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Table SI. Characteristics of included phase 2 and phase 3 trials investigating atopic dermatitis

Rando- Mean EASI score  Age of Concurrent
Phase and mized at beginning, patients, topical
name of patients, range or years, range  Control treatment Prior treatments/
Reference clinical trial Medication and dose n mean+SD or mean+SD  group allowed?  AD severity washout
Beck et al. (14) Phase II Dupilumab 300 mg 55 EASI: 28.4+1.8 33.7+1.4 Placebo No Moderate-to-severe ~ Washout period of 4
NCT01548404 once a week (QW) AD defined as an weeks for the topical
through week 12 IGA score 23 and a investigational agent
SCORAD score >20  and 2 weeks for TCS or
or an EASI score >12 TCI before the baseline
visit.
Simpson et al. Phase III SOLO 1: Dupilumab 223 EASI: 29.8 39.0 (27.0- Placebo  No Moderate-to-severe ~ Washout period 35-
(15) NCT02277743 300 mg QW through (22.0-41.2) 51.0) AD defined as an IGA days: systemictherapy.
week 16 score >3

SOLO 1: Dupilumab 224 EASI: 30.4 38.0 (27.5-

300 mg once every (21.5-40.8) 48.0)

other week (Q2W)

through week 16

SOLO 2: Dupilumab 239 EASI: 29.0 35.0 (25.0-

300 mg QW through (21.2-41.8) 46.0)

week 16

SOLO 2: Dupilumab 233 EASI: 28.6 34.0 (25.0-

300 mg Q2W through (21.0-40.1) 46.0)

week 16

Thagi et al. Phase IIb Dupilumab 63 EASI: 30.1+ 11.2 36.2+10.7 Placebo No Moderate-to-severe ~ Washout period of 1
(16) NCT01859988 300 mg QW through AD defined as an week for topical therapy
week 16. EASI score >16 at And4weeksforsystemic

Dupilumab 300 mg 64 EASI: 33.8414.5  39.4+12.1 baseline and an IGA immunosuppressive

Q2W through week 16 score >3 or immunomodulating

Dupilumab, 200 mg 61 EASL: 32.9+15.5  35.8:14.9 therapy.

Q2W through week 16

Dupilumab 300 mg 65 EASI: 29.4+11.5 36.8+10.8

Q4W through week 16

Dupilumab 100 mg 65 EASI: 32.2+13.5 36.6+11.6

Q4W through week 16

Blauvelt et al.  Phase III Dupilumab 300 mg QW 319 EASI: 29.0(21.6- 34.0(26.0-45.0) Placebo  Yes Moderate-to-severe Washout period 6
(17) NCT02260986  through week 16 40.7) AD defined as an IGA months: systemic

Dupilumab 300 mg 106 EASI: 30.9(22.3-  40.5(28.0-49.0) score >3 and an EASI therapy.

Q2W through week 16 41.6) score >16 Patients received
concomitant TCS during
the study.

Tsianakas et al. Phase IIa Dupilumab 32 EASI: 26.4+2.4 37.3+1.8 Placebo No Moderate-to-severe  Not given.
(18) NCT01548404 300 mg QW through AD defined as an IGA
week 12 score of 3 or 4 and
an EASI score >16
Weller et al. Phase III Dupilumab 300 mg 107 EASI: 31.6 38.0 (25.0- Placebo  Yes Moderate-to-severe Washout period
(19) NCT02755649  Q2W through week 16 (25.2-39.2) 47.0) AD defined as an of 4 weeks for
. EASI score 220 and systemic ciclosporin

Dupilumab 300 mg QW 110 31.1 (24.5-39.0 38.0 (29.0-

thrgugh week 16 9Q ( ) 48.0)( an IGA score 23 or photot_her_apy
and azathioprine,
methotrexate, myco-
phenolate mofetil or
Janus kinase for 8
weeks.

Blauvelt et al. Phase II Dupilumab 97 EASI: 29+13 39+14 Placebo  Yes Moderate-to-severe  Not given.
(20) NCT02210780 300 mg once a week AD defined as IGA

(QW) plus single score =3 and EASI

tetanus, diphtheria, score 216

pertussis (Tdap)

and quadrivalent

meningococcal

polysaccharide vaccine

through week 16

Gooderham et Phase IIb Abrocitinib 10 mg once 49 EASI: 28.1+13.1 44.3+15.9 Placebo No Moderate-to-severe ~ Washout period of 4
al. (26) NCT02780167  daily through week 12 AD defined as an IGA weeks for systematic

Abrocitinib 30 mg once 51 EASI: 22.1+10.7  37.6+15.9 score 23 and an EASI treatment.

daily through week 12 score 212.

Abrocitinib 100 mg once 56 EASI: 26.7+11.8 41.1+£15.6

daily through week 12

Abrocitinib 200 mg once 55 EASI: 24.6+13.5 38.7+17.6

daily through week 12

Guttman- Phase II Baricitinib 2 mg once 37 EASI: 22.1 42 (26.0-52.0) Placebo  Yes Moderate-to-severe  Not given
Yassky et al. NCT02576938  daily through week 16 (16.8-32.3) AD defined as EASI
(27) Baricitinib 4 mg once 38 EASI: 19.5 32.5 (26.0- 212.

daily through week 16 (13.7-25.9) 48.0)

Guttman- Phase II Dupilumab 200 mg 54 EASI: 30 (18-49) 35 (27-50) Placebo No Moderate-to-severe Washout period 4

Yassky et al. NCT01979016  once weekly through AD defined as EASI- weeks: for immuno-

(21) week 16 score 216 suppressant agents
and phototherapyand 1
week for TCS and topical
calcineurin antagonists

Wollenberg et  Phase IIb Tralokinumab 45 mg 50 EASI: 24.8+8.3 39.1 (15.1) Placebo  Yes Moderate-to-severe  Washout period

al. (23) NCT02347176  Q2W through week 12 AD defined as an 4 weeks: for systemic

>

Tralokinumab150 mg 51 EASI: 27.1+11.2  37.1 (14.0) Sfosrfe ;132 and IGA  treatment and TCL.

Q2W through week 12 o

Tralokinumab300 mg 52 EASI: 27.3+10.9 35.7 (14.6)

Q2W through week 12
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Table SI. (contd)

Rando- Mean EASI score  Age of Concurrent
Phase and mized at beginning, patients, topical
name of patients, range or years, range  Control treatment Prior treatments/
Reference clinical trial Medication and dose n mean+SD or mean+SD  group allowed?  AD severity washout
Guttmann- Phase IIb Upadacitinib 7.5 mg 42 EASI: 31.4+15.8 41.5+15.4 Placebo No Moderate-to-severe Washout period 4
Yassky et al. NCT02925117  once daily through AD defined as an weeks: for cortico-
(28) week 16 EASI 216 and an IGA steroids and systemic
Upadacitinib 15 mg 42 EASI: 31.4+12.3 38.5+15.2 score 23 therapy and 10 days
once daily through for TCS.
week 16
Upadacitinib 30 mg 42 EASI: 28.2+11.6 39.9+15.3
once daily through
week 16
Reich et al. Phase III Baricitinib 2 mg once 109 29.3+11.9 33.8+12.8 Placebo  Yes Moderate-to-severe ~ Washout period 4 weeks
(29) NCT03733301  daily through week 16 AD defined as EASI  for systemic therapy
Baricitinib 4 mg once 111 30.9+12.6 33.9+11.4 score 216 and an  and 2 weeks for topical
daily through week 16 IGA score 23 therapy
Simpson et al. Phase III BREEZE AD1: Baricitinib 127 EASI: 29+11.8 36+12.4 Placebo  Yes Moderate-to-severe Wash out period 4
(30) NCT03334396 1 mg once daily AD defined as an weeks for systemic
through week 16 EASI score 216 and treatmentsand 2 weeks
BREEZE AD1: Baricitinib 123 EASI: 31+11.7 35+13.7 an IGA score 23 for topical treatments.
2 mg once daily
through week 16
BREEZE AD1: Baricitinib 125 EASI: 32+12.7 37+12.9
4 mg once daily
through week 16
Simpson et al. Phase III BREEZE AD2: Baricitinib 125 EASI: 33+12.7 33+10.0 Placebo  Yes Moderate-to-severe  Wash out period 4
(30) NCT03334422 1 mg once daily AD defined as an weeks for systemic
through week 16 EASI score 216 and treatmentsand 2 weeks
BREEZE AD2: Baricitinib 123 EASI: 35+16.0 36+13.2 an IGA score 23 for topical treatments.
2 mg once daily
through week 16
BREEZE AD2: Baricitinib 123 33+12.7 34+14.1
4 mg once daily
through week 16
Bieber et al. Phase III Abrocitinib 200 mg once 226 32.1+13.1 38.8+14.5 Placebo  Yes Moderate-to-severe  Washout period: 4
(22) NCT03720470  daily through week 12 AD defined as an IGA weeks for systematic
Abrocitinib 100 mg once 238 30.3+13.5 37.3+14.8 23 and EASI 216 immunosuppressive
daily through week 12 drugs.
Dupilumab 300 mg 242 30.4+12.0 37.1+14.6
Q2W through week 12
Blauvelt et al. Phase IIIb Upadacitinib 30 mg 348 30.8+12.5 36.6+14.6 Dupilumab No Moderate-to-severe Washout period: 4
(31) NCT03738397  once daily through 300 mg AD defined as IGA 23 weeks for systemic
week 16 Q2w and EASI 216 therapy
Silverberg et Phase III ECZTRA 3: 253 EASI: 24.7 37.0 (28.0- Placebo  Yes Moderate-to-severe  Washout period: 4
al. (24) NCT03363854  Tralokinumab (18.4-35.9) 52.0) AD defined as an weeks for systemic
300 mg Q2W through EASI score 212 and immunosuppressive
week 16 IGA score 23 drugs (e.g. metho-
trexate, cyclosporine,
azathioprine, myco-
phenolate mofetil,
Janus kinase inhibitors,
and systemic cortico-
steroid use)
Simpson et al. Phase III Baricitinib 1 mg once 147 EASI: 27.7 (11) 40 (17) Placebo  Yes Moderate-to-severe ~ Washout period: 4
(30) NCT03435081  daily through week 16 AD defined as an weeks for systematic
Baricitinib 2 mg once 146 EASI: 26.6 (11) 40 (15) EASI 216 and IGA  therapies.
daily through week 16 score 23
Wollenberg et  Phase III ECZTRA 1: 603 EASI: 28.2 37.0 (27.0- Placebo  No Moderate-to-severe ~ Washout period 4 weeks
al. (25) NCT03131648  Tralokinumab 300 mg (21.3-40.3) 48.0) AD defined as an forsystemictreatments
and Q2W through week 16 EASI 212 and IGA and 2 weeks for TCS and
NCT03160885  ECzTRA 2: 593 EASI: 28.2 34.0 (25.0- score >3. othertopical treatments
Tralokinumab 300 mg (19.8-40.8) 48.0)

Q4W through week 16

EASI: Eczema Area and Severity Index; IGA: Investigator Global Assessment; SCORAD: Scoring Atopic Dermatitis; TCS: topical corticosteroids; TCI: topical
calcineurin inhibitors. QW: once weekly; Q2W: once every second week; Q4W: once every fourth week; TCS: topical corticosteroids; EASI: Eczema Area

And Severity Index.
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Table SII. Efficacy outcomes after dupilumab, tralokinumab and JAK-inhibitors treatment in atopic dermatitis patients

P-percentage P-numeric
of body- rating
surface area  scale
EASI Proportion  Proportion Proportion Proportion =~ SCORAD DLQI POEM affected (NRS)
reduction achieving achieving achieving achieving reduction, reduction, reduction, reduction, reduction
Reference Medication and dose mean, % EASI-50, % EASI-75, % EASI-90, % IGA 0/1, % mean, % mean, % mean, % mean % mean, %

Beck et al. Dupilumab 74.0 85 62 - 40 - - - 59.9 55.7
(14) 300 mg once a week
(QW) through week 12
Simpson et SOLO 1: Dupilumab 300 72.3 69 51 36 38 57.7 9.3 11.6 33.4 51.0
al. (15) mg once every second
week (Q2W) plus TCS
through week 16
SOLO 1: Dupilumab 300 72.0 61 52 33 37 57.0 9.0 11.0 34.3 48.9
mg QW plus TCS through
week 16
SOLO 2: Dupilumab 65 44 30 36 51.1 9.3 10.2 30.6 44.3
300 mg Q2W plus TCS ~ 67.1
through week 16
SOLO 2: Dupilumab 300 69.1 61 48 31 36 53.5 9.5 11.3 32.1 48.3
mg QW plus TCS through
week 16
Thagi et al. Dupilumab 73.7 83 59 36 33 56.9 59.0 - 65.6 46.9
(16) 300 mg QW through
week 16.
Dupilumab 300 mg Q2W  68.2 78 51 29 30 51.2 39.6 - 52.1 40.1
through week 16
Dupilumab, 200 mg Q2W 65.4 62 55 31 28 46.0 43.3 - 54.5 34.12
through week 16
Dupilumab 300 mg Q4W  63.5 71 49 28 22 48.8 37.4 - 48.8 32.6
through week 16
Dupilumab 100 mg Q4W  44.8 45 29 15 12 26.6 11.9 - 26.2 15.7
through week 16
Blauvelt et Dupilumab 300 mg 76.7 80 69 40 39 62.1 9.7 12.4 38.6 56.2
al. (17) plus TCS Q2W plus TCS
through week 16
Dupilumab 300 mg QW  77.3 78 64 43 39 63.3 10.5 12.5 37.4 54.8
plus TCS through week 16
Tsianakas  Dupilumab 300 mg QW  79.9 90.6 68.8 - - 56.9 - - - 59.2
et al. (18) through week 12
Weller et al. Dupilumab 300 mg 79.8 85.0 62.6 45.8 40.2 62.4 9.5 11.9 39.2 53.9
(19) plus TCS Q2W through
week 16
Dupilumab 300 mg plus ~ 78.2 85.5 59.1 37.3 39.1 58.3 8.8 11.4 37.5 51.7
TCS QW through week 16
Blauvelt et Dupilumab 300 mg QW - 72.2 53.6 - 44.3 - - 13.3 30.0 -
al. (20) plus single tetanus,
diphtheria, pertussis
(Tdap) and quadrivalent
meningococcal
polysaccharide vaccine
through week 16
Gooderham Abrocitinib 10 mg once 31.1 26.1 17.4 10.9 10.9 26.7 - - 7.4 -
et al. (26) daily through week 12
Abrocitinib 30 mg once 40.7 33.3 13.3 0 8.9 30.1 12.7
daily through week 12
Abrocitinib 100 mg once  59.0 55.6 40.7 25.9 29.6 49.2 20.2
daily through week 12
Abrocitinib 200 mg once  82.6 79.2 64.6 52.1 43.8 69.7 28.6
daily through week 12
Guttman-  Baricitinib 2 mg once daily 64 57 30 19 22 41 - - - 33
Yassky et through week 16
al- (29)  Baricitinib 4 mg once daily 65 61 34 21 21 47 2
through week 16
Guttman-  Dupilumab 200 mg once  75.2 77.8 66.7 33.3 37 54.8 - - - 51.5
Yassky et weekly through week 16
al. (28)
Wollenberg Tralokinumab 45 mg Q2W 13.67 54 32 - 11.6 - - - - -
et al. (23) through week 12
Tralokinumab 150 mg 15.14 67 43 - 19.5 - - - - -
Q2W through week 12
Tralokinumab 300 mg 15.72 73 42 - 26.7 - - - - -
Q2W through week 12
Guttmann- Upadacitinib 7.5 mg once 40 50 29 15 14 - - - 11 39
Yassky et daily through week 16
al. (28) Upadacitinib 15 mg once 61 71 51 26 31 28 49
daily through week 16
Upadacitinib 30 mg once 75 82 69 49 50 30 70
daily through week 16
Reich et al. Baricitinib 2 mg once daily 58.2 64 43 17 - 29.9 8 9 - 43
(29) through week 16
Baricitinib 4 mg once daily 67.2 70 48 24 35.8 9 11 51
through week 16
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P-percentage P-numeric

of body- rating
surface area  scale
EASI Proportion  Proportion Proportion Proportion = SCORAD DLQI POEM affected (NRS)
reduction achieving achieving  achieving achieving reduction, reduction, reduction, reduction, reduction
Reference Medication and dose mean, % EASI-50, % EASI-75, % EASI-90, % IGA 0/1, % mean, % mean, % mean, % mean % mean, %
Simpson et BREEZE AD1: Baricitinib ~ 48.2 Monotherapy: Monotherapy: Monotherapy: - - 4.6 Monotherapy: - 31.3
al. (30) 1 mg once daily through 25.0 17.3 8.7 5.3
week 16 With TCS: With TCS:
28.3 11.8
BREEZE AD1: Baricitinib  51.9 Monotherapy: Monotherapy: Monotherapy: 4.3 Monotherapy: 29.4
2 mg once daily through 30.1 18.7 10.6 6.3
week 16 With TCS: With TCS:
32.5 13.8
BREEZE AD1: Baricitinib  59.4 Monotherapy: Monotherapy: Monotherapy: 6.8 Monotherapy: 36.6
4 mg once daily through 41.6 24.8 16.0 7.8
week 16 With TCS: With TCS:
36.0 20.0
Simpson et BREEZE AD2: Baricitinib  41.7 Monotherapy: Monotherapy: Monotherapy: - - 5.1 Monotherapy: - 31.4
al. (30) 1 mg once daily through 18.4 12.8 6.4 3.9
week 16 With TCS: With TCS:
28.0 9.6
BREEZE AD2: Baricitinib  54.8 Monotherapy: Monotherapy: Monotherapy: 7.4 Monotherapy: 47.2
2 mg once daily through 27.6 17.9 8.9 7.1
week 16 With TCS: With TCS:
36.6 17.9
BREEZE AD2: Baricitinib  54.9 Monotherapy: Monotherapy: Monotherapy: 7.6 Monotherapy: 46.9
4 mg once daily through 29.3 21.1 3.0 7.6
week 16 With TCS: With TCS:
35.8 22.0
Bieber et Abrocitinib 200 mg once  80.6 86.3 70.3 46.1 48.4 44.9 - 12.6 7.0 -
al. (22) daily through week 12
Abrocitinib 100 mg once  73.8 75.3 58.7 36.6 36.6 36.6 9.6 8.1
daily through week 12
Dupilumab 300 mg Q2W  75.4 80.9 58.1 34.9 36.5 39.7 10.8 9.0
through week 12
Blauvelt et Upadacitinib 30 mg once - - 71 60.6 - - - - - 66.9
al. (31) daily through week 16
Silverberg ECZTRA 3: Tralokinumab 21.0 79.4 56.0 32.9 38.9 37.7 11.7 11.8 - 4.1
et al. (24) 300 mg Q2W plus TCS
through week 16
Simpson et Baricitinib 1 mg once daily 46.66 19.7 - 7.5 - - 5.47 4.57 - 2.18
al. (30) through week 16
Baricitinib 2 mg once daily 54.37 34.9 - 20.5 7.46 7.44 2.72
through week 16
Wollenberg ECZTRA 1: Tralokinumab 15.5 41.6 25 14.5 15.8 25.2 7.1 7.6 - -
et al. (25) 300 mg Q2W through
week 16
ECZTRA 2: Tralokinumab 16.9 49.9 33.2 18.3 22.2 28.1 8.8 8.8 B -

300 mg Q2W week 16

DLQI: Dermatology Life Quality Index; EASI: Eczema Area and Severity Index; EASI-50: percentage of patients achieving 50% EASI score improvement; EASI-75: percentage of patients
achieving 75% EASI score improvement; EASI-90: percentage of patients achieving 90% EASI score improvement; IGA: Investigator Global Assessment; P-NRS: Pruritus Numerical
Rating Scale; POEM: Patient-Oriented Eczema Measure; P-VAS: Pruritus Visual Analog Scale; SCORAD: Scoring Atopic Dermatitis; TCS: topical corticosteroid.
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Active treatment Placebo Risk Difference Risk Difference

ActaDV

ActaDV

Study or Subgroup Events

Total Events Total Weight IV, d

95% CI

1V, Rand:

95% CI

1.1.1 Dupilumab 300 mg QW through week 12

Beck: Dupllumab 300 mg QW through week 12 47 55 19
Tslanakas: Dupliumab 300 mg QW through week 12 29 32 13
Subtotal (95% CI) 87

Total events 76 32
Heterogenehy: Tau® = 0.00; Ch = 0.00, df = 1 (P = 0.98); F = 0X

Test for overall effect: Z = 7.97 (P < 0.00001)

1.1.2 Dupilumab 300 mg QW through week 16

Simpson: $1: Dupllumab 300 mg QW through week 16 136 223 55
Simpson: $2: Dupllumab 300 mg QW through week 16 148 239 52
Thaclk: Dupliumab 300 mg QW through week 16 52 a3 1B
Subtotal (95% CI) 525

Total events 334 125
Heterogenehty: Tau® = 0.00; Ch = 3.70, df = 2 (P = 0.16); F = 46%

Test for overall effect: Z = 10.24 (P < 0.00001)

1.1.3 Dupilumab 300 mg Q2W through week 16

SimpsonS1: Dupliumab 300 mg Q2w through week 16 154 224 55
Simpson $2: Dupliumab 300 mg Q2W through week 16 152 233 52
Thacl: Dupllumab 300 mg Q2W through week 16 50 64 18
Subtotal (95% CI) 521

Total events 356 125
Heterogenehy: Tau® = 0.00; ChE = 0.38, df = 2 (P = 0.83); ¥ = 0X

Test for overall effect: Z = 16.05 (P < 0.00001)

1.1.4 Dupilumab 200 mg Q2W through week 16

Thacl: Dupllumab 200 mg Q2w through week 16 38 61 18
Subtotal (95% CI) 61

Total events 38 18
Heterogenehy: Not applicable

Test for overall effect: Z = 3.85 (P = 0.0001)

1.1.5 Dupilumab 100 mg Q4W through week 16

Thacl: Dupliumab 100 mg Q4W through week 16 29 &5 18
Subtotal (95% CI) 65

Total events 29 18
Heterogenelty: Not applicable

Test for overall effect: Z = 1.78 (P = 0.08)

1.1.6 Abrocitinib 10 mg once daily through week 16

Gooderham: Abrocitinlb 10 mg once dally week 16 12 48 14
Subtotal (95% CI) 46

Total events 12 14
Heterogeneity: Not applicable

Test for overall effect: Z = 0.09 (P = 0.93)

1.1.7 Abrocitinib 30 mg once daily through week 16

Gooderham: Abrocitinib 30 mg once dally week 16 15 45 14
Subtotal (95% CI) 45

Total events 15 14
Heterogeneity: Not applicable

Test for overall effect: Z = 0.69 (P = 0.49)

1.1.8 Abrocitinib 100 mg once daily through week 16

Gooderham: Abrocitinib 100 mg once dally week 16 30 54 14
Subtotal (95% CI) 54

Total events 30 14
Heterogenehty: Not applicable

Test for overall effect: Z = 3.13 (P = 0.002)

1.1.9 Abrocitinib 200 mg once daily through week 16

Gooderham: Abrochtinib 200 mg once dally week 16 38 4B 14
Subtotal (95% CI) 48

Total events 38 14
Heterogeneity: Not applicable

Test for overall effect: Z = 6.15 (P < 0.00001)}

1.1.10 Upadacitinib 7.5 mg once daily through week 16

Yassky: Upadacitinib 7.5 mg once dally week 16 21 42 -]
Subtotal (95% CI) 42

Total events 21 9
Heterogenehy: Not applicable

Test for overall effect: Z = 2.79 (P = 0.005)

1.1.11 Upadacitinib 15 mg once daily through week 16

Yassky: Upadacitinib 15 mg once dally week 16 30 42 ]
Subtotal (95% CI) 42

Total events 30 ]
Heterogeneity: Not applicable

Test for overall effect: Z = 5.20 (P < 0.00001)

1.1.12 Upadacitinib 30 mg once daily through week 16

Yassky: Upadacitinib 30 mg once dally week 16 34 42 ]
Subtotal (95% CI) 42

Total events 34 ]
Heterogeneity: Not applicable

Test for overall effect: Z = 6.66 (P < 0.00001)}

1.1.13 Tralokinumab 300 mg Q2W through week 16

Wollenberg:Tralokinumab 300mg Q2w through week16 250 601 42
Wollenberg: Tralokinumab 300 mg Q2w week 16 (EC2) 295 591 41
Subtotal (95% CI) 1192

Total events 83
Heterogenehy: Tau® = 0.00; ChF = 3.43, df = 1 (P = 0.06); I‘ 711(

Test for overall effect: Z = 5.39 (P < 0.00001)}

Total (95% CI) 2770

Total events 1558 484
Heterogenehy: Tau® = 0.01; ChE = §9.77, df = 1B (P < 0.00001); F = BOX

Test for overall effect: Z = 11.27 (P < 0.00001)

Test for subgroup differences: Chi* = §7.33, df = 12 (P < 0.00001), ¥ = §2.2%

Fig. S1. Results of meta-analysis for Eczema Area and Severity Index (EASI)-50, where patients were not allowed to use topical
corticosteroids (TCS). QW: once weekly; Q2W: once every second week; Q4W: once every fourth week; TCS: topical corticosteroids; EASI: Eczema

Area And Severity Index.
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Active treatment Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Ll 95% CI M-H, Rand: 95% CI
1.2.1 Dupilumab 300 mg QW through week 12
Beck: Dupllumab 300 mg QW through week 12 34 55 B 54 4.8% 0.47 [0.31, 0.63]
Tslanakas: Dupllumab 300 mg QW through week 12 22 32 13 32 3.7% 0.28 [0.05, 0.52]
Subtotal (95% CI) 87 86 8.5% 0.40 [0.21, 0.58]
Total events 56 21
Heterogenelty: Tau® = 0.01; Ch = 1.73, df = 1 (P = 0.19); ¥ = 42%
Test for overall effect: Z = 4.26 (P < 0.0001)

1

1.2.2 Dupilumab 300 mg QW through week 16

Simpson: $1: Dupllumab 300 mg QW through week 16 117 223 33 224 61X 0.38 [0.30, 0.46]
Simpson: §2: Dupllumab 300 mg QW through week 16 115 239 28 236 &.2% 0.36 [0.29, 0.44]
Thack: Dupllumab 300 mg QW through week 16 37 &3 7 61 5.1% 0. 47 [0.33, 0.62]
Subtotal (95% CI) 525 521 17.4% 0.38 [0.33, 0.43]
Total events (-1}

Heterogenetty: Tau® = 0.00; Chi = 1.7, df = 2 (P = 0.42); P 07‘

Test for overall effect: Z = 14.58 (P < 0.00001}

0~H

1.2.3 Dupilumab 300 mg Q2W through week 16

SimpsonS1: Dupliumab 300 mg Q2W through week 16 115 224 33 224 &.1% 0.37 [0.29, 0.45]
Simpson $2: Dupllumab 300 mg Q2w through week 16 103 233 28 236 &.2% 0.32 [0.25, 0.40]
Thacl: Dupliumab 300 mg Q2w through week 186 33 64 7 &1 51% 0. 40 [0.25, 0.55]
Subtotal (95% CI) 521 521 17.3% 0.35 [0.30, 0.40]
Total events (1]

Heterogenehy: Tau® = 0.00; Ch = 1.08, df = 2 (P = 0.58); I‘ 0!

Test for overall effect: Z = 13.32 (P < 0.00001}

0“}

1.2.4 Dupilumab 200 mg Q2W through week 16

Thack: Dupllumab 200 mg Q2w through week 16 33 61 7 61
Subtotal (95% CI) 61 61
Total events 33 7
Heterogeneity: Not applicable

Test for overall effect: Z = 5.63 (P < 0.00001)

0.43 [0.28, 0.57]
0% 0.43 [0.28, 0.57]

/|

1.2.5 Dupilumab 100 mg Q4W through week 16

Thack: Dupllumab 100 mg Q4w through week 16 19 &5 7 61 52% 0.18 [0.04, 0.31]
Subtotal (95% CI) 65 61 5.2% 0. 03
Total events 19 7

Heterogeneity: Not applicable

Test for overall effect: Z = 2.55 (P = 0.01)

¢

1.2.6 Abrocitinib 10 mg once daily through week 16

Gooderham: Abrocitinih 10 mg once dally week 16 B 46 B 52 5.1% 0.02 [-0.13, 0.17]
Subtotal (95% CI) 46 52 5.1% 0.02 [: 0.17]
Total events B B

Heterogenehty: Not applicable

Test for overall effect: Z = 0.27 (P = 0.79)

¥

1.2.7 Abrocitinib 30 mg once daily through week 16

Gooderham: Abrochtinlb 30 mg once dally week 16 -] 45 B 52 5.2% =0.02 [-0.186, 0.12]
Subtotal (95% CI) 45 52 5.2% -0.02 [-0.16, 0.12]
Total events L] B

Heterogenehty: Not applicable

Test for overall effect: Z = 0.29 (P = 0.77)

J

1.2.8 Abrocitinib 100 mg once daily through week 16

Gooderham: Abrocitinib 100 mg once dally week 16 22 54 B 52 4.8% 0.25 [0.09, 0.42]
Subtotal (95% CI) 54 52 4.8% 0.25 [0.09, 0.42]
Total events 22 L]

Heterogeneity: Not applicable

Test for overall effect: Z = 3.04 (P = 0.002)}

{

1.2.9 Abrocitinib 200 mg once daily through week 16

Gooderham: Abrocitinib 200 mg once dally week 16 31 48 B 52
Subtotal (95% CI) 48 52
Total events 31 B
Heterogeneity: Not applicable

Test for overall effect: Z = 5.77 (P < 0.00001)}

p
#d
oo
Y

.49 [0.32, 0.66]
9 [0.32, 0.66]

{

1.2.10 Upadacitinib 7.5 mg once daily through week 16

Yassky: Upadachtinib 7.5 mg once dally week 16 12 42 4 41 4B 0.19 [0.02, 0.35]
Subtotal (95% CI) 42 41 4.8% 0.19 [o. 0.35
Total events 12 4

Heterogeneity: Not applicable

Test for overall effect: Z = 2.25 (P = 0.02)

1.2.11 Upadacitinib 15 mg once daily through week 16

Yassky: Upadacitinib 15 mg once dally week 16 21 42 4 41 46X 0.40 [0.23, 0.58]
Subtotal (95% CI) 42 41 4.6% 0.40 [0.23, 0.58]
Total events 21 4

Heterogenehty: Not applicable

Test for overall effect: Z = 4.47 (P < 0.00001)

)

1.2.12 Upadacitinib 30 mg once daily through week 16

Yassky: Upadacitinib 30 mg once dally week 16 29 42 4 4
Subtotal (95% CI) 42 41
Total events 29 4
Heterogenelty: Not applicable

Test for overall effect: Z = .97 (P < 0.00001)

0.59 [0.43, 0.76]
0.59 [0.43, 0.76]

o

{

1.2.13 Tralokinumab 300 mg Q2W through week 16

Wollenberg:Tralokinumab 300mg Q2W through week16 150 601 25 197 6.4% 0
Wollenberg: Tralokinumab 300 mg Q2w week 16 (EC2} 196 591 23 201 Ga% 0.
Subtotal (95% CI) 1192 398 12.8% 0.
Total events 346 48

Heterogenety: Tau® = 0.00; Ch = 5.10, df = 1 (P = 0.02); F = 80X

Test for overall effect: Z = 3.59 (P = 0.0003)

.17 [0.08, 0.26] >

Total (95% CI) 2770 1979 100.0% 0.31(0.24,037] PS
Total events 1103 263
Heterogenehy: Tau® = 0.02; ChP = 123.82, df = 18 (P < 0.00001); F = 85% H 5 5 |
Test for overall effect: Z = 9.08 (P < 0.00001) & e

Test for subgroup differences: Chi = B1.04, df = 12 (P < 0.00001), P = B5.2% Favours [Piaceliol ‘Favours|[Active]

Fig. S2. Results of meta-analysis for Eczema Area and Severity Index (EASI)-75, where patients were not
allowed to use topical corticosteroids (TCS). QW: once weekly; Q2W: once every second week; Q4W: once every
fourth week; TCS: topical corticosteroids; EASI: Eczema Area And Severity Index.]
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Active treatment Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight 1V, di 95% Cl Year v, di 95% CI
1.3.1 Dupilumab 100 mg Q4W through week 16
Thacl: Dupliumab 100 mg QAW through week 16 10 &5 2 61 &.0% 0.12 [0.02, 0.22] 2016 ——
Subtotal (95% CI) 65 61 6.0% 0.12 [0.02, 0.22] <
Total events 10 2
Heterogenehty: Not applicable
Test for overall effect: Z = 2.41 (P = 0.02)
132D b 300 mg QW through week 16
Simpson: §1: Dupllumab 300 mg QW through week 16 74 223 17 224 &.7% 0.26 [0.19, 0.33] 2016 ==
Simpson: §2: Dupllumab 300 mg QW through week 16 73 239 17 236 &.BX 0.23 [0.17, 0.30] 2016 =
Thacl: Dupllumab 300 mg QW through week 16 23 63 2 61 5.3% 0.33 [0.21, 0.48] 2016 v
Subtotal (95% CI) 525 521 18.8% 0.26 [0.21, 0.30] L 3
Total events 170 36

Heterogenehy: Tauw® = 0.00; ChE = 1.82, df = 2 (P = 0.40); F = 0%
Test for overall effect: Z = 11.00 (P < 0.00001}

1.3.3 Dupilumab 300 mg Q2W through week 16

SimpsonS1: Dupliumab 300 mg Q2W through week 16 BO 224 17 224 6.7% 0.28 [0.21, 0.35] 201& —_
Simpson $2: Dupliumab 300 mg Q2W through week 16 70 233 17 236 6.8% 0.23 [0.16, 0.30] 2016 -
Thacl: Dupllumab 300 mg Q2W through week 16 18 64 2 61 55% 0.25 [0.13, 0.37] 2016 o
Subtotal (95% CI) 521 521 19.0% 0.25 [0.21, 0.30] *
Total events 168 36

Heterogenehty: Tauw® = 0.00; ChP = 1.11, df = 2 (P = 0.57); F = 0%
Test for overall effect: Z = 10.90 (P < 0.00001)

1.3.4 Dupilumab 200 mg Q2W through week 16

Thacl: Dupllumab 200 mg Q2W through week 16 19 61 2 61 5.4% 0.28 [0.15, 0.40] 2016
Subtotal (95% CI) 61 61 5.4% 0.28 [0.15, 0.40]

Total events 19 2

Heterogenehty: Not applicable

Test for overall effect: Z = 4.39 (P < 0.0001)

¢

1.3.5 Tralokinumab 300 mg Q2W through week 16

Wollenberg:Tralokinumab 300mg Q2w through week16 B7 601 B 197 7.3% 0.
Wollenberg: Tralokinumab 300 mg Q2w week 16 (EC2) 108 591 11 201 7.2% 0.
Subtotal (95% CI) 1192 398 14.5% 0.
Total events 19

Heterogenehty: Tauw® = 0.00; ChE = 0.62, df = 1 (P = 0.43); I‘ 01‘

Test for overall effect: Z = 7.64 (P < 0.00001)

10 [0.06, 0.14] 2021 =
13 [0.08, 0.17] 2021 =
11 [0.09, 0.14] ¢

1.3.6 Abrocitinib 10 mg once daily through week 16

Gooderham: Abrocitinib 10 mg once dally week 16 5 46 5 52 55% 0.01[0.11,0.13] 20189
Subtotal (95% CI) 46 52 5.5% 0. 0.13]

Total events 5 5

Heterogeneity: Not applicable

Test for overall effect: Z = 0.20 (P = 0.84)

¢

1.3.7 Abrocitinib 30 mg once daily through week 16

Gooderham: Abrocitinib 30 mg once dally week 16 0 45 5 52 &
Subtotal (95% CI) 45 52 6.
Total events 0 5
Heterogenehy: Not applicable

Test for overall effect: Z = 2.16 (P = 0.03)

ww

% -0.10 [-0.18, -0.01] 2018
% -0.10 [-0.18, -0.01]

¢

1.3.8 Abrocitinib 100 mg once daily through week 16

Gooderham: Abrocitinib 100 mg once dally week 16 14 54 5 52
Subtotal (95% CI) 54 52
Total events 14 5
Heterogenelty: Not applicable

Test for overall effect: Z = 2.26 (P = 0.02)

H

0.16 [0.02, 0.30] 2018
0. 0.3

]

1.3.9 Abrocitinib 200 mg once daily through week 16

Gooderham: Abrocitinih 200 mg once dally week 16 21 48 5 52 45% 0.34 [0.18, 0.50] 2018
Subtotal (95% CI) 48 52 4.5% 0.34 [0. 0.5

Total events 21 5

Heterogenelty: Not applicable

Test for overall effect: Z = 4.14 (P < 0.0001)

{

1.3.10 Upadacitinib 7.5 mg once daily through week 16

Yassky: Upadachinib 7.5 mg once dally week 16 ] 42 1 41 586X 0.12 [0 00. 0. 23] 2020
Subtotal (95% CI) 42 41 5.6% 0.1

Total events L] 1

Heterogeneity: Not applicable

Test for overall effect: Z = 2.00 (P = 0.05)

£
e
¢

1.3.11 Upadacitinib 15 mg once daily through week 16

Yassky: Upadachinib 15 mg once dally week 16 11 42 1 41
Subtotal (95% CI) 42 41
Total events 11 1
Heterogeneity: Not applicable

Test for overall effect: Z = 3.30 (P = 0.0010)}

v

0% 0.24 [0.10, 0.38] 2020
0% 0.24 [0 0.3

]

1.3.12 Upadacitinib 30 mg once daily through week 16

Yassky: Upadachinib 30 mg once dally week 16 20 42 1 41 486X 0.45 [0.29, 0.61] 2020 =
Subtotal (95% CI) 42 41 4.6% 0.45 [0.29, 0.61] e
Total events 20 1

Heterogenelty: Not applicable
Test for overall effect: Z = 5.60 (P < 0.00001)

Total (95% CI) 2683 1893 100.0% 0.19 [0.14, 0.25] ’
Totl events 639 118
Heterogenehty: Taw = 0.01; ChR = 107.44, df = 16 (P < 0.00001); P = 5%  —T o |
Test for overall effect: Z = 7.12 (P < 0.00001) X S

Test for subgroup differences: Chi = 103.89, df = 11 (P < 0.00001), F = §9.4% Favours;IPincabol ‘Favours;[Activel

Fig. S3. Results of meta-analysis for Eczema Area and Severity Index (EASI)-90, where patients were not allowed to use topical
corticosteroids (TCS). QW: once weekly; Q2W: once every second week; Q4W: once every fourth week; TCS: topical corticosteroids;
EASI: Eczema Area And Severity Index.
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Active Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight IV, d 95% Cl Year v, d 95% CI
1111 b 300 mg QW through week 16
Blawelt: Dupllumab 300 mg QW through week 16 249 319 118 315 &6.9%  0.41[0.34,0.48] 2017 =%
Weller: Dupllumab 300 mg QW through week 16 94 110 47 108 5.9% 0.42[0.30,0.53] 2018 o
Blawvelt 2019: Dupliumab 300 mg QW through week 16 70 97 31 97 5.6% 0.40[0.27,0.53] 2019 T
Subtotal (95% CI) 526 520 18.3% 0.41 [0.35, 0.46] @
Total events 413 196
Heterogenehy: Tau® = 0.00; ChF = 0.05, df = 2 (P = 0.98); F = 0X
Test for overall effect: Z = 14.76 (P < 0.00001)

1.1.2 Dupilumab 300 mg Q2W through week 12

Bleber: Dupliumab 300 mg Q2w through week 12 195 241 68 129 &.2x
Subtotal (95% CI) 241 129 6.2%
Total events 195 1]

Heterogeneity: Not applicable

Test for overall effect: Z = 5.56 (P < 0.00001)

o
@=

28 [0.
.28 [0.

s
-
-

oo

-
»
wiw

2021

¢

1.1.3 Dupilumab 300 mg Q2W through week 16

Blawvelt: Dupllumab 300 mg Q2w through week 16 85 106 118 315 &4% 0.43[0.33,0.52] 2017
Weller: Dupliumab 300 mg Q2W through week 16 81 107 47 108 5.9% 0.42[0.30,0.53] 2018
Subtotal (95% CI) 213 423 12.3% 0.42 [0.35, 0.49]

Total events 176 185

Heterogenetty: Tau® = 0.00; ChP* = 0.03, df = 1 (P = 0.87); F = 0X

Test for overall effect: Z = 11.45 (P < 0.00001)

of

1.1.4 Baricitinib 1 mg once daily through week 16

Simpson: Barichtinib 1 mg once dally week 16 29 147 19 147 &.6% 0.07 [-0.02,0.15] 2021
Subtotal (95% CI) 147 147 6.6% 0.07[ 0.15]

Total events 29 19

Heterogenehy: Not applicable

Test for overall effect: Z = 1.58 (P = 0.11}

¢

1.1.5 Baricitinib 2 mg once daily through week 16

Yassky: Barichtinlb 2 mg once dally week 16 21 37 1B 49 38X 0.2
Reich: Baricitinlb 2 mg once dally through week 16 70 108 45 109 5.5% 0
Simpson: Baricitinib 2 mg once dally week 16 51 146 19 147 64X 0.
Subtotal (95% CI) 292 305 15.7% 0.2
Total events 82

Heterogenehty: Taw? = 0.00; Chi¥ = 0.05, df = 2 (P = 0.97); |‘ 0#

Test for overall effect: Z = §.04 (P < 0.00001)

0 [-0.01,0.41] 2019

23 [0.10, 0.38] 2020

22 [0.13,0.31] 2021
2 [0.15, 0.29]

0{}\

1.1.6 Baricitinib 4 mg once daily through week 16

Yassky: Barichtinlb 4 mg once dally week 16 23 38 18 49 39% 0.
Reich: Baricitinib 4 mg once dally through week 16 78 111 45 109 56% 0.
Subtotal (95% CI) 149 158 9.5% 0..
Total events 101 &3

Heterogenehty: Tau® = 0.00; Chi = 0.18, df = 1 (P = 0.67); F = 0%

Test for overall effect: Z = 5.04 (P < 0.00001)}

.03, 0.44] 2019
.16, 0.42] 2020
0.17, 0.38]

o

1.1.7 Abrocitinib 200 mg once daily through week 12

Bieber: Abrocitinib 200 mg once dally week 12 189 2189 68 129 63X  0.34 [0.24,0.43] 2021
Subtotal (95% CI) 219 129 6.3% 0.34 [0.. 4 0.43]

Total events 189 1]

Heterogeneity: Not applicable

Test for overall effect: Z = 6.76 (P < 0.00001)

¢

1.1.8 Abrocitinib 100 mg once daily through week 12

Bleber: Abrocitinib 100 mg once dally week 12 177 235 68 129 &.2x  0.23 [0.12,0.33] 2021
Subtotal (95% CI) 235 129 6.2% 0.23 [0.12, 0.33]

Total events 177 1]

Heterogeneity: Not applicable

Test for overall effect: Z = 4.33 (P < 0.0001)

¢

1.1.10 Traloki b 45 mg Q2W gh week 12

Wollenberg: Tralokinumab 45 mg Q2W through week 12 27 50 26 51 41% 0.03 [-0.16,
Subtotal (95% CI) 50 51 4.1% 0.03 [-0.16,
Total events 27 26

Heterogenehy: Not applicable

Test for overall effect: Z = 0.30 (P = 0.76)

2019 T

1.1.11 Tralokinumab 150 mg Q2W through week 12

Wollenberg: Tralokinumab 150 mg Q2w week 12 34 51 26 51 4.2% 0.16 [0.03,0.35] 2018 e
Subtotal (95% CI) 51 51 4.2% 0. 0.35]

Total events 34 26
Heterogeneity: Not applicable

Test for overall effect: Z = 1.63 (P = 0.10}

1.1.12 Tralokinumab 300 mg Q2W through week 12

Wollenberg: Tralokinumab 300 mg Q2w week 12 38 52 26 51 43%  0.22[0.04,0.40] 2019
Subtotal (95% CI) 52 51 4.3% 0.22 [0.04, 0.40]

Total events 38 26

Heterogeneity: Not applicable

Test for overall effect: Z = 2.37 (P = 0.02)

)

1.1.13 Tralokinumab 300 mg Q2W through week 16

Siverberg: Tralokinumab 300 mg Q2W week 16 200 252 73 126 &.2%  0.21[0.11,0.31] 2021 —
Subtotal (95% CI) 252 126 6.2% 0.21 [0.11, 0.31] B
Total events 200 73
Heterogenehy: Not applicable

Test for overall effect: Z = 4.22 (P < 0.0001)

Total (95% CI) 2427 2219 100.0% 0.7 [0.22, 0.33] 'S
Total events 1721 B8O
Heterogenehy: Tau® = 0.01; ChF = 75.78, df = 17 (P < 0.00001); F = 78X #_1 _d' 5 I 0{5 |
Test for overall effect: Z = 9.28 (P < 0.00001) : 5

Test for subgroup differences: ChE = 75.48, df = 11 (P < 0.00001), P = §5.4% Favours [Placebiol {FavoursilActvel

Fig. S4. Results of meta-analysis for Eczema Area and Severity Index (EASI)-50, where patients were allowed to use topical
corticosteroids (TCS). QW: once weekly; Q2W: once every second week; Q4W: once every fourth week; TCS: topical corticosteroids;
EASI: Eczema Area And Severity Index.
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Risk Difference

v, 95% CI

1.2.1 Dupilumab 300 mg QW through week 16
Blawelt: Dupliumab 300 mg QW through week 16
Weller: Dupliumab 300 mg QW through week 16
Blawvelt 2019: Dupllumab 300 mg QW through week 16
Subtotal (95% CI)

Total events

321
Heterogenehy: Tauw® = 0.00; ChF = 2.68, df = 2 (P = 0.26); ¥ = 25%

Test for overall effect: Z = 10.50 (P < 0.00001}

1.2.2 Dupilumab 300 mg Q2W through week 12
Bieber: Dupllumab 300 mg Q2w through week 12
Subtotal (95% CI)

Total events

Heterogenehy: Not applicable

Test for overall effect: Z = §.14 (P < 0.00001)

1.2.3 Dupilumab 300 mg Q2W through week 16
Blaweit: Dupllumab 300 mg Q2w through week 16

Weller: Dupllumab 300 mg Q2W through week 16
Subtotal (95% CI)

Total events

140
Heterogenehy: Tau® = 0.00; ChE = 2.41, df = 1 (P = 0.12); F = 58%

Test for overall effect: Z = 6.32 (P < 0.00001)

1.2.4 Baricitinib 1 mg once daily through week 16
Simpson2020a:AD1:Barichtinlb 1mg once dally week1&
Simpson2020b:. :Baricitinlb 1mg once dally weekl16
Subtotal (95% CI)

Total events

204
65
52

140
140

73
&7

38
35

318 73
110 32
97 19

526
124

241 35
241

35

106 73
107 32
213

105

125 49
125 48
250

95

Heterogenehty: Tau® = 0.00; ChP = 0.00, df = 1 (P = 0.95); F = 0!

Test for overall effect: Z = 2.65 (P = 0.008)

1.2.5 Baricitinib 2 mg once daily through week 16
Yassky: Baricitinlb 2 mg once dally week 16

Reich: Barichtinib 2 mg once dally through week 16
Simpson2020a:AD1:Baricitinlb 2mg once dally week1&
Simpson2020b:AD2:Barkitinlb 2mg once dally week16
Subtotal (95% CI)

Total events

143
Heterogenehy: Tauw? = 0.00; ChP = 1.57, df = 3 (P = 0.67); F = 0%

Test for overall effect: Z = 5.36 (P < 0.00001)

1.2.6 Baricitinib 4 mg once daily through week 16
Yassky: Baricitinlb 4 mg once dally week 16

Reich: Baricitinib 4 mg once dally through week 16
Simpson2020a:AD1:Barichtinlb 4mg once dally week1&
Simpson2020b:AD2:Barichtinib 4mg once dally weekls
Subtotal (95% CI)

Total events

11
47
40
45

37 10
109 25
123 49
123 46
392

38 10
111 25
123 49
123 48
395

Heterogenelty: Tauw® = 0.00; ChE = 1,52, df = 3 (P = 068}.!‘ 0!

Test for overall effect: Z = 6.22 (P < 0.00001)

1.2.7 Abrocitinib 200 mg once daily through week 12
Bleber: Abrocitinib 200 mg once dally week 12

Subtotal (95% CI)

Total events

Heterogeneity: Not applicable

Test for overall effect: Z = B.66 (P < 0.00001)

1.2.8 Abrocitinib 100 mg once daily through week 12
Bieber: Abrocitinib 100 mg once dally week 12

Subtotal (95% CI)

Total events

Heterogenehty: Not applicable

Test for overall effect: Z = §.24 (P < 0.00001)

1.210T 45 mg Q2w week 12
Wollenberg: Tralokinumab 45 mg Q2w through week 12
Subtotal (95% CI)

Total events

Heterogenehty: Not applicable

Test for overall effect: Z = 1.96 (P = 0.05)

1.2.11 Tralokinumab 150 mg Q2W through week 12
Wollenberg: Tralokinumab 150 mg Q2w week 12
Subtotal (95% CI)

Total events

Heterogeneity: Not applicable

Test for overall effect: Z = 3.19 (P = 0.001)

1.2.12 Tralokinumab 300 mg Q2W through week 12
Wollenberg: Tralokinumab 300 mg Q2w week 12
Subtotal (95% CI)

Total events

Heterogeneity: Not applicable

Test for overall effect: Z = 3.12 (P = 0.002)

1.2.13 Tralokinumab 300 mg Q2W through week 16

Siverberg: Tralokinumab 300 mg Q2w week 16
Subtotal (95% CI)

Total events
Heterogenelty: Not applicable
Test for overall effect: Z = 3.82 (P = 0.0001)

Total (95% CI)

154

154

138
138

16
16

22
22

22
22

141

141

219 35
219

35

235 35
235

35

50 B
50

51 L]
51

52 ]
52
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Heterogenehy: Tau® = 0.01; Chi* = 99.686, df = 21 (P < 0.00001); F = 79% #_1 -d 5 0:5 1:
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Fig. S5. Results of meta-analysis for Eczema Area and Severity Index (EASI)-75, where patients were allowed
to use topical corticosteroids (TCS). QW: once weekly; Q2W: once every second week; Q4W: once every fourth week;
TCS: topical corticosteroids; EASI: Eczema Area And Severity Index.
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Active Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight IV, Rand 95% Cl Year IV, Random, 95% CI
1.3.1 Dupilumab 300 mg QW through week 16
Blawvelt: Dupliumab 300 mg QW through week 16 138 319 35 315 &.1% 0.32[0.26,0.39] 2017 e
Weller: Dupliumab 300 mg QW through week 16 41 110 13 108 5.2% 0.25[0.14,0.36] 2018 e
Subtotal (95% CI) 429 423 11.3% 0.30 [0.24, 0.36] &
Total events 179 48
Heterogenehy: Tauw® = 0.00; Chi¥ = 1.14, dff = 1 (P = 0.20); F = 12%
Test for overall effect: Z = 9.63 (P < 0.00001)
1.3.2 Dupilumab 300 mg Q2W through week 12
Bieber: Dupllumab 300 mg Q2W through week 12 B4 241 13 129 5.8%  0.25[0.17,0.33] 2021 o
Subtotal (95% CI) 241 129 5.8% 0.25 [0.17, 0.33] B
Total events B4 13
Heterogeneity: Not applicable
Test for overall effect: Z = 6.11 (P < 0.00001)
1.3.3 Dupilumab 300 mg Q2W through week 16
Blawvelt: Dupliumab 300 mg Q2W through week 16 42 106 35 315 5.4x% 0.20[0.19,0.38] 2017 —#—
Weller: Dupliumab 300 mg Q2W through week 16 49 107 13 108 5.1% 0.34 [0.22, 0.45] 2018 —
Subtotal (95% CI) 213 423 10.5% 0.31 [0.23, 0.38] &
Total events 91 48
Heterogenehy: Tauw® = 0.00; ChiE = 0.47, df = 1 (P = 0.49); F = 0%
Test for overall effect: Z = B.10 (P < 0.00001)
1.3.4 Baricitinib 1 mg once daily through week 16
Simpson2020a:AD1:Baricitinlb 1mg once dally weekl& 15 125 17 244 6.0% 0.05 [-0.01,0.12] 2020
Simpson2020b:AD2:Barichtinlb 1mg once dally weekls 12 125 16 244 61X 0.03 [-0.03,0.09] 2020 by 15
Subtotal (95% CI) 250 488 12.2% 0.04 [-0.00, 0.08] »
Total events 27 33
Heterogenehy: Taw® = (.00; Ch = 0.19, df = 1 (P = 0.66); F = 0X
Test for overall effect: Z = 1.75 (P = 0.08)}
1.3.5 Baricitinib 2 mg once daily through week 16
Yassky: Baricitinlb 2 mg once dally week 16 7 37 3 49 45X 0.13 [-0.01,0.27] 2018 T
Simpson2020a:AD1:Baricitinlh 2mg once dally week1& 17 123 17 244 6.0X% 0.07 [-0.00, 0.14] 2020 —
Simpson2020b:AD2:Barichtinib 2mg once dally weekl1& 22 123 16 244 59% 0.11[0.04,0.19] 2020 =
Reich: Baricitinib 2 mg once dally through week 16 18 109 15 109 5.5% 0.03 [-0.07,0.12] 2020 o]
Subtotal (95% CI) 392 646 21.9% 0.08 [0.04, 0.12] L3
Total events 64 51
Heterogenehty: Tau® = 0.00; Chi = 2.48, df = 3 (P = 0.48); F = 0X
Test for overall effect: Z = 3.69 (P = 0.0002)
1.3.6 Baricitinib 4 mg once daily through week 16
Yassky: Baricitinlb 4 mg once dally week 16 B 38 3 49 44X  0.15[0.00,0.30] 2018 —
Simpson2020b:AD2:Barichtinlb 4mg once dally weekl& 27 123 16 244 5.8% 0.15[0.07,0.23] 2020 ——
Simpson2020a:AD1:Bariitinlb 4mg once dally weekl& 25 123 17 244 5.8%  0.13 [0.06, 0.21] 2020 —
Reich: Baricitinlh 4 mg once dally through week 16 27 111 15 109 5.3%  0.11[0.00,0.21] 2020 ——
Subtotal (95% CI) 395 646 21.4% 0.14 [0.09, 0.18] L 2
Total events 87 51
Heterogenehty: Tau® = 0.00; Chi¥ = 0.57, df = 3 (P = 0.90); F = 0%
Test for overall effect: Z = 5.76 (P < 0.00001)
1.3.7 Abrocitinib 200 mg once daily through week 12
Bleber: Abrocitinib 200 mg once dally week 12 101 219 13 128 5.7% 0.36 [0.28, 0.44] 2021 e
Subtotal (95% CI) 219 129 5.7% 0.36 [0.28, 0.44] e
Total events 101 13
Heterogenehty: Not applicable
Test for overall effect: Z = B.41 (P < 0.00001)
1.3.8 Abrocitinib 100 mg once daily through week 12
Bleber: Abrocitinib 100 mg once dally week 12 B& 235 13 128 5.8% 0.27 [0.18, 0.35] 2021 —
Subtotal (95% CI) 235 129 5.8% 0.27 [0.18, 0.35] G
Total events B& 13
Heterogenehty: Not applicable
Test for overall effect: Z = 6.45 (P < 0.00001)
1.3.13 Tralokinumab 300 mg Q2W through week 16
Siverberg: Tralkkinumab 300 mg Q2w week 16 B3 252 27 128 5.5% 0.12 [0.02, 0.21] 2021 ——
Subtotal (95% CI) 252 126 5.5% 0.12 [0.02, 0.21] <3
Total events B3 27
Heterogeneity: Not applicable
Test for overall effect: Z = 2.45 (P = (.01}
Total (95% CI) 2626 3139 100.0% 0.17 [0.12, 0.23] &
Total events 802 297
Heterogenelty: Taw® = 0.01; ChP = 122.41, df = 17 (P < 0.00001); P = B&X :—1 } t 1:

Test for overall effect: Z = 6.35 (P < 0.00001)

Test for subgroup differences: ChE = 112.46, df = B (P < 0.00001), F = 92.9%
Fig. S6. Results of meta-analysis for Eczema Area and Severity Index (EASI)-90, where patients were allowed to use topical corticosteroids
(TCS). QW: once weekly; Q2W: once every second week; Q4W: once every fourth week; TCS: topical corticosteroids; EASI: Eczema Area And Severity
Index.
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