[bookmark: _GoBack]Table S1: Search strategy for the efficacy and safety
	CLINICAL QUESTIONS
Is the treatment with dupilumab efficacious and safe for patients with atopic asthma?

	MEDLINE
PubMed
01/02/2020

	#12	Add	Search #5 OR #8 OR #11	
#11	Add	Search #9 AND #10	
[bookmark: OLE_LINK3][bookmark: OLE_LINK4]#10	Add	Search “Vaccines”[Mesh] OR vaccin*[ti]	
#9	Add	Search #6 NOT #8	
#8	Add	Search #6 AND #7	
#7	Add	Search (“clinical trials as topic”[mesh: noexp] OR “randomized controlled trial”[pt] OR “controlled clinical trial”[pt] OR randomized[tiab] OR placebo[tiab] OR randomly[tiab] OR trial[ti]) NOT (“animals”[Mesh] NOT “humans”[Mesh])	
#6	Add	Search #3 NOT #5	
#5	Add	Search #3 AND #4	
#4	Add	Search systematic[sb]	
#3	Add	Search #1 AND #2	
#2	Add	Search “Antibodies, Monoclonal, Humanized”[Mesh] OR “Omalizumab”[Mesh] OR "mepolizumab"[Supplementary Concept] OR "reslizumab"[Supplementary Concept] OR “benralizumab”[Supplementary Concept] OR “SAR231893”[Supplementary Concept] OR "tezepelumab"[Supplementary Concept] OR “lebrikizumab”[Supplementary Concept] OR “tralokinumab”[Supplementary Concept] OR “brodalumab”[Supplementary Concept] OR “ligelizumab”[Supplementary Concept] OR mepolizumab [tiab] OR reslizumab[tiab] OR benralizumab[tiab] OR dupilumab[tiab] OR omalizumab[tiab] OR lebrikizumab[tiab] OR tralokinumab[tiab] OR tezepelumab[tiab] OR brodalumab[tiab] OR ligelizumab[tiab]
#1	Add	Search “Hypersensitivity, Immediate”[Mesh] OR “Asthma”[Mesh] OR “Rhinitis, Allergic”[Mesh] OR “Rhinitis”[Majr] OR “Sinusitis”[Mesh] OR “Nasal Polyps”[Majr] OR “Dermatitis, Atopic”[Mesh] OR “Dermatitis”[Majr] OR “Urticaria”[Mesh] OR “Eosinophilic Esophagitis”[Mesh] OR “Food Hypersensitivity”[Mesh] OR allergy[tiab] OR allergic[tiab] OR asthma*[tiab] OR atopic dermatitis[tiab] OR dermatitis[ti] OR urticaria[tiab] OR erythema[ti] OR rhinosinusitis[tiab] OR allergic rhinitis[tiab] OR (food[ti] AND allerg*[ti]) OR (food[ti] AND react*[ti]) OR food allerg*[tiab] OR food reaction*[tiab] OR eosinophilic esophagitis[tiab] OR esophagitis[ti] OR eosinophil*[ti]


	EMBASE
Ovid Embase <1974 to 2019 January 29>
01/02/2020

	Ovid Embase 
1     exp asthma/ 
2     exp allergic rhinitis/  
3     *rhinitis/  
4     exp sinusitis/  
5     *nose polyp/  
6     exp atopic dermatitis/  
7     *dermatitis/   
8     exp urticaria/  
9     exp eosinophilic esophagitis/  
10     exp food allergy/  
11     allergy.ti,ab.  
12     allergic.ti,ab.  
13     asthma*.ti,ab.  
14     atopic dermatitis.ti,ab.  
15     dermatitis.ti.  
16     urticaria.ti.  
17     erythema.ti.  
18     rhinosinusitis.ti.  
19     allergic rhinitis.ti,ab.  
20     (food adj5 (allerg* or react*)).ti,ab.  
21     eosinophilic esophagitis.ti,ab.  
22     esophagitis.ti. 
23     eosinophil*.ti.
24     1 or 2 or 3 or 4 or 5 or 6 or 7 or 8 or 9 or 10 or 11 or 12 or 13 or 14 or 15 or 16 or 17 or 18 or 19 or 20 or 21 or 22 or 23 
25     mepolizumab.ti,ab. 
26     reslizumab.ti,ab. 
27     benralizumab.ti,ab. 
28     dupilumab.ti,ab. 
29     omalizumab.ti,ab. 
30     lebrikizumab.ti,ab. 
31     tralokinumab.ti,ab. 
32     tezepelumab.ti,ab. 
33     brodalumab.ti,ab. 
34     ligelizumab.ti,ab. 
35     25 or 26 or 27 or 28 or 29 or 30 or 31 or 32 or 33 or 34 
36     limit 35 to "systematic review" 
37     35 not 36 
38     limit 37 to "therapy (best balance of sensitivity and specificity)" 

	The Cochrane Library
01/02/2020
Cochrane Central 

	#1	MeSH descriptor: [Asthma] explode all trees	
#2	MeSH descriptor: [Rhinitis, Allergic] explode all trees	
#3	MeSH descriptor: [Rhinitis] explode all trees	
#4	MeSH descriptor: [Sinusitis] explode all trees	
#5	MeSH descriptor: [Nasal Polyps] explode all trees	
#6	MeSH descriptor: [Dermatitis, Atopic] explode all trees	
#7	MeSH descriptor: [Dermatitis] explode all trees	
#8	MeSH descriptor: [Urticaria] explode all trees	
#9	MeSH descriptor: [Eosinophilic Esophagitis] explode all trees	
#10	MeSH descriptor: [Food Hypersensitivity] explode all trees	
#11	allerg*:ti,ab	
#12	asthma*:ti,ab	
#13	(atopic NEXT dermatitis):ti,ab
#14	dermatitis:ti,ab	
#15	urticaria:ti,ab	
#16	erythema:ti,ab	
#17	rhinosinusitis:ti,ab	
#18	(allergic NEXT rhinitis):ti,ab
#19	(food NEAR5 react*):ti,ab
#20	(eosinophilic NEXT esophagitis):ti,ab
#21	esophagitis:ti	
#22	eosinophil*:ti	
#23	#1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22	
#24	MeSH descriptor: [Antibodies, Monoclonal, Humanized] explode all trees
#25	mepolizumab:ti,ab	
#26	reslizumab:ti,ab	
#27	benralizumab:ti,ab	
#28	dupilumab:ti,ab	
#29	omalizumab:ti,ab	
#30	lebrikizumab:ti,ab	
#31	tralokinumab:ti,ab	
#32	tezepelumab:ti,ab	
#33	brodalumab:ti,ab	
#34	ligelizumab:ti,ab	
#35	#24 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30 OR #31 OR #32 OR #33 OR #34	
#36	#23 AND #25




Table S2 Search strategy for the economic evidence
	CLINICAL QUESTIONS
Is the treatment with dupilumab cost-effective for patients with atopic dermatitis?

	MEDLINE
PubMed
07/12/2019

	#14	Add	Search #12 AND #13	57	10:27:35
#13	Add	Search (((((((((((“Costs and Cost Analysis”[Mesh]))) OR “Health Care Costs”[Mesh]) OR economic*[tiab]) OR ((cost*[ti] OR cost[tiab] OR costs[tiab] OR cost effect*[tiab] OR cost utility*[tiab]))) OR ((price[tiab] OR prices[tiab] OR pricing[tiab]))) OR pharmacoeconomic*[tiab]) OR budget*[tiab]))) 	868468 	10:27:15
#12	Add	Search #5 OR #8 OR #11	667	10:26:15
#11	Add	Search #9 AND #10	7	10:25:55
#10	Add	Search “Vaccines”[Mesh] OR vaccin*[ti]	257310	10:25:35
#9	Add	Search #6 NOT #8	2265	10:24:41
#8	Add	Search #6 AND #7	595	10:23:54
#7	Add	Search (“clinical trials as topic”[mesh: noexp] OR “randomized controlled trial”[pt] OR “controlled clinical trial”[pt] OR randomized[tiab] OR placebo[tiab] OR randomly[tiab] OR trial[ti]) NOT (“animals”[Mesh] NOT “humans”[Mesh])	1162407	10:23:03
#6	Add	Search #3 NOT #5	2860	10:21:40
#5	Add	Search #3 AND #4	65	10:16:57
#4	Add	Search systematic[sb]	144006	10:16:50
#3	Add	Search #1 AND #2	2925	10:13:36
#2	Add	Search “Antibodies, Monoclonal, Humanized”[Mesh] OR “SAR231893”[Supplementary Concept] OR dupilumab[tiab]	51986	10:12:23
#1	Add	Search “Hypersensitivity, Immediate”[Mesh] OR “Dermatitis, Atopic”[Mesh] OR “Dermatitis”[Majr] OR “Urticaria”[Mesh] OR allergy[tiab] OR allergic[tiab] OR atopic dermatitis[tiab] OR dermatitis[ti] OR urticaria[tiab] OR erythema[ti]	382474	10:10:38

	EMBASE
Ovid Embase <1974 to 2019 January 29>
30/01/2018

	Ovid Embase 
1     exp asthma/ (237991)
2     exp allergic rhinitis/ (36816)
3     *rhinitis/ (5649)
4     exp sinusitis/ (39314)
5     *nose polyp/ (5041)
6     exp atopic dermatitis/ (38417)
7     *dermatitis/ (9465)
8     exp urticaria/ (40115)
9     exp eosinophilic esophagitis/ (5319)
10     exp food allergy/ (31742)
11     allergy.ti,ab. (92943)
12     allergic.ti,ab. (146253)
13     asthma*.ti,ab. (206208)
14     atopic dermatitis.ti,ab. (28752)
15     dermatitis.ti. (36058)
16     urticaria.ti. (8720)
17     erythema.ti. (7091)
18     rhinosinusitis.ti. (5540)
19     allergic rhinitis.ti,ab. (24674)
20     (food adj5 (allerg* or react*)).ti,ab. (23811)
21     eosinophilic esophagitis.ti,ab. (4268)
22     esophagitis.ti. (7426)
23     eosinophil*.ti. (30459)
24     1 or 2 or 3 or 4 or 5 or 6 or 7 or 8 or 9 or 10 or 11 or 12 or 13 or 14 or 15 or 16 or 17 or 18 or 19 or 20 or 21 or 22 or 23 (548337)
25     mepolizumab.ti,ab. (677)
26     reslizumab.ti,ab. (226)
27     benralizumab.ti,ab. (194)
28     dupilumab.ti,ab. (396)
29     omalizumab.ti,ab. (3891)
30     lebrikizumab.ti,ab. (103)
31     tralokinumab.ti,ab. (69)
32     tezepelumab.ti,ab. (12)
33     brodalumab.ti,ab. (275)
34     ligelizumab.ti,ab. (13)
35     25 or 26 or 27 or 28 or 29 or 30 or 31 or 32 or 33 or 34 (5365)
36     limit 35 to "systematic review" (175)
37     35 not 36 (5190)
38     limit 37 to "therapy (best balance of sensitivity and specificity)" (1491)

	The Cochrane Library
07/12/2019
Cochrane Central Register of Controlled Trials Issue 12 of 12, December 2019 

	#1	MeSH descriptor: [Dermatitis, Atopic] explode all trees	1650
#2	MeSH descriptor: [Dermatitis] explode all trees	3874
#3	MeSH descriptor: [Urticaria] explode all trees	712
#4	(atopic NEXT dermatitis):ti,ab	3591
#5	dermatitis:ti,ab	5939
#6	urticaria:ti,ab	1667
#7	erythema:ti,ab	5312
#8	#1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 	14017
#9	MeSH descriptor: [Antibodies, Monoclonal, Humanized] explode all trees	6730
#10	dupilumab:ti,ab	268
#11	#9 OR #10	6997
#12	#8 AND #11	306
#14	MeSH descriptor: [Costs and Cost Analysis] explode all trees	10139
#15	MeSH descriptor: [Health Care Costs] explode all trees	3352
#16	economic*:ti,ab 	16998
#17	cost*:ti 	12607
#18	cost:ti,ab 	47490
#19	costs:ti,ab	26302
#20	cost effect*:ti,ab	42564
#21	cost utility:ti,ab 	2954
#22	#14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #21 OR #21 	72677
#23	#13 AND #22 	4



Table S3 – studies excluded from the systematic review

	Studies excluded from the SR evaluating the efficacy and safety evidences

	N
	Author/Year
	Design
	Reasons for exclusion

	1
	Tsianakas, 2018
	RCT
phase 2a study
	Dose not approved by regulatory authorities 

	2
	Beck 2014
	RCT
	Dose not approved by regulatory authorities

	3
	Tofte 2018
	A pooled analysis of 2 RCT
	The SR included the original trials

	4
	Blauvelt2018
	RCT
	Dose not approved by regulatory authorities

	5
	Fleming2017
	Meta-analysis
	The SR included the original trials

	6
	Han2017
	Meta-analysis
	The SR included the original trials

	7
	Guttman-Yassky2018
	RCT
	Dose not approved by regulatory authorities

	8
	Lake2018
	Abstract
	Abstract of Simpson, Gadkari2016

	9
	Ou2018
	Meta analysis
	The SR included the original trials

	10
	Mennini 2017
	Comment
	Comments on Simpson 2016

	11
	Simpson 2017
	Comment
	Comments on Simpson 2016

	12
	Seger2018
	Systematic Review
	The SR included the original trials

	13
	Snast2018
	Systematic Review
	The SR included the original trials

	14
	Thomson 2018
	Comment
	Comment on the extension of Blauvelt2017

	15
	Wang2018
	Systematic Review
	The SR included the original trials

	16
	Xu2017
	Systematic Review
	The SR included the original trials

	17
	Simpson,Eric 2017
	pooled analysis of these two RCTs
	The SR included the original trials

	18
	Cork 2020
	Extension of previous RCT
	Dose not approved by regulatory authorities

	19
	Ariëns 2020
	Observational Study
	Different study design (observational cohort study)

	20
	Alexis 2019
	Pooled analysis of RCTs
	No predefined subgroup population

	21
	Wollenberg 2019
	Pooled analysis of RCTs
	No predefined outcomes

	22
	Deleuran 2020
	Open label RCT
	Dose not approved by regulatory authorities

	23
	Callewaert 2020 
	RCT
	Dose not approved by regulatory authorities

	24
	Guttman-Yassky 2019
	RCT
	Dose not approved by regulatory authorities

	25
	Thaçi 2019
	Pooled analysis of RCTs
	The SR included the original trials

	26
	Cork 2019
	Pooled analysis of RCTs
	The SR included the original trials

	27
	Rodrigues 2019
	Review
	Review

	28
	Sibbald 2020
	Comment
	Comment on included study

	29
	Silverberg 2019
	Pooled analysis
	The SR included the original trials

	30
	Levy 2020
	Pooled analysis
	Letter to Editor

	31
	Simpson, de Bruin 2019
	Pooled analysis
	The SR included the original trials

	Studies  excluded from the SR evaluating the economic evidence

	32
	Eshtiaghi P, 2018
	Systematic review
	The SR included the original trials

	

	
	
	



















	Table S4. Characteristics and summary of results of the studies included in the SRs evaluating dupilumab’s efficacy and safety 

	Author, Year, trial number, and name
	Study design (Number of subjects included)
	Age (years)
Placebo vs. Dupilumab
	Population
	Intervention
	Control
	Follow up

	Blauvelt 2017
NCT02260986
LIBERTY AD CHRONOS
	Multicenter RCT
(N=421)
	Mean (95% CI)
34.0 (25.0–45.0) vs. 40.5 (28.0–49.0)

	>18 years, moderate-to-severe AD and inadequate response to topical corticosteroids (TCS)
	Dupilumab 300 (q2w), (loading dose, 600mg) +TCS

	Matching placebo +TCS
	52weeks

	Thaçi 2015, Simpson 2016
NCT01859988
TROPOS
	Multicenter RCT
(N=125)

	Mean (SD)
37.2 (13.1) vs. 39.4 (12.1)

	>18 years,  moderate-to-severe AD not adequately controlled by topical treatments, or for whom systemic  treatment was inadvisable. 
	Dupilumab 300 (q2w), (loading dose, 600mg).

	Matching placebo
	16 weeks

	Simpson 2016
Simpson, Eric 2017
NCT02277743
SOLO 1
	Multicenter RCT
(N=448)
	Median (IQR) 
39.0 (27.0–50.5) vs. 38.0 (27.5–48.0)

	>18 years with moderate-to-severe AD whose disease was inadequately controlled by topical treatment
	Dupilumab 300 (q2w), (loading dose, 600mg).

	Matching placebo
	16 weeks

	Simpson 2016
Simpson,Eric 2017
NCT02277769
SOLO 2
	Multicenter RCT
(N=469)
	Median age (IQR)
35.0 (25.0–47.0) vs. 34.0 (25.0–46.0)

	>18 years with moderate-to-severe AD whose disease was inadequately controlled by topical treatment
	Dupilumab 300 (q2w), (loading dose, 600mg) +TCS

	Matching placebo +TCS
	16 weeks

	De Bruin-Weller, 2017
NCT02755649
LIBERTY AD CAFE
	Multicenter RCT
(N=215)
	Median (IQR)
37.5 (29.0–49.0) vs. 38.0 (25.0–47.0)

	≥18 years with AD with inadequate response to/intolerance of Ciclosporin (CsA), or for whom continuation of systemic treatment was inadvisable.
	Dupilumab 300 (q2w), (loading dose, 600mg) + TCS

	Matching placebo +TCS
	16 weeks

	Simpson, Paller 2019
NCT03054428
LIBERTY AD ADOL
	Multicenter RCT
(N= 167)
	Mean (SD)
14.5 (1.8) vs. 14.5 (1.7)
	≥12 to <18 years with moderate to severe AD inadequately controlled by topical treatment or for whom systemic treatment was inadvisable.
	Dupilumab 300 (q2w), (loading dose, 600mg)/
Dupilumab 200 (q2w), (loading dose, 400mg)
	Matching placebo
	16 weeks

	Worm 2019
NCT02395133
LIBERTY AD SOLO-CONTINUE
	Multicenter RCT
(N= 252)
	median (IQR)
37 (27.0-46.0) vs. 36 (26.0-48.0)
	Dupilumab-treated patients (q2w/qw) who had achieved an Investigator’s Global Assessment (IGA) score of 0 or 1 or 75%or greater improvement in EASI-75 at week 16 in SOLO studies
	Dupilumab (q2w/qw)
300mg, with loading dose of 600mg
	Matching placebo
	36 weeks


Worm 2019 reported a combined effect for patients received dupilumab 300mg, q2w and qw; SD: Standard deviation; IQR: Interquartile range; TCS: Topical corticosteroids; q2w: every 2 weeks; qw: every week;





	Table S5. Characteristics and summary of results of the studies included in the SRs evaluating dupilumab’s economic impact

	Author, year
	Design, Country
	Intervention
	Control
	Time horizon, perspective
	Difference in cost 
(year value)
	Difference in outcome
	ICER
	Risk of bias (CHEC score)
	Transferability score
	Source of funding

	CADTH 2020
	Cost-utility Markov model, Canada
	Lifetime dupilumab in addition to standard of care (SC)
	Lifetime SC
	Lifetime, Canadian health system perspective
	Not reported
 (2017 Canadian Dollars)
	Not reported
	136,025 CAD$ / QALY
	17/20
	13/16
	Canada’s government

	ICER 2017
	Cost-utility Markov model, US
	Lifetime dupilumab in addition to SC
	Lifetime SC
	Lifetime, US health system perspective 
	194,708 $
(2017 US Dollars)
	1.91 QALY
	101,800 USD$ / QALY
	16.5/20
	13.5/16
	Government grants and non-profit foundations

	Kuznik 2017
	Cost-utility Markov model, US
	Lifetime dupilumab in addition to SC
	Lifetime SC
	Lifetime, US health system perspective
	112,000 $
(2016 US Dollars)
	1.12 QALY
	100,000 USD$ / QALY
	16.5/20
	14/16
	Sanofi and Regeneron Pharmaceuticals, Inc.

	NICE 2018
	Cost-utility Markov model, UK
	Lifetime dupilumab as a fifth-line treatment, after systemic immunosuppressant therapies, in addition to topical corticosteroids as needed
	Lifetime BSC
	Lifetime (61 years), UK health system perspective
	Not reported (2017 British Pounds)
	Not reported
	28,495 £ / QALY
	16.5/20
	12/16
	UK National Health Service

	Zimmermann 2018
	Cost-utility Markov model, US
	Lifetime dupilumab in addition to SC
	Lifetime SC
	Lifetime, US health system perspective
	238,132 $
(2017 US Dollars)
	1.91 QALYs
	124,541 USD$ / QALY
	16.5/20
	13.5/16
	Not reported


BSC: Best supportive care (may include education, psychological support, emollients, topical corticosteroids, bandages and hospitalisation). CADTH: Canadian Agency for Drugs and Technologies in Health. CAD$: Canadian Dollars. CHEC: consensus on health economics criteria checklist. ICER: Incremental cost-effectiveness ratio. QALY: Quality adjusted life years. USD$: US Dollars. SC: Standard care (emollients).


Figure S1: Risk of bias summary
[image: ]

Meta-analysis for the adult population
1. Scoring Atopic Dermatitis (SCORAD) score (least square mean % change from baseline)*

[image: ]
*Included studies in the meta-analysis assessed the outcome  at week 16. 
[bookmark: OLE_LINK1][bookmark: OLE_LINK2]Blauvelt 2017 also reported this outcome at week 52, the difference between dupilumab vs. Placebo of the LSM % was -32.1% (95%CI, -39.27% to -24.93%);

Worm 2019 reported a little to no effect of dupilumab by evaluating the mean % change SCORAD score compared to placebo with another 36 weeks (MD 0.97%; 95%CI 0.69% to 1.25%).

2. Eczema Area and Severity Index (EASI) 
2.1 Proportion of patients achieving EASI-75 (%)
[image: ]
*Included studies in the meta-analysis assessed the outcome at week 16. 
Blauvelt 2017 also reported this outcome at 52 week, and fordupilumab EASI75  was 44% (32·5–54·7) higher than placebo, RR 3.02; 95% CI 2.29 to 3.98. Bruin-Weller 2017 also evaluated the proportion of patients with prior history of CsA who achieved EASI-75 achieving(58% and 26.4% for dupilumab vs placebo respectevely).

Worm 2019 reported a maintained effect of dupilumab on EASI-75 compared to placebo with another 36 weeks (RR 2.36, 95%CI 1.66 to 3.34).

2.2 Proportion of patients achieving EASI-50 (%)
[image: ]
* Included studies in the meta-analysis assessed the outcom at week 16.; Blauvelt 2017 also reported this outcome at week 52, and fordupilumab EASI-50 was 49% (38·6–58·9) higher than placebo, RR 2.63; 95% CI 2.12 to 3.26.

Worm 2019 reported a maintained effect of dupilumab on EASI-50 compared to placebo with another 36 weeks (RR 1.85, 95%CI 1.39 to 2.44).



3. IGA score achieved 0/1 and reduction of ≥2 points from baseline
[image: ]
* Included studies in the meta-analysis assessed the outcome  at week 16. Blauvelt 2017 also reported this outcome at week 52, and for dupilumab IGA score was 24% (12·7–34·2) higher than placebo, RR 2.88, 95%CI 1.88 to 4.39. Thaçi 2015 evaluated the proportion of patients with IGA response (0=clear or 1=almost clear), and dupilumab had a IGA score of 28.0 (16.41–39.69) points higher than placebo, RR is 18.11; 95%CI 2.50 to 131.17.

Worm 2019 reported a maitained effect of dupilumab on the proportion of patients with IGA=1 compared to placebo with another 36 weeks (RR 2.47, 95%CI 1.65 to 3.71).

4. Rescue medication use
4.1 Patients who recieved any rescue therapy (By follow up)*
[image: ]
* Blauvelt 2017 also using the proportion of rescue medication free-day to evaluate this outcome:27.6% vs 7% days free in dupilumab and placebo group at 16 weeks; and 30.1% vs. 23.7% days free at 52 weeks. Bruin-Weller 2017 reported this outcome as mean weekly dose (g) of topical corticosteroids (TCS) used: 15.0±1.51 in dupilumab and 25.1±1.48 in placebo group.

Worm 2019 reported a maintained effect of dupilumab by evaluating the well-controlled weeks before rescue medication use compared to placebo with another 36 weeks (MD 0.69, 95%CI 0.43 to 0.96).


5. Pruritus
5.1 Improvement in peak score on numerical rating scale (NRS) for pruritus ≥ 4 points
[image: ]
* Included studies evaluated at weeks 16. Bruin-Weller 2017 reported weekly average of NRS Score ≥4 points. 
Blauvelt 2017 also reported this outcome at 24 weeks and 52 weeks, the RR is 3.98 (95%CI 2.71 to 5.84) and  3.36 (95% CI 2.45 to 4.60), respectively;.

Worm 2019 reported a maintained effect of dupilumab (q2w/qw) with improvement in peak NRS ≥ 4 points compared to placebo with another 36 weeks (RR 3.83, 95%CI 2.10 to 6.97).

5.2. Peak pruritus NRS score (LS mean % change from baseline)*
[image: ]
*Included studies evaluated at weeks 16. Thaçi 2015 reported LS mean % change from baseline for peak weekly pruritus NRS scores. 
Blauvelt 2017 also reported this outcome at 52 weeks, the mean % change of NRS Score is -56.2%(4.38) for dupilumab group and 27,1%(2.66) for placebo group. 

Worm 2019 reported a maitained effect of dupilumab (q2w) on the mean % change of peak NRS Score compared to placebo with another 36 weeks (MD -0.53%, 95%CI -0.79 to -0.26).

5.3 Percent Body Surface Area affected (LS mean % change from baseline)*
[image: ]
* Included studies evaluated at weeks 16. Blauvelt 2017 also reported this outcome at 52 weeks, the LS mean% change from baseline (SE) is −41.5% (2.19);in duilumab group and −20.3% (1.33)in placebo group.

Worm 2019 reported an opposite effect of dupilumab (q2w) on the mean % change of Percent Body Surface Area compared to placebo with another 36 weeks (MD 0.74%, 95%CI 0.47% to 1.01%).

6. Sleep disturbance
6.1 Patient-Oriented Eczema Measure (LS mean change from baseline )
[image: ] 
* Included studies evaluated at weeks 16. Blauvelt 2017 also reported this outcome at 52 weeks, the LS mean change from baseline is −13·7 (0·75) points for dupilumab group and −5·3 (0·46) points for placebo group; MD is -8.4; 95%CI -10.12 to -6.68.

Worm 2019 reported an opposite effect of dupilumab (q2w/qw) on the mean change of POEM compared to placebo with another 36 weeks (MD 0.96, 95%CI 0.68 to 1.23).


7. Symptoms of anxiety and depression
7.1 Hospital Anxiety and Depression Scale (HADS) (The LS mean change from baseline)
[image: ]
* Included studies evaluated at weeks 16. Blauvelt 2017 also reported this outcome at 52 weeks, the LS mean change from baseline is −5.3 (0·65) points for dupilumab group and −3.4 (0·40) points for placebo group.

Worm 2019 reported an opposite effect of dupilumab (q2w/qw) on the mean change of HADS compared to placebo with another 36 weeks (MD 0.31, 95%CI 0.04 to 0.57).

7.2 The proportion of the patients with HADS-A and HADS-D scores <8*:
[image: ]
* Included studies evaluated at weeks 16. Blauvelt 2017 also reported this outcome at 52 weeks, the porpotion of the patients with HADS-A and HADS-D scores <8 is 43% and 18% in placebo group.



8. Quality of life
8.1 Quality of life measured by Dermatology Life Quality Index (DLQI) (LS mean change from baseline)*
[image: ]
* Included studies evaluated at weeks 16. Blauvelt 2017 also reported this outcome at 52 weeks, the LS mean change from baseline is −10·9 (0·59) points for dupilumab group and −5·6 (0·36) points for placebo group, the MD is -4.40 (-5.75 to -3.05)
Worm 2019 reported an opposite effect of dupilumab (q2w/qw) on the mean change of DLQI compared to placebo with another 36 weeks (MD 0.74, 95%CI 0.47 to 1.01).

Other measure to evaluate the quality of life(QoL):
Simpson,Gadkari 2016 evaluated the QoL by EQ-5D-3L health state visual analaog scale (VAS), the  mean change from baseline (SE) was 14.4(3.3) in the dupilumab arm and 2.4 (3.5) in the placebo arm.
Bruin-Weller 2017 evaluated EQ-5D item 4 (pain/discomfort), the porportion of the patients reporting “no problem” at week 16 is 75 (70.1%) in dupilumab group and 40 (37.0%) in the placebo group; RR is 

8.2 Global Individual Signs Score (GISS) (LS mean % change from baseline)*
[image: ]
* Included studies in the meta-analysis assessed the outcome at week 16. Blauvelt 2017 also reported this outcome at 52 weeks, the LS mean% change from baseline (SE) is −58·3% (3·30) in duilumab group and −29·2% (2·01) in placebo group.

9. Safety
9.1 Patients with any treatment-emergent adverse events (AE)
[image: ]
* Included studies in the meta-analysis assessed the outcome at week 16.
Worm 2019 reported a slight reduce of any TEAE of dupilumab (q2w/qw) compared to placebo with another 36 weeks (RR 0.86, 95%CI 0.75 to 1.00).

9.2 Patients with any treatment-emergent Severe adverse events (SAE)
[image: ]
* Included studies in the meta-analysis assessed the outcome at week 16. 
Worm 2019 reported an increase of any Treatment-emergent SAE of dupilumab (q2w/qw) compared to placebo with another 36 weeks (RR 2.95, 95%CI 0.36 to 24.07).


Meta-analysis for adolescent population
1. Scoring Atopic Dermatitis (SCORAD) score (least square mean % change from baseline)*

[image: ]
*Included studies evaluated at weeks 16. 

2. Eczema Area and Severity Index (EASI) 
2.1 Proportion of patients achieving EASI-75 (%)
[image: ]
*Included studies evaluated at weeks 16. 

2.2 Proportion of patients achieving EASI-50 (%)
[image: ]
*Included studies evaluated at weeks 16. 

3. IGA score achieved 0/1 points at 16 weeks
[image: ]


4. Rescue medication use
4.1 Patients who recieved any rescue therapy at 16 weeks
[image: ]
5. Pruritus
5.1 Improvement in peak score on numerical rating scale (NRS) for pruritus ≥ 4 points
[image: ]
* Included studies evaluated at weeks 16. 

5.2. Peak pruritus NRS score (LS mean % change from baseline)*
[image: ]
*Included studies evaluated at weeks 16. 

5.3 Percent Body Surface Area affected (LS mean % change from baseline)*
[image: ]
* Included studies evaluated at weeks 16. 


6. Sleep disturbance
6.1 Patient-Oriented Eczema Measure (LS mean change from baseline )
[image: ] 
* Included studies evaluated at weeks 16. 

7. Symptoms of anxiety and depression
7.1 Hospital Anxiety and Depression Scale (HADS) (The LS mean change from baseline)
[image: ]
* Included studies evaluated at weeks 16. 

8. Quality of life
8.1 Children’s Dermatology Life Quality Index (CDLQI) (LS mean change from baseline)*
[image: ]
* Included studies evaluated at weeks 16. 

9. Safety
9.1 Patients with any treatment-emergent adverse events (AE)
[image: ]
*Included studies were evaluated this outcome at 16 weeks.
9.2 Patients with any treatment-emergent Severe adverse events (SAE)
[image: ]
*Included studies were evaluated this outcome at 16 weeks.





image7.tiff
Dupilumab Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
welt2017 6 102 59 209 30% 298 [2.25,3.95] =
Bruin-weller2017 67 107 32 108 260%  211[153,293] -
Simpson,Gadkari2016 21 64 5 a1 5.5% 4.00 [1.61, 9.95]
Simpson2016-S0L01 87 213 26 212 20.6% 3.33 [2.24, 4.94] —
Simpson2016-S0L02 Bl 225 21 221 17.7% 3.79[2.43, 5.90] I
Total (95% C) 7 901 100.0% 2.96 12,37, 3.70) -
Total events 316 143

Hetzrogenehy: Taw® = 0.02; ChF = .22, df = 4 (P = 0.18); F = 36%
Test for overall effect: Z = 9.51 (P < 0.00001)

Risk of bias legend
(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(B) Incomplete outcome data (attrition bias)

(P) Selective reporting (reporting bias)

(G) Other bias

bioz o5 1 3 4 10

" Favours(control] Favours{Dupilumab]




image8.tiff
Experimental Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup ___Mean SD_Total Mean SD_Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDEFG
Blawneh2017 ~56.2 416208 106 -28.6 43.004 315 24.7% -27.60 [36.67,~16.33] -

Bruln-weller2017 -53.9 324804 107 -25.4 431566 108 20.4% -28.50 [-36.70, -16.30] -

Simpson2016-S0L01  -51 45.8353 224 —26.1 55.0024 224 24.2% -24.90 [-34.28, -15.52] -

Simpson2016-S0L02  ~44.3 42255 225 -15.4 54.6328 221 25.8% -28.90 [-37.98, -19.82] -

Thagi2015 3412 58.2801 61 5.15 588071 61  4.9% -30.27 [-60.06, -16.48] —

Total (95% CI) 723 929 100.0% -28.04 [-3265, -23.43] *

Heterogenehy: Tau? = 0.00; ChF = 1.60, df = 4 (P = 0.81); F = 0% 5% T

Test for overall effect: Z = 11.92 (P < 0.00001)

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(B) Incomplete outcome data (attrition bias)

(P) Selective reporting (reporting bias)

(G) Other bias

Favours [Dupilumab] " Favours [control]




image9.tiff
Experimental Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD_Total Mean SD_Total Weight 1V, Random, 95% CI 1V, Random, 95% CI ABCDEFG
Blaweh2017 386 237108 106 -18.6 245636 315 33.4K —20.00 [-25.27, -14.73] - ®
Simpson2016-S0L01  -33.4 25.6678 224 -15.4 34.8423 224 2B.8% -18.00 [-23.67,-12.33] -
Simpson2016-S0L02  -30.6 24.3161 233 -12.6 30.1101 236 37.8% -18.00 [-22.95, -13.05] - L]
Total (95% C) 563 775 100.0% -1867 [-21.71,-15.62] -
Heterogeneny: Taut = 0.00; Chi = 0.37, df = 2 (P = 0.83); F = 0%

Test for overall effect: Z = 12.02 (P < 0.00001)

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)
(B) Incomplete outcome data (attrition bias)

(P) Selective reporting (reporting bias)

(G) Other bias

T o]
S0 45 5 50

Favours [Dupilumab] " Favours [control]




image10.tiff
Experimental Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean SD_Total Mean SD_Total Weight IV, Random, 95% CI 1V, Random, 95% CI ABCDEFG
Blaweh2017 -12.4 7.9462 106 -4.7 B.2636 315 2B.2% -7.70 [ -5.93] -

Bruln-Weller2017 -11.9 7.6028 107 -4.3 7.893 108 20.5% -7.60 |- -5.53] -

Simpson,Gadkari2016 -9.8 11.384 64 -1.1 11114 &1 5.7% -B.70 [-12.64, -4.76] -

Simpson2016-S0L01  -11.6 9.1671 224 -5.1 12.8339 224 20.6% -6.50[-8.57,—4.43] -

Simpson2016-S0L02  -10.2 9.3494 233 -3.3 11.2913 236 25.0% -6.90 [-6.78,-5.02] -

Total (95% C) 734 944 100.0% -7.29[-8.23,-635] .

Heterogenely: Tau? = 0.00; ChF = 1.51, df = 4 (P = 0.82); F = 0% ]

Test for overall effect: Z = 15.23 (P < 0.00001) Favours [Dupilumab] " Favours [control]
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(B) Incomplete outcome data (attrition bias)

(P) Selective reporting (reporting bias)

(G) Other bias




image11.tiff
Experimental Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup __ Mean SD_Total Mean SD Total Weight IV, Random, 95% CI W, Random, 95% CI ABCDEFG
Blaweh2017 49 7.0628 106 -3.6 73021 315 23.8% -130[-2.67,0.27] E

Bruin-Weller2017 61 68426 107 -23 71201 108 20.9% -3.80 [-5.67,-193] -

SimpsonGadkari2016 4.3 10.1184 64 0 9.8784 61 10.2% ~4.30 [-7.81,0.79] —

Simpson2016-50L01  -5.2 9.1671 224 -3 128339 224 19.1% -2.20 [-4.27,-0.13] —

Simpson2016-50L02  ~5.1 7.4795 233 0.8 7.5275 236 26.0% ~4.30 [-5.66,-2.94] -

Total (95% C) 734 944 100.0% -3.08 [-4.41,-175] *

Heterogeneny: Taw? = 1.20; ChF = 9.75, df = 4 (P = 0.04); ¥ = 50%

Test for overall effect: Z = 4.55 (P < 0.00001) Favours [Dupilumab] " Favours [control]
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(B) Incomplete outcome data (attrition bias)

(P) Selective reporting (reporting bias)

(G) Other bias




image12.tiff
Dupilumab ~ Control Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup _ Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
Blaweh2017 28 59 38 148 50.6%  185[1.26,271] —-—

Bruln-weller2017 35 56 22 60 49.2% 1.70 [1.15, 2.52] ——

Total (95% CI) 115 208 100.0% 178 [1.35,2.33) -

Total events & &0

Heterogeneny: Tau? = 0.00; ChF = 0.08, df = 1 (P = 0.77); F = 0% —

Test for overall effect: Z = 4.12 (¢ < 0.0001) Favours{control] Favours[Dupilumab]
Risk of bias legend

() Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(B Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias




image13.tiff
Experimental Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup __Mean SD Total Mean D Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDEFG
Blawneh2017 57 65635 106 -5.3 67300 315 26.0% —4.40 [-5.85,—2.95] -

Bruln-weller2017 05 58280 107 4.5 6238 108 214X -5.00 [-6.61,-3.30] -

SimpsonGadkar2016 6.0 10.1184 64 -13 B.6108 61 51X -5.60 [-8.89,-2.31] —

Simpson2016-S0L01  -9.3  7.3336 224 -5.3 91671 224 23.6% ~4.00 [-5.54, -2.46] -

Simpson2016-S0L02  -0.3  7.4795 233 3.6 D.4004 236 23.6% -5.70 [-7.24, -4.16] -

Total (95% CI) 734 944 100.0% -4.80 [-5.55, -4.06] +

Heterogenehy: Tau? = 0.00; ChF = 2.93, df = 4 (P = 0.57); F = 0%,

ST
0 i 0 20

Favours [Dupilumab] " Favours [control]

Test for overall effect: Z = 12.61 (7 < 0.00001)

Risk of bias legend
(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(B) Incomplete outcome data (attrition bias)

(P) Selective reporting (reporting bias)

(G) Other bias




image14.tiff
Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD_Total Mean SD_Total Weight 1V, Random, 95% CI 1V, Random, 95% CI
Baweh2017 -53.1 344312 106 -28.2 354388 315 30.6% —24.90 [32.53, -17.27] ——
Bruln-Weller2017 -55.2 33.7062 107 -29 35.0091 108 21.3X -26.20 [-35.39,-17.01] D
Simpson2016-SO0L01  -53.4 44.0019 224 -26.4 §0.5026 224 1B.7% -27.00 [-36.80, -17.20] —
Simpson2016-S0L02 -45.6 39.2675 233 -17.9 47.047 236 29.2% -27.70 [-35.54, -19.86] —
Total (95% C) 670 883 100.0% -26.39 [-30.62, -22.15] -
Heterogeneny: Taut = 0.00; Chit = 0.27, df = 3 (P = 0.97); F = 0%

Test for overall effect: Z = 12.21 (7 < 0.00001)

Risk of bias legend
(&) Random sequence generation (selection
(B) Allocation concealment (selection bias)

bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(B) Incomplete outcome data (attrition bias)
(P) Selective reporting (reporting bias)
(G) Other bias

T o]
S0 45 5 s

Favours [Dupilumab] " Favours [control]

0





image15.tiff
Dupilumab ~ Control Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup _ Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
Bruin-weller2017 36 107 20 108 456K 182 [1.13,2.9] —u—

Thagi2015 50 € 49 61 534X 0.97[0.61,116 -

Total (95% CI) 171 169 100.0% 129062,2.72) -

Total events 86 ()

Hetzrogenehy: Taw = 0.26; ChP = 8.5, df = 1 (P = 0.003); F = BEX oTez o5 1 ¢ & 1o

Test for overall effect: Z = 0.68 (¢ = 0.50) Favours [control] Favours [Dupilumab]
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias




image16.tiff
Dupilumab ~ Control Risk Ratio
Study or Subgroup _Events _Total Events Total Weight M-H,Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

Risk of Bias
ABCDEFG

Bruin-Weller2017 2 107 4 108 100.0%  0500005,2700 — ]

Thagi2015 0 &4 0 &l Not estimable

Total (95% CI) 171 169 100.0% 0.50 [0.09,2.70] e —

Total events 1 4

Heterogenety: Not applicable Gros ds i 4 b do

Test for overall effect: Z = 0.80 (P = 0.42)

Risk of bias legend
(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(B) Incomplete outcome data (attrition bias)

(P) Selective reporting (reporting bias)

(G) Other bias

Favours [control] Favours [Dupilumab]





image17.tiff
Experimental Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD_Total Mean SD_Total Weight 1V, Random, 95% CI 1V, Random, 95% CI ABCDEFG
Simpson,Paller 2019 516 26.9772 82 -17.6 35.0343 65 100.0X -34.00 [43.74,-24.26] — eeeeee

Total (95% C) 82

Hetzrogenchy: Not applicable
Test for overall effect: Z = §.84 (P < 0.00001)

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(B) Incomplete outcome data (attrition bias)

(P) Selective reporting (reporting bias)

(G) Other bias

85 100.0% -34.00 [-43.74, -24.26]

-
— dofoo i

Favours [Dupilumab] " Favours [control]





image18.tiff
Dupilumab Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup _ Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
SimpsanPaller 2019 34 82 7 85 1000 503 [2.37,10.71] —Jl— eesese
Total (95% CI) 82 85 1000% 503 [237,1071] —~—
Total events 34 7

Hetzrogenehy: Not applicable
Test for overall effect: Z = 4.20 (P < 0.0001)

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(B) Incomplete outcome data (attrition bias)

(P) Selective reporting (reporting bias)

(G) Other bias

S
10 5 i 4 1

Favours[control] Favours[Dupilumab]





image19.tiff
Dupilumab ~ Control Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
Simpson,Paller 2019 50 82 11 85 100.0K  4.71[2.64, 8.40] o LLIIT 1]
Total (95% CI) 82 85 100.0% 4.71[2.64, 8.40] -

Total events 50 11

Heterogenehy: Not applicable bos o2 L ¢ w

Test for averall efect: Z = 5.26 (¢ < 0.00001)

Favours[control] Favours[Dupilumab]

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(B) Incomplete outcome data (attrition bias)

(P) Selective reporting (reporting bias)

(G) Other bias




image20.tiff
Dupilumab ~ Control Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup _ Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
‘Simpson,Paller 2018 20 82 2 85 100.0%  10.37 [2.50, 42.95] —Jl— eeeees
Total (95% C) 82 85 1000% 1037 [2:50,4295] ——

Total events 20 1

Heterogenehy: Not applicabie ohz o1 1 10 50

Test for overall effect: Z = 3.22 (P = 0.001) Favours[control] Favours[Dupilumab]
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(B) Incomplete outcome data (attrition bias)

(P) Selective reporting (reporting bias)

(G) Other bias




image21.tiff
Dupilumab Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup _ Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
SimpsanPaller 2019 17 82 50 85 100.0K  0.3510.22,0.56] E = LI IIIT)
Total (95% CI) 82 85 100.0% 0.35 [0.22, 0.56]
Total events 17 50

Hetzrogenehy: Not applicable
Test for overall effect: Z = 4.45 (P < 0.00001)

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(B) Incomplete outcome data (attrition bias)

(P) Selective reporting (reporting bias)

(G) Other bias

i 3§ 10

Favours [Dupilumab] Favours [control]




image22.tiff
Dupilumab ~ Control Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup _ Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
‘Simpson,Paller 2018 30 82 a4 B4 100.0X  7.66 [2.83, 20.84] —J— ©0eees
Total (95% CI) 82 84 1000%  7.68(2.83,20.84] —

Total events 30 4

Heterogenety: Not applicable P TN

Test for overall effect: Z = 4.00 (P < 0.0001)

Favours[control] Favours{Dupilumab]

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(B) Incomplete outcome data (attrition bias)

(P) Selective reporting (reporting bias)

(G) Other bias




image23.tiff
Experimental Control

Mean Difference

Study or Subgroup __ Mean SD_Total Mean SD_Total Weight 1V, Random, 95% CI

Mean Difference
1V, Random, 95% CI

Simpson,Paller 2019 -47.5 30.7883 82 -19 37.6001

Total (95% C) 82

Hetzrogenchy: Not applicable
Test for overall effect: Z = 5.43 (P < 0.00001)

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(B) Incomplete outcome data (attrition bias)

(P) Selective reporting (reporting bias)

(G) Other bias

§5 100.0X -28.90 [-39.34, —18.46]

85 100.0% -28.90 [-39.34, -18.46]

——

-
400 0 10 20

Favours [Dupilumab] " Favours [control]





image24.tiff
Experimental Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD_Total Mean SD_Total Weight 1V, Random, 95% CI 1V, Random, 95% CI ABCDEFG
Simpson,Paller 2018 -30.1 20.8274 B2 -11.7 24.8928  B5 100.0X -18.40 [-25.35, -11.45] E & CITTITITY

Total (95% C) 82

Hetzrogenchy: Not applicable
Test for overall effect: Z = 5.19 (P < 0.00001)

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(B) Incomplete outcome data (attrition bias)

(P) Selective reporting (reporting bias)

(G) Other bias

85 100.0% -18.40 [-25.35, -11.45]

-

T o]
50 35 5 50

Favours [Dupilumab] " Favours [control]





image25.tiff
Experimental Control Mean Difference Mean Difference
Study or Subgroup _ Mean __SD Total Mean __ SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI

Simpson.Paller 2018 -10.1 7.2443 B2 -3.8 9.2195 65 100.0% .30 8.81,-3.79] —M—

Total (95% C) 82 85 100.0% -630 [-881,-379]

Heterogenehy: Not applicabie N T I I

Test for overall effect: Z = 4.92 (P < 0.00001) Favours [Dupilumab] " Favours [control]

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(B) Incomplete outcome data (attrition bias)

(P) Selective reporting (reporting bias)

(G) Other bias




image26.tiff
Experimental Control

Mean Difference Mean Difference

Study or Subgroup _ Mean __SD Total Mean  SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI

Simpson,Paller 2019 3.8 63388 62 -25 7.3756

Total (95% C) 82

Hetzrogenchy: Not applicable
Test for overall effect: Z = 1.22 (P = 0.22)

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(B) Incomplete outcome data (attrition bias)

(P) Selective reporting (reporting bias)

(G) Other bias

85 100.0X -1.30 F3.36,078]  ——J——

85 100.0%

-130 [-3.38,0.78) e

Favours [Dupilumab] " Favours [control]





image27.tiff
Experimental Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean SD_Total Mean SD_Total Weight 1V, Random, 95% CI 1V, Random, 95% CI ABCDEFG
Simpson,Paller 2018 8.5 4.5277 82 5.1 55317 85 100.0% -13.60 [-15.13,-12.07] CIITIIIT)

Total (95% C) 82

Hetzrogenchy: Not applicable
Test for overall effect: Z = 17.41 (P < 0.00001)

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(B) Incomplete outcome data (attrition bias)

(P) Selective reporting (reporting bias)

(G) Other bias

85 1000% -13.60 [-15.13,-1207] @

40 5 o 5 1

Favours [Dupilumab] " Favours [control]





image28.tiff
Dupilumab Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup _ Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
Simpson,Paller 2019 59 B2 58 B85 100.0% 1.04 [0.85, 1.26] LI I]]
Total (95% CI) 82 85 100.0% 1.04 [0.85, 1.26]
Total events 59 59

Hetzrogenehy: Not applicable
Test for overall effect: Z = 0.38 (P = 0.72)

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(B) Incomplete outcome data (attrition bias)

(P) Selective reporting (reporting bias)

(G) Other bias

0.7 085 12 15
Favours [control] Favours [Dupilumab]




image29.tiff
Dupilumab ~ Control Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup _ Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
SimpsanPaller 2019 o 82 1 85 10008 0350.00,836] ——] LI IIIT)
Total (95% CI) 82 85 100.0% 0.35 [0.01, 8.36] ———

Total events ° 1

Heterogenehty: Not applicable do0s or 1 10 zob

Test for averall effect: 2 = 0.65 (P = 0.51) 00 O oupii

Favours [control] Favours [Dupilumab]

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(B) Incomplete outcome data (attrition bias)

(P) Selective reporting (reporting bias)

(G) Other bias




image1.tiff
seiq 13410
(519 Bunsoda:) bupiodas aN3[S

(519 u 1ep w030 22(dwodw

212p) WawSSISSE 3WEINNO J BUIPUg

(se1q 3>urwio}sad) [uuossad pue siuedpied Jo Guipulg
(5%1q U013[25) WIWIERIU0D UOREO[Y

(s®1q uonRs) UoNEIRUIE uINbIS WopuLy

suer2017 (@ [@ @ (@@ @] @
inweler2017 | @ @ @ @ | @ @ | @

smpsonGadiarzo1s [ @ | @ (@ @ |@ @ | @

smpson,Palier 201 | @ | @ (@ | ® | @ | @ | @
simpson2016-5001 @ | @ | @ | @ | @ (@ | @
simpson2016-50.02| @ | @ | @ | @ | @ (@ | @

The2015 | @ | @ | @ S @S| O
wm2013 (@@ @ | @@ @@





image2.tiff
Experimental Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean SD_Total Mean SD_Total Weight 1V, Random, 95% CI 1V, Random, 95% CI ABCDEFG
Baweh2017 =621 328151 106 -31.8 337039 315 28.1X -30.30 [-37.58, -23.01] =

Bruln-Weller2017 —62.4 314253 107 -29.5 32.4656 108 21.2X -32.90 [-41.44, -24.36] —_

Simpson2016-SOL01  -57.7 38.5017 224 -20 43.7026 224 26.6% -28.70 [-36.33, -21.07] —-—

Simpson2016-S0L02  -51.1 39.2675 233 -19.7 §0.2202 236 1B.3% -31.40 [-40.59, -22.21] —

Thagi2015 46 51856 64 -13.8 50.626 61 48X -32.20[-50.17,-14.23]

Total (95% C) 734 944 100.0% -30.72 [-34.65, -26.79] *

Heterogeneny: Tau? = 0.00; ChF = 0.58, df = 4 (P = 0.97); F = 0% B I T R

Test for overall effect: Z = 15.31 (P < 0.00001) Favours [Dupilumab] " Favours [control]
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(B) Incomplete outcome data (attrition bias)

(P) Selective reporting (reporting bias)

(G) Other bias




image3.png
Dupilumab Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

welt2017 73 106 73 315 285K 207 [2.34,3.77] -
Bruin-weller2017 67 107 32 108 225%  2.11[153,283] ——
Simpson2016-S0L01 115 224 33 224 216X 3.48 [2.48, 4.90] —_
Simpson2016-50L02 103 233 2B 236 18.5%  3.73 [2.56,5.43] ——
Thagl2015 33 &1 7 &1 7.9% 4.71 [2.26, 9.82]
Total (95% C) 731 944 100.0% 3.09 (2,45, 3.89) ->
Total events 391 173
Heterogenenty: Taut = 0.03; Chi: = B.22, dF = 4 (P = 0.08); F = 51% R I W s T

Test for overall effect: Z = 9.62 (P < 0.00001)

Risk of bias legend
(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(B) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

Favours[control] Favours[Dupilumab]




image4.tiff
Dupilumab Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
w2017 B85 106 118 315 26.0% 2.14 [L.B0, 2.54] —-—
Bruln-Weller2017 91 107 47 108 21.7% 1.95 [1.55, 2.46] —
Simpson2016-S0L01 154 224 55 224 20.5% 2.80 [2.19, 3.58] —_
Simpson2016-50L02 152 233 52 236 198K  2.96[2.29,3.83] —
Thagl2015 a8 &1 18 61 11.9% 2.67[1.77,4.02] — @
Total (95% C) 731 944 100.0% 2.43 12,04, 2.89) -
Total events 530 260
Heterogeneiy: Taw? = 0.02; ChF = .93, dF = 4 (P = 0.04); ¥ = 60K %

Test for overall effect: Z = 9.98 (P < 0.00001)

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(B) Incomplete outcome data (attrition bias)

(P) Selective reporting (reporting bias)

(G) Other bias

5
Favours[control] Favours[Dupilumab]




image5.tiff
Dupilumab Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
Blaweh2017 al 106 39 315 330K  3.12[214,4.56 ——
Bruin-weller2017 43 107 15 108 17.3% 289 [171,488] —
Simpson2016-S0L01 B5 224 23 224 26.6% 3.70 [2.42, 5.63] —
Simpson2016-50L02 B4 233 20 236 231K 4.25[2.70,6.69] —— @
Total (95% C) 670 883 100.0% 3.46 [2.79, 4.30) -
Total events 253 97

Hetzrogenehy: Ta? = 0.00; ChP = 1.66, df = 3 (P = 0.65); F = 0X
Test for overall effect: Z = 11.18 (7 < 0.00001)

Risk of bias legend
(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(B) Incomplete outcome data (attrition bias)

(P) Selective reporting (reporting bias)

(G) Other bias

5
Favours[control] Favours[Dupilumab]




image6.tiff
Dupilumab ~ Control Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
1.5.1 16 weeks

Bruin-weller2017 4 107 19 108 56X 0.21[0.07,0.60]

$impson2016-50L02 35 233 123 236 345%  0.20[0.21,0.40] -

Simpson2016-SOLO1 47 224 115 224 40.3% 0.41 [0.31, 0.54] -

Subtotal (95% CI) 564 568  80.5% 0.33 [0.24, 0.46] L 2

Total events 86 257

Heterogeneiy: Taw? = 0.03; ChF = 3.39, dF = 2 (P = 0.16); ¥ = 41%

Test for overall effect Z = 6.92 (7 < 0.00001)

1.5.2 52 weeks

Blaweh2017 16 110 52 164 19.5% 0.46 [0.28, 0.76]

Subtotal (95% CI) 110 164 19.5% 0.46 [0.28, 0.76]

Total events 16 52

Heterogenety: Not applicable

Test for overall effect: Z = 3.02 (P = 0.003)

Total (95% CI) 674 732 100.0% 0.36 [0.28, 0.46] -

Total events 102 309

Heterogenenty: Taut = 0.02; Chit = 4.41, dF = 3 (P = 0.22); F = 32% 1

Test for overall effect: Z = 7.84 (P < 0.00001)

Test for subgroup differences: Chi = 1.10, df = 1 (P = 0.20), ¥ = 9.4%
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(B) Incomplete outcome data (attrition bias)

(P) Selective reporting (reporting bias)

(G) Other bias

Favours [Dupilumab] Favours [control]




