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etable 1.Search strategy
	Principle
	MeSH headings/free words for all systemic drugs AND "MeSH headings/free words for Atopic dermatitis" AND "child/adolescent MeSH headings/free words"

	Systemic Drugs
	H1 Antihistamines: Diphenhydramine, Hydroxyzine Systemic Antibiotics: Mupirocin Glucocorticoids Cyclosporine (CsA) Azathioprine (AZP) Mycophenolic acid (MPA) Methotrexate (MTX) Immunomodulators: Intravenous Immunoglobulins (IVIG), interferon-gamma Biologics: Rituximab, Omalizumab, Dupilumab, Lebrikizumab, Nemolizumab, Tralokinumab, Spesolimab Emerging Oral Systemic Agents: Baricitinib, Upadacitinib, Abrocitinib, Gusacitinib Traditional Chinese Medicine: Glycyrrhetinic acid, Doxepin hydrochloride, Thalidomide, Rehmannia

	Content
	((((((((((((((((((((((((((((("Glucocorticoids"[Mesh] OR Glucocorticoid OR Glucocorticoid Effect OR Effect, Glucocorticoid OR Glucorticoid Effects OR Effects, Glucorticoid) OR ("Diphenhydramine"[Mesh]6. OR Benzhydramine OR Diphenylhydramine OR Diphenylhydramin OR 2-Diphenylmethoxy-N,N-dimethylethylamine OR Benhydramin OR Benadryl OR Benylin OR Diphenhydramine Citrate OR Citrate, Diphenhydramine OR Diphenhydramine Citrate (1:1) OR Diphenhydramine Hydrochloride OR Hydrochloride, Diphenhydramine OR Dormin OR Allerdryl OR Dimedrol)) OR ("Hydroxyzine"[Mesh] OR 2-(2-(4-((4-Chlorophenyl)phenylmethyl)-1-piperazinyl)ethoxy)ethanol OR Hydroxyzine Dihydrochloride OR Vistaril OR Hydroxyzine Pamoate OR Pamoate, Hydroxyzine OR Orgatrax OR Durrax OR Atarax OR Hydroxyzine Hydrochloride)) OR ("Mupirocin"[Mesh] OR Pseudomonic Acid A OR Mupirocin Calcium OR Mupirocin, Sodium Salt OR Mupirocin, Lithium Salt OR BRL-4910A OR BRL 4910A OR BRL4910A OR Mupirocin, 14C-Labeled OR 14C-Labeled Mupirocin OR Mupirocin, 14C Labeled OR Mupirocin, Calcium Salt (2:1) OR Mupirocin, Calcium Salt (2:1), Dihydrate OR Pseudomonic Acid OR Bactroban)) OR ("cyclosporin A, 4-(2-butenyl)-4,4,N-trimethylthreonine(1)-" [Supplementary Concept] OR MeBm2t)-CsA OR N-methyl-4-((E)-2-butenyl)-4,4-dimethylthreonine cyclosporin A OR MeBm(2)t1-CsA OR 4-(2-butenyl)-4,4,N-trimethyl-Tyr(1)-cyclosporin A OR (MeBm(2)t)(1)-CsA OR 4-(2-butenyl)-4,4,N-trimethyl-threonine(1)-cyclosporin A)) OR ("Azathioprine"[Mesh] OR Azothioprine OR Imurel OR Imuran OR Immuran OR Azathioprine Sodium OR Sodium, Azathioprine OR Azathioprine Sodium Salt OR Azathioprine Sulfate)) OR ("Mycophenolic Acid"[Mesh] OR Mycophenolate Mofetil OR Mofetil, Mycophenolate OR Mycophenolic Acid Morpholinoethyl Ester OR Cellcept OR Mycophenolate Sodium OR Sodium Mycophenolate OR Mycophenolate, Sodium OR Myfortic OR Mycophenolate Mofetil Hydrochloride OR Mofetil Hydrochloride, Mycophenolate OR RS 61443 OR RS-61443 OR RS61443)) OR ("Methotrexate"[Mesh] OR Amethopterin OR Methotrexate, (D)-Isomer OR Methotrexate, (DL)-Isomer OR Mexate OR Methotrexate Sodium OR Sodium, Methotrexate OR Methotrexate, Sodium Salt OR Methotrexate, Disodium Salt OR Methotrexate Hydrate OR Hydrate, Methotrexate OR Methotrexate, Dicesium Salt OR Dicesium Salt Methotrexate)) OR ("Immunoglobulins, Intravenous"[Mesh] OR Antibodies, Intravenous OR Intravenous Antibodies OR Immune Globulin, Intravenous OR Intravenous Immune Globulin OR Intravenous Immunoglobulins OR Intravenous IG OR IV Immunoglobulins OR Immunoglobulins, IV OR IVIG OR IV Immunoglobulin OR Immunoglobulin, IV OR Intravenous Immunoglobulin OR Immunoglobulin, Intravenous OR Flebogamma DIF OR Gamunex OR Globulin-N OR Globulin N OR Intraglobin OR Intraglobin F OR Intravenous Immunoglobulins, Human OR Human Intravenous Immunoglobulins OR Immunoglobulins, Human Intravenous OR Immune Globulin Intravenous (Human) OR Immunoglobulins, Intravenous, Human OR Human Intravenous Immunoglobulin OR Immunoglobulin, Human Intravenous OR Intravenous Immunoglobulin, Human OR Gammagard OR Gamimune OR Gamimmune OR Modified Immune Globulin (Anti-Echovirus Antibody) OR Privigen OR Sandoglobulin OR Venoglobulin OR Venoglobulin-I OR Venoglobulin I OR Venimmune OR Iveegam OR Alphaglobin OR Endobulin OR Gamimune N OR Gamimmune N OR Gammonativ)) OR ("Interferon-gamma"[Mesh] OR gamma-Interferon OR Interferon, Immune OR Immune Interferon OR Type II Interferon OR Interferon, Type II OR Interferon Type II OR Interferon, gamma)) OR ("Rituximab"[Mesh] OR CD20 Antibody, Rituximab OR Rituximab CD20 Antibody OR Mabthera OR IDEC-C2B8 Antibody OR IDEC C2B8 Antibody OR IDEC-C2B8 OR IDEC C2B8 OR GP2013 OR Rituxan)) OR ("Omalizumab"[Mesh] OR Xolair)) OR ("dupilumab" [Supplementary Concept] OR SAR231893 OR SAR-231893 OR Dupixent OR REGN668 OR REGN-668)) OR ("lebrikizumab" [Supplementary Concept] OR RO-5490255 OR RG-3637 OR TNX-650 OR MILR1444A OR MILR-1444A OR PRO301444 OR PRO-301444)) OR ("nemolizumab" [Supplementary Concept] OR CIM331 OR CIM-331)) OR ("tralokinumab" [Supplementary Concept] OR CAT-354)) OR ("itepekimab" [Supplementary Concept] OR REGN-3500 OR REGN3500 OR SAR-440340 OR SAR440340)) OR ("spesolimab" [Supplementary Concept] OR BI 655130 OR BI655130)) OR ("baricitinib" [Supplementary Concept] OR 3-azetidineacetonitrile, 1-(ethylsulfonyl)-3-(4-(7H-pyrrolo(2,3-d)pyrimidin-4-yl)-1H-pyrazol-1-yl)- OR INCB-28050 OR Olumiant OR baricitinib phosphate OR baricitinib phosphate salt OR 3-azetidineacetonitrile, 1-(ethylsulfonyl)-3-(4-(7H-pyrrolo(2,3-d)pyrimidin-4-yl)-1H-pyrazol-1-yl)-, phosphate (1:1) OR INCB028050 OR INCB-028050 OR LY3009104 OR LY-3009104)) OR ("upadacitinib" [Supplementary Concept] OR (3S,4R)-3-ethyl-4-(3H-imidazo(1,2-a)pyrrolo(2,3-e)pyrazin-8-yl)-N-(2,2,2-trifluoroethyl)-1-pyrrolidinecarboxamide OR ABT-494 OR Rinvoq)) OR ("abrocitinib" [Supplementary Concept] OR N-(cis-3-(Methyl(7H-pyrrolo(2,3-d)pyrimidin-4-yl)amino)cyclobutyl)-1-propanesulfonamide OR N-(cis-3-(Methyl(7H-pyrrolo(2,3-d)pyrimidin-4-yl)amino)cyclobutyl)-propane-1-sulfonamide OR 1-Propanesulfonamide, N-(cis-3-(methyl-7H-pyrrolo(2,3-d)pyrimidin-4-ylamino)cyclobutyl)- OR PF-04965842)) OR ("Glycyrrhetinic Acid"[Mesh] OR Acid, Glycyrrhetinic OR Glycyram OR Glycyrrhetic Acid OR Acid, Glycyrrhetic OR Glyciram OR Jintan OR Rhetinic Acid OR Acid, Rhetinic OR Uralenic Acid OR Acid, Uralenic OR Enoxolone OR Arthrodont OR Po 12 OR 12, Po)) OR ("Doxepin"[Mesh] OR Deptran OR Desidox OR Doneurin OR Doxepia OR Doxepin beta OR Doxepin Hydrochloride OR Hydrochloride, Doxepin OR Doxepin Hydrochloride, Cis-Trans Isomer Mixture (approximately 1:5) OR Doxepin-RPh OR Doxepin RPh OR Espadox OR Mareen OR Novo-Doxepin OR Novo Doxepin OR Prudoxin OR Quitaxon OR Sinequan OR Sinquan OR Zonalon OR Xepin OR Aponal OR Apo-Doxepin OR Apo Doxepin OR ApoDoxepin)) OR ("Thalidomide"[Mesh] OR Sedoval OR Thalomid)) OR ("Rehmannia"[Mesh] OR Rehmannia glutinosa OR Foxglove, Chinese OR Chinese Foxglove)) OR (itepekimab)) OR (gusacitinib)) OR (CsA AND (clinicaltrial[Filter] OR randomizedcontrolledtrial[Filter]))) AND ("Dermatitis, Atopic"[Mesh] OR Atopic Dermatitides OR Atopic Dermatitis OR Dermatitides, Atopic OR Neurodermatitis, Atopic OR Atopic Neurodermatitides OR Atopic Neurodermatitis OR Neurodermatitides, Atopic OR Neurodermatitis, Disseminated OR Disseminated Neurodermatitides OR Disseminated Neurodermatitis OR Neurodermatitides, Disseminated OR Eczema, Atopic OR Atopic Eczema OR Eczema, Infantile OR Infantile Eczema)) AND (("Child"[Mesh] OR Children) OR ("Adolescent"[Mesh] Adolescents OR Adolescence OR Teens OR Teen OR Teenagers OR Teenager OR Youth OR Youths OR Adolescents, Female OR Adolescent, Female OR Female Adolescent OR Female Adolescents OR Adolescents, Male OR Adolescent, Male OR Male Adolescent OR Male Adolescents OR))


	Result
	7540 EMBASE ；clinical trial or RCT：942
1163 PubMed ；clinical trial or RCT：267 
249 Central； clinical trial or RCT：248




etable 2. Summary of Included Studies on Safety of Systemic Therapies in Children and Adolescent Patients
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etable 3. Risk of Bias Assessment of Included Studies According to the Newcastle-Ottawa Scale

	
	
	Selection
	Comparability Outcome of cohorts
	Outcome

	
	Author, year
	Adequacy case definition
	Representativeness of exposed cohort
	Seletion non exposed cohort
	Ascertainment of exposure
	Outcome not present at beginning of study
	
	Assessment of Outcome
	Follow-up duration
	Follow-up Adequacy

	1
	Mohamed A El-Khalawany et al,2012,[1]Multicenter experience
	*
	_
	NA
	*
	*
	NA
	*
	*
	*

	2
	Bunikowski R et al,2001,[2] Prospective
	*
	*
	NA
	*
	*
	NA
	*
	*
	_

	3
	Jing-Long Huang et al,2000,[3]Clinic trial
	*
	NA
	NA
	*
	*
	NA
	*
	*
	_

	4
	L. Stingeni et al,2020,[4]Prospective
	*
	*
	NA
	*
	*
	NA
	*
	_
	_

	5
	L. Stingeni et al,2022,[5] Prospective
	*
	*
	NA
	*
	*
	NA
	*
	_
	_

	6
	Angel D. Paganet al,2022,[6] Prospective
	NA
	*
	NA
	*
	*
	NA
	*
	_
	_

	7
	Mohamed A El-Khalawany et al,2012,[1] Multicenter experience
	*
	*
	NA
	*
	*
	NA
	*
	_
	_

















etable 4. Risk of Bias Assessment of Included Studies According to the Cochrane Risk of Bias Tool

	
	
	Random sequence generation (selection bias)
	Allocation concealment (selection bias)
	Blinding of participants and personnel (performance bias)
	Blinding of outcome assessment (detection bias)
	Incomplete outcome data (attrition bias)
	Selective reporting (reporting bias)
	Other bias

	
	RCT
	
	
	
	
	
	
	

	1
	Eric L. Simpson et al, 2019,[7] 
RCT-Phase3
	low risk
	low risk
	low risk
	low risk
	low risk
	low risk
	low risk

	2
	M.J. Cork et al,2022, [2]RCT-Phase2
	low risk
	low risk
	unclear risk
	low risk
	low risk
	low risk
	low risk

	3
	Andreas WOLLENBERG et al,2020, [8]RCT-Phase3
	low risk
	low risk
	low risk
	low risk
	low risk
	low risk
	low risk

	4
	Amy S Paller et al,2022,[9] RCT-Phase3
	low risk
	low risk
	low risk
	low risk
	unclear risk
	low risk
	unclear risk

	5
	Lawrence Eichenfield et al,[10] 2021,RCT-Phase3
	low risk
	low risk
	low risk
	low risk
	low risk
	low risk
	low risk

	6
	M.J. Cork et al,2020,[11]RCT-Phase2
	low risk
	low risk
	low risk
	low risk
	low risk
	low risk
	unclear risk

	7
	Susan Chan et al,2019,[12]RCT-Phase2
	low risk
	low risk
	low risk
	low risk
	low risk
	low risk
	low risk

	8
	Shuba Rajashri Iyengar et al,2018,[13]RCT-Phase2
	low risk
	low risk
	low risk
	low risk
	unclear risk
	low risk
	unclear risk

	9
	Antonio Torrelo et al,2023,[14] RCT-Phase3
	low risk
	low risk
	low risk
	low risk
	low risk
	low risk
	low risk

	10
	Amy S. Paller et al,2023,[15]Upadacitinib,RCT-Phase3a
	low risk
	low risk
	low risk
	low risk
	low risk
	low risk
	low risk

	11
	Amy S. Paller et al,2023,[16] Tralokinumab,RCT-Phase3a
	low risk
	low risk
	low risk
	low risk
	low risk
	low risk
	low risk

	
	OLE
	
	
	
	
	
	
	

	1
	Andrew Blauvelt et al,2022,[8] RCT-Phase3,OLE
	low risk
	high risk
	high risk 
	high risk 
	low risk
	low risk
	low risk

	2
	M.J. Cork et al,2022,[2] RCT-Phase3,OLE
	low risk
	high risk 
	high risk 
	high risk 
	low risk
	low risk
	low risk

	3
	A.S. Paller et al,2020,[17]RCT-Phase2,OLE
	low risk
	high risk 
	high risk 
	high risk 
	low risk
	low risk
	low risk

	4
	M.J. Cork et al,2020,[11]RCT-Phase3,OLE
	low risk
	high risk 
	high risk 
	high risk 
	low risk
	low risk
	low risk

	5
	Andreas WOLLENBERG et al,2020,[8]RCT-Phase3,OLE
	low risk
	high risk 
	high risk 
	high risk 
	low risk
	low risk
	low risk

	6
	Andrew Blauvelt et al,2020,[12]OLE
	unclear risk
	high risk
	high risk 
	high risk 
	low risk
	low risk
	low risk

	7
	Amy S. Paller et al,2023,Tralokinumab,[16]RCT-Phase3,OLEa
	low risk
	high risk
	high risk 
	high risk 
	low risk
	low risk
	low risk


OLE,open-label extension study;RCT, randomized clinical trial.
aThe first authors and publication years of the two articles are identical (Amy S. Paller et al, 2023). To distinguish between them, distinct identifiers 'Upadacitinib' and 'Tralokinumab' are used, representing the full titles of the respective articles: 'Efficacy and Safety of Upadacitinib Treatment in Adolescents With Moderate-to-Severe Atopic Dermatitis: Analysis of the Measure Up 1, Measure Up 2, and AD Up Randomized Clinical Trials' and 'Efficacy and Safety of Tralokinumab in Adolescents With Moderate to Severe Atopic Dermatitis: The Phase 3 ECZTRA 6 Randomized Clinical Trial'.
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