+02)
Pooled (pair-wise) 0.79 (0.0020, 3.8e+02)
Indirect (back-calculated) NA
Pooled (network) : : 0.97 (0.018, 59.)
0.08 20
Study "2 Risk Ratio (95% Crl)
20 vs 19
Silverberg —O0——=> 6.(0.74, 49)
Pooled (pair-wise) .- 6.1 (0.63, 67.)
Indirect (back-calculated) NA
Pooled (network) 5.7 (0.54, 84.)
7vs 19
Silverberg ——O—=> 4.1 (0.30, 56.)
Pooled (pair-wise) - 3.9 (0.30, 66.)
Indirect (back-calculated) NA
Pooled (network) 2.5(0.24, 32)
3vs2
Gooderham <=0 0.38 (0.0068, 21.)
Simpson — 10— 4.6 (0.22, 98))
Pooled (pair-wise) 0.0% - 1.8 (0.16, 21.)
Indirect (back-calculated) NA
Pooled (network) 0.0% 1.4 (0.15, 12)
7vs 20
Silverberg —O7— 0.69 (0.26, 1.8)
Pooled (pair-wise) —_— 0.68 (0.18, 2.6)
Indirect (back-calculated) NA
Pooled (network) 0.43 (0.051, 2.9)
I 1
0.08 1 20
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11 vs 10 Study A2 Risk Ratio (95% Crl)
Silverberg <> 6. (0.11, 3.3e+02) 11 vs 10
Pogled (pair-wise) => 5.9 (0.0012, 3.4e+04) Silverberg o> 6. (0.11, 3.3e+02)
Indirect (back-calculated) NA Pooled (pair-wise) »> 5.9(0.0012, 3.4e+04)
Pooled (network) *> 5.5(0.13, 4.3e+02) Indirect (back-calculated) NA
12vs 10 Pooled (network) => 5.5(0.13, 4.3e+02)
Silverberg O———> 2.6 (0.0051, 1.3e+03) 12vs 10
Pogled (pair-wise) 2.7 (0.00016, 4.9e+04) Silverberg o——> 2.6 (0.0051, 1.3e+03)
Indirect (back-calculated) NA Pooled (pair-wise) . 2.7 (0.00016, 4.9e+04)
Pooled (network) . 2.4 (0.047, 2.1e+02) Indirect (back-calculated) NA
12 vs 11 Pooled (network) - 2.4 (0.047, 2.1e+02)
Silverberg < 0.43 (0.035, 5.3) 12 vs 11
Pooled (pair-wise) o 0.44 (0.00013, 1.5e+03) Silverberg o 0.43 (0.035, 5.3)
Indirect (back-calculated) NA Pooled (pair-wise) . 0.44 (0.00013, 1.5e+03)
Pooled (network) y 0.45(0.012, 15.) Indirect (back-calculated) NA
14 vs 13 Pooled (network) . 0.45 (0.012, 15.)
Palle 7.4 (0.042, 1.3e+03) 14 vs 13
Pooled (pair-wise) > 7.5 (0.00079, 7.5e+04) Palle D 7.4 (0.042, 1.3e+03)
Indirect (back-calculated) _ NA Pooled (pair-wise) > 7.5 (0.00079, 7.5e+04)
Pooled (network) : > 6.9(0.17, 5.4e+02) Indirect (back-calculated) NA
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4vs 13 Study A2 Risk Ratio (95% Crl)
Palle o 2.2 (0.0015, 3.2e+03) 8 vs 7
Pooled (pair-wise) . 2.3 (6.2e-05, 7.8e+04) ve
Indirect (back-calculated) NA Reich © 0.88 (3.4e-265, 2.3e+264)
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Indirect (back-calculated)
Palle e 0.30 (0.023, 4.) 0 .
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Indirect (back-calculated) NA 9vs7
Pooled (network) - 0.69 (0.036, 14.) Wollenberg 3> 6.2 (0.14, 2.9e+02)
16 vs 15 Pooled (pair-wise) = 6.6 (0.0012, 3.2e+04)
Ssdbdi o 2.(0.32, 12.) Indirect (back-calculated) NA
Pooled (pair-wise) . 2. (0.00055, 6.0e+03) Pooled (network) 10.(0.27, 8.2e+02)
Indirect (back-calculated) NA 9vs 8
Pooled (network) . 2.(0.059, 65.) Wollenberg ¢ 1.0 (0.21, 4.8)
3vs2 Pooled (pair-wise) 1.0 (0.00033, 2.7e+03)
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