Supplemental Online Content

Drucker AM, Morra DE, Prieto-Merino D, et al. Systemic immunomodulatory treatments for
atopic dermatitis: update of a living systematic review and network meta-analysis. JAMA
Dermatol. March 16, 2022. doi:10.1001/jamadermatol.2022.0455

eTable 1. Risk of bias assessment for new studies added since baseline review
eTable 2. League table for change in EASI

eTable 3. GRADE certainty ratings for change in EASI

eTable 4. League table for change in POEM

eTable 5. GRADE certainty ratings for change in POEM

eTable 6. League table for change in DLQI

eTable 7. GRADE certainty ratings for change in DLQI

eTable 8. League table for change in PP-NRS

eTable 9. GRADE certainty ratings for change in PP-NRS

eFigure 1. Network graphs for change in signs on the standardized mean difference scale
eTable 10. League table for change in signs on the standardized mean difference scale
eTable 11. GRADE certainty ratings for change in signs on the standardized mean difference
scale

eFigure 2. Network graphs of change in QoL on the standardized mean difference scale
eTable 12. League table for change in QoL on the standardized mean difference scale
eTable 13. GRADE certainty ratings for change in QoL on the standardized mean difference
scale

eFigure 3. Network graphs of change in itch on the standardized mena difference scale
eTable 14. League table for change in itch on the standardized mean difference scale
eTable 15. GRADE certainty ratings for change in itch on the standardized mean difference
scale

eFigure 4. Network graphs for withdrawal due to adverse events

eTable 16. League table for withdrawal due to adverse events

eTable 17. GRADE certainty ratings for withdrawal due to adverse events

eFigure 5. Network graphs for serious adverse events

eTable 18. League table for serious adverse events

eTable 19. GRADE certainty ratings for serious adverse events

eReferences

This supplemental material has been provided by the authors to give readers additional
information about their work.

© 2022 Drucker AM, et al. JAMA Dermatology.



© 2022 Drucker AM, et al. JAMA Dermatology.



eTable 1. Risk of bias assessment for new studies added since baseline review
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eTable 2. League table with relative effect estimates for change in EASI up to 16 weeks of treatment in adults for placebo and medications used in
clinical practice or likely to be approved soon. Results for other pairwise comparisons in the network can be requested from the authors. Results
are presented as change in EASI (95% Crl). A positive effect estimate in a given cell favors the row-defining treatment. A negative effect estimate
in a given cell favors the column-defining treatment. The bottom row contains the Surface Under the Cumulative Ranking (SUCRA) value for the
column-defining treatment.

Dupilumab Tralokinumab
Abrocitinib | Abrocitinib | Baricitinib 2 | Baricitinib 4 | 600 mg then Placebo 600 mg then | Upadacitinib | Upadacitinib
100 mg daily | 200 mg daily | mg daily mg daily 300 mg q2 300 mg g2 | 15 mg daily | 30 mg daily
weeks weeks
Abrocitinib 2.1(4.1,- | 8.6(6.9, 23(4.7,-1|-49(-72,-
100 mg daily -4.3(-6,-2.7)|3.1(0.5,5.6)| 1.1 (-1.6, 3.7) 0.3) 10.3) 1.4 (-1.1,3.9) 0.1) 2.6)
Abrocitinib 13 (11.3, -0.6 (-2.9,
200 mg daily 4.3 (2.7, 6) 74(4.8,99)| 54(2.7,8) | 22(0.2,4) 14.7) 573.2,82)]2(03,4.3) 1.7)
Baricitinib -3.1(-5.6,- | -7.4(-9.9, - -52(-7.5,-| 5.6(3.7, -5.4(-7.9,- |-7.9 (-10.4, -
2 mg daily 0.5) 438) 2 (ALOD T g 75 | LTEAL DT 5.5)
Baricitinib -1.1(-3.7, -32(-57,-| 7.6(5.5, -5.9(-8.5, -
4 mg daily 1.6) -5.4(-8,-2.7)| 2 (-0.1, 4.1) 0.8) 9.6) 0.3 (-2.4,3) |-3.4(-6,-0.8) 3.4)
Dupilumab
600 mg then 10.8 (9.5, -0.2(-2.2, | -2.7(-4.7, -
300 mg q2 2.1(0.3,4.1)|-2.2 (-4,-0.2) |5.2(2.9,7.5)]| 3.2(0.8, 5.7) 12.2) 3.5(1.3,5.8) 1.9) 0.6)
weeks
Placebo -8.6 (-10.3,- | -13 (-14.7,- | -5.6 (-7.5,- | -7.6(-9.6,- |-10.8 (-12.2, -7.3(9.1,- | -11 (-12.5,- |-13.5 (-15.1,
6.9) 11.3) 3.7) 5.5) -9.5) 5.4) 9.5) -12)
Tralokinumab
600 mg then -1.4 (-3.9, -5.7(-8.2, - -3.5(-58,- | 73(54, -3.7(-6.1,- | -6.3 (-8.6, -
300 mg g2 1.1) 3.2) L7(1,43)-0.3¢3,2.4) 1.3) 9.1) 1.4) 3.9)
weeks
Upadacitinib 0.2 (-1.9, 11 (9.5,
15 mg daily 2.3(0.1,4.7)| -2(4.3,0.3) |5.4(2.9,7.9)| 3.4(0.8,6) 2.2) 12.5) 3.7(1.4,6.1) -2.5(4,-1)
Upadacitinib 7.9 (5.5, 13.5 (12,
30 mg daily 4.9(2.6,7.2) 0.6 (-1.7,2.9) 10.4) 59(3.4,85) (2.7 (0.6,4.7) 15.1) 63(39,806)| 25(1,4
SUCRA 0.76 0.94 0.55 0.70 0.86 0.11 0.68 0.87
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eTable 3. GRADE certainty ratings for change in EASI up to 16 weeks of treatment in adults for placebo and medications used in clinical practice
or likely to be approved soon. Results are presented as change in EASI (95% Crl). Negative effect estimates favor the treatment listed in the
intervention column; positive effect estimates favor the comparator.

Intervention Comparator Head- | Direct estimate (95% Indirect estimate NMA Estimate
to- Crl); Certainty of (95% CrD); (95% Crl);
head Evidence Certainty of Certainty of
trials, Evidence Evidence
n
Abrocitinib 100 mg daily Abrocitinib 200 mg daily 4 4.3 (2.7, 6); high -- 4.3 (2.7, 6); high
Abrocitinib 100 mg daily Baricitinib 2 mg daily 0 -- -3.1 (-5.6, -0.5); high | -3.1 (-5.6, -0.5); high
Abrocitinib 100 mg daily Baricitinib 4 mg daily 0 -- -1.1 (-3.7, 1.6); high -1.1(-3.7, 1.6);
moderate®
Abrocitinib 100 mg daily Dupilumab 1 0.6 (-1.9, 3.0); high 3.9 (1.4, 6.6); high 2.1(0.3, 4.1); high
Abrocitinib 100 mg daily Placebo 4 -8.6 (-10.3, -6.9); high -- -8.6 (-10.3, -6.9);
high
Abrocitinib 100 mg daily Tralokinumab 0 -- -1.4 (-3.9, 1.1); high -1.4 (-39, 1.1);
moderate®
Abrocitinib 100 mg daily Upadacitinib 15 mg daily 0 -- 2.3 (0.1, 4.7); high 2.3 (0.1, 4.7); high
Abrocitinib 100 mg daily Upadacitinib 30 mg daily 0 -- 4.9 (2.6, 7.2); high 4.9 (2.6, 7.2); high
Abrocitinib 200 mg daily Baricitinib 2 mg daily 0 -- -7.4 (9.9, -4.8); high | -7.4 (-9.9, -4.8); high
Abrocitinib 200 mg daily Baricitinib 4 mg daily 0 -- -5.4 (-8, -2.7); high -5.4 (-8, -2.7); high
Abrocitinib 200 mg daily Dupilumab 1 -3.0 (-5.4, -0.5); high -1.3 (-3.8, 1.3); high -2.2 (-4, -0.2); high
Abrocitinib 200 mg daily Placebo 4 -13 (-14.7, -11.3); high -- -13 (-14.7, -11.3);
high
Abrocitinib 200 mg daily Tralokinumab 0 -- -5.7 (-8.2, -3.2); high | -5.7 (-8.2, -3.2); high
Abrocitinib 200 mg daily Upadacitinib 15 mg daily 0 -- -2 (-4.3,0.3); high -2 (-4.3,0.3);
moderate®
Abrocitinib 200 mg daily Upadacitinib 30 mg daily 0 -- 0.6 (-1.7, 2.9); high 0.6 (-1.7, 2.9); high
Baricitinib 2 mg daily Baricitinib 4 mg daily 4 2 (-0.1,4.1); -- 2 (-0.1, 4.1); low*
moderate*
Baricitinib 2 mg daily Dupilumab 0 -- 5.2 (2.9, 7.5); high 5.2 (2.9, 7.5); high
Baricitinib 2 mg daily Placebo 5 -5.6 (-7.5, -3.7); high -- -5.6 (-7.5, -3.7); high
Baricitinib 2 mg daily Tralokinumab 0 -- 1.7 (-1, 4.3); high 1.7 (-1, 4.3);
moderate®
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Baricitinib 2 mg daily Upadacitinib 15 mg daily 0 -- 5.4 (2.9, 7.9); high 5.4 (2.9,7.9); high
Baricitinib 2 mg daily Upadacitinib 30 mg daily 0 -- 7.9 (5.5, 10.4); high 7.9 (5.5, 10.4); high
Baricitinib 4 mg daily Dupilumab 0 -- 3.2 (0.8, 5.7); high 3.2 (0.8, 5.7); high
Baricitinib 4 mg daily Placebo 4 -7.6 (9.6, -5.5); high -- -7.6 (-9.6, -5.5); high
Baricitinib 4 mg daily Tralokinumab 0 -- -0.3 (-3, 2.4); high -0.3 (-3, 2.4); high
Baricitinib 4 mg daily Upadacitinib 15 mg daily 0 -- 3.4 (0.8, 6); high 3.4 (0.8, 6); high
Baricitinib 4 mg daily Upadacitinib 30 mg daily 0 -- 5.9 (3.4, 8.5); high 5.9 (3.4, 8.5); high
Dupilumab Placebo 7 -10.8 (-12.2, -9.5); -- -10.8 (-12.2, -9.5);
high high
Dupilumab Tralokinumab 0 -- -3.5(-5.8,-1.3); high | -3.5 (-5.8, -1.3); high
Dupilumab Upadacitinib 15 mg daily 0 -- 0.2 (-1.9, 2.2); high 0.2 (-1.9, 2.2); high
Dupilumab Upadacitinib 30 mg daily 0 -- 2.7 (0.6, 4.7); high 2.7 (0.6, 4.7); high
Tralokinumab Upadacitinib 15 mg daily 0 -- 3.7 (1.4, 6.1); high 3.7 (1.4, 6.1); high
Tralokinumab Upadacitinib 30 mg daily 0 -- 6.3 (3.9, 8.6); high 6.3 (3.9, 8.6); high
Tralokinumab Placebo 3 -7.3 (9.1, -5.4); high -- -7.3 (9.1, -5.4); high
Upadacitinib 15 mg daily Upadacitinib 30 mg daily 4 2.5 (1, 4); high -- 2.5 (1, 4); high
Upadacitinib 15 mg daily Placebo -11 (-12.5, -9.5); high -- -11 (-12.5, -9.5);
high
Upadacitinib 30 mg daily Placebo -13.5 (-15.1, -12); high -- -13.5 (-15.1, -12);
high

Dose of dupilumab and tralokinumab is 600 mg then 300 mg every 2 weeks

The network meta-analysis certainty ratings start at the higher of the direct or indirect ratings and can then be rated down further for incoherence
(based on the results of node splitting analyses) and imprecision.

* Rated down for inconsistency
a. Rated down for imprecision
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eTable 4. League table with relative effect estimates for change in POEM up to 16 weeks of treatment in adults for placebo and medications used
in clinical practice or likely to be approved soon. Results for other pairwise comparisons in the network can be requested from the authors. Results
are presented as change in POEM (95% Crl). A positive effect estimate in a given cell favors the row-defining treatment. A negative effect
estimate in a given cell favors the column-defining treatment. The bottom row contains the Surface Under the Cumulative Ranking (SUCRA)
value for the column-defining treatment.

Dupilumab Tralokinumab
Abrocitinib | Abrocitinib | Baricitinib 2 | Baricitinib 4 | 600 mg then Placebo 600 mg then | Upadacitinib | Upadacitinib
100 mg daily | 200 mg daily | mg daily mg daily 300 mg g2 300 mg g2 | 15 mg daily | 30 mg daily
weeks weeks
Abrocitinib -3.2 (4.2, - 1.2 (-0.4, -0.5 (2.1, | -2.3(3.5,- -5.6 (-10, -
100 mg daily 2.2) 2.7) 1.1) 1.2) 5(39,6) |04(-1.1,18)]-2(-6.3,2.2) 1.5)
Abrocitinib 8.2 (7.1, -2.4 (-6.7,
200 mg daily 32(2.2,42) 44(29,59)]2.7(1.2,43) | 0.9(-0.2,2) 9.2) 3.6(2.1,5) | 1.2(-3,5.4) 1.7)
Baricitinib -1.2(-2.7, | 4.4(5.9,- -1.6(-2.8,- | -3.5(-4.8,- | 3.8(2.6, -0.8 (-2.3, -3.2(-7.5, |-6.8 (-11.1, -
2 mg daily 0.4) 2.9) 0.5) 2.2) 4.9) 0.7) 1.1) 2.6)
Baricitinib 2.7 (4.3, - -1.9(-32,- | 5442, -1.5(-5.8, | -52(-9.5, -
4 myg daily 0.5 (-1.1,2.1) 1.2) 1.6 (0.5,2.8) 0.5) 6.6) 0.8 (-0.7,2.4) 2.8) 1
Dupilumab
600 mg then 0.3 (-3.9, -3.3(-7.6,
300 mg q2 2.3(1.2,3.5)]-0.9(-2,0.2) |13.5(2.2,4.8)| 1.9(0.5, 3.2) 7.3(6.6,8)| 2.7 (1.5, 3.9) 4.5) 0.8)
weeks
e -82(9.2,- | -3.8(49,- | -5.4(-6.6, - -4.6(-5.6,- | -7(-11.1,- |-10.6 (-14.8,
Placebo > (+6,-3.9) 7.1) 2.6) 4.2) 3.6) 2.9) -6.6)
Tralokinumab
600 mg then | -0.4(-1.8, 3.6 (-5, -2.1) 0.8 (-0.7, -0.8(-24, |-27(39,-| 4.6(3.6, -2.4(-6.6, | -6(-10.3, -
300 mg q2 1.1) ’ > 2.3) 0.7) 1.5) 5.6) 1.8) 1.9)
weeks
Upadacitinib 3.2 (1.1, -0.3 (4.5, 7 (2.9,
15 mg daily 2(-2.2,6.3) | -1.2(-54,3) 7.5) 1.5(-2.8,5.8) 3.9) 1.1 2.4 (-1.8,6.6)
Upadacitinib 6.8 (2.6, 3.3(-0.8, | 10.6 (6.6,
30 mg daily 5.6(1.5,10) (2.4 (-1.7,6.7) 1.1) 52(1,9.5) 7.6) 14.8) 6(1.9,10.3)
SUCRA 0.49 0.85 0.36 0.54 0.72 0.13 0.44
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eTable 5. GRADE certainty ratings for change in POEM up to 16 weeks of treatment in adults for placebo and medications used in clinical
practice or likely to be approved soon. Results are presented as change in EASI (95% Crl). Negative effect estimates favor the treatment listed in

the intervention column; positive effect estimates favor the comparator.

Intervention Comparator Head- | Direct estimate (95% Indirect estimate NMA Estimate
to- Crl); Certainty of (95% CrD); (95% Crl);
head Evidence Certainty of Certainty of
trials, Evidence Evidence
n
Abrocitinib 100 mg daily Abrocitinib 200 mg daily 4 3.2 (2.2,4.2); high -- 3.2 (2.2,4.2); high
Abrocitinib 100 mg daily Baricitinib 2 mg daily 0 -- -1.2 (-2.7,0.4);
moderate®
Abrocitinib 100 mg daily Baricitinib 4 mg daily 0 -- 0.5 (-1.1, 2.1); high
Abrocitinib 100 mg daily Dupilumab 1 1.6 (0.0, 3.2); high 2.9 (1.3, 4.5); high 2.3 (1.2, 3.5); high
Abrocitinib 100 mg daily Placebo 4 -5 (-6, -3.9); high -- -5 (-6.0, -3.9); high
Abrocitinib 100 mg daily Tralokinumab 0 -- -0.4 (-1.8, 1.1); high | -0.4 (-1.8, 1.1); high
Abrocitinib 100 mg daily Upadacitinib 15 mg daily 0 -- 2 (2.2, 6.3); high 2(-2.2, 6.3a);
moderate
Abrocitinib 100 mg daily Upadacitinib 30 mg daily 0 -- 5.6 (1.5, 10); high 5.6 (1.5, 10); high
Abrocitinib 200 mg daily Baricitinib 2 mg daily 0 -- -4.4 (-5.9,-2.9); high | -4.4 (-5.9, -2.9); high
Abrocitinib 200 mg daily Baricitinib 4 mg daily 0 -- -2.7 (4.3,-1.2); high | -2.7 (-4.3, -1.2); high
Abrocitinib 200 mg daily Dupilumab 1 -1.7 (-3.3, -0.1); high -0.2 (-1.7, 1.3); high | -0.9 (-2.0, 0.2); high
Abrocitinib 200 mg daily Placebo 4 -8.2 (9.2, -7.1); high -- -8.2 (-9.2, -7.1); high
Abrocitinib 200 mg daily Tralokinumab 0 -- -3.6 (-5, -2.1); high -3.6 (-5, -2.1); high
Abrocitinib 200 mg daily Upadacitinib 15 mg daily 0 -- -1.2(-5.4, 3); high -1.2 (-5.4, 3;10);
moderate
Abrocitinib 200 mg daily Upadacitinib 30 mg daily 0 -- 2.4 (-1.7, 6.7); high 2.4 (-1.7, 6.37);
moderate
Baricitinib 2 mg daily Baricitinib 4 mg daily 4 1.6 (0.5, 2.8); high -- 1.6 (0.5, 2.8); high
Baricitinib 2 mg daily Dupilumab 0 -- 3.5 (2.2, 4.8); high 3.5 (2.2, 4.8); high
Baricitinib 2 mg daily Placebo 5 -3.8 (-4.9, -2.6); high -- -3.8 (4.9, -2.6); high
Baricitinib 2 mg daily Tralokinumab 0 -- 0.8 (-0.7, 2.3); high 0.8 (-0.7, 2.3); high
Baricitinib 2 mg daily Upadacitinib 15 mg daily 0 -- 3.2 (-1.1, 7.5); high 3.2 (-1.1, 7.3');
moderate
Baricitinib 2 mg daily Upadacitinib 30 mg daily 0 -- 6.8 (2.6, 11.1); high 6.8 (2.6, 11.1); high
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high

Baricitinib 4 mg daily Dupilumab 0 -- 1.9 (0.5, 3.2); high 1.9 (0.5, 3.2); high
Baricitinib 4 mg daily Placebo 4 -5.4 (-6.6, -4.2); high -- -5.4 (-6.6, -4.2); high
Baricitinib 4 mg daily Tralokinumab 0 -- -0.8 (-2.4,0.7); high | -0.8 (-2.4, 0.7); high
Baricitinib 4 mg daily Upadacitinib 15 mg daily 0 -- 1.5 (-2.8, 5.8); high 1.5 (-2.8, 5.55);
moderate
Baricitinib 4 mg daily Upadacitinib 30 mg daily 0 -- 5.2 (1, 9.5); high 5.2 (1.0, 9.5); high
Dupilumab Placebo 7 -7.3 (-8, -6.6); high -- -7.3 (-8, -6.6); high
Dupilumab Tralokinumab 0 -- -2.7(-3.9, -1.5); high | -2.7 (-3.9, -1.5); high
Dupilumab Upadacitinib 15 mg daily 0 -- 203 (-4.5, 3.9); high -0.3 (4.5, 3.9);
moderate
Dupilumab Upadacitinib 30 mg daily 0 -- 3.3 (-0.8, 7.6); high 3.3(-0.8, 7.36);
moderate
Tralokinumab Upadacitinib 15 mg daily 0 -- 2.4 (1.8, 6.6); high 2.4 (-1.8, 6.36);
moderate
Tralokinumab Upadacitinib 30 mg daily 0 -- 6 (1.9, 10.3); high 6 (1.9, 10.3); high
Tralokinumab Placebo 3 -4.6 (-5.6, -3.6); high -- -4.6 (-5.6, -3.6); high
Upadacitinib 15 mg daily Upadacitinib 30 mg daily 1 3.7 (-0.4, 7.7); high -- 3.7(-04,7.7);
moderate®
Upadacitinib 15 mg daily Placebo 1 -7 (-11.1, -2.9); high -- -7 (-11.1, -2.9); high
Upadacitinib 30 mg daily Placebo 1 -10.6 (-14.8, -6.6); -- -10.6 (-14.8, -6.6);

high

Dose of dupilumab and tralokinumab is 600 mg then 300 mg every 2 weeks

The network meta-analysis certainty ratings start at the higher of the direct or indirect ratings and can then be rated down further for incoherence

(based on the results of node splitting analyses) and imprecision.

a. Rated down for imprecision
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eTable 6. League table with relative effect estimates for change in DLQI up to 16 weeks of treatment in adults for placebo and medications used
in clinical practice or likely to be approved soon. Results for other pairwise comparisons in the network can be requested from the authors.
Results are presented as change in DLQI (95% Crl). A positive effect estimate in a given cell favors the row-defining treatment. A negative effect
estimate in a given cell favors the column-defining treatment. The bottom row contains the Surface Under the Cumulative Ranking (SUCRA)

value for the column-defining treatment.

Dubilumab 600 Tralokinumab
Abrocitinib 100 | Abrocitinib 200 | Baricitinib 2 mg | Baricitinib 4 mg P 600 mg then
. . . . mg then 300 mg Placebo
mg daily mg daily daily daily 300 mg q2
g2 weeks weeks
Abrocitinib 100
mg daily -2.1(-29,-1.1) | 1.1(-0.1,2.4) -0.1(-14,1.2) | -1.5(-2.5,-0.5) | 3.4(2.5,4.3) | 0.4(-0.8, 1.8)
Abrocitinib 200
mg daily 2.1(1.1,2.9) 3.2(2,4.5) 1.9 (0.6, 3.3) 0.6(-0.4,1.5) |55(4.6,64)| 2.5(1.2,3.8)
Baricitinib
2 mg daily -1.1(-24,0.1) | -3.2(-4.5,-2) -1.3(-2.2,-0.3) | -2.6(-3.7,-1.6) | 2.3 (1.4,3.1) | -0.7 (-2, 0.6)
Baricitinib
4 mg daily 0.1(-1.2,14) | -1.9(-3.3,-0.6) | 1.3(0.3,2.2) -1.4(-2.5,-0.3) | 3.5(2.6,4.4) | 0.6 (-0.8, 1.9)
Dupilumab 600
mg then 300 mg | 1.5(0.5,2.5) | -0.6(-1.5,0.4) 2.6 (1.6,3.7) 1.4 (0.3,2.5) 494.3,55 | 2(0.8,3.1)
q2 weeks
Placebo -3.4(-43,-25)| -55(-64,-4.6) | -23(-3.1,-1.4) | -3.5(-44,-2.6) | -4.9(-5.5,-4.3) -3(-3.9,-2)
Tralokinumab
600 mg then 300 | -0.4 (-1.8,0.8) | -2.5(-3.8,-1.2) 0.7 (-0.6, 2) -0.6 (-1.9, 0.8) -2 (-3.1,-0.8) 3(2,3.9)
mg q2 weeks
SUCRA 0.72 0.96 0.56 0.74 0.90 0.22

Dose of dupilumab and tralokinumab is 600 mg then 300 mg every 2 weeks
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eTable 7. GRADE certainty ratings for change in DLQI up to 16 weeks of treatment in adults for placebo and medications used in clinical practice
or likely to be approved soon. Results are presented as change in EASI (95% Crl). Negative effect estimates favor the treatment listed in the

intervention column; positive effect estimates favor the comparator.

Intervention Comparator Head- Direct estimate (95% Indirect estimate (95% | NMA Estimate (95%
to-head CrI); Certainty of Crl); Certainty of CrI); Certainty of
trials, n Evidence Evidence Evidence

Abrocitinib 100 mg daily Abrocitinib 200 mg daily 4 2.1 (1.1, 2.9); moderate* -- 2.1 (1.1, 2.9); moderate
Abrocitinib 100 mg daily Baricitinib 2 mg daily 0 -- 1.1 (2.4, 0.1; high -1.1 (-2.4, 0;11);
moderate
Abrocitinib 100 mg daily Baricitinib 4 mg daily 0 - 0.1 (-1.2, 1.4); high 0.1 (-1.2, 1.4); high
Abrocitinib 100 mg daily Dupilumab 1 1.8 (0.5, 3.1); high 1.1 (-0.4,2.5) 1.5 (0.5, 2.5); high
Abrocitinib 100 mg daily Placebo 4 -3.4 (-4.3, -2.5); high -- -3.4 (4.3, -2.5); high
Abrocitinib 100 mg daily Tralokinumab 0 - -0.4 (-1.8, 0.8); high -0.4 (-1.8, 0.8); high
Abrocitinib 200 mg daily Baricitinib 2 mg daily 0 - -3.2 (4.5, -2); high -3.2 (-4.5, -2); high
Abrocitinib 200 mg daily Baricitinib 4 mg daily 0 -- -1.9 (-3.3, -0.6); high -1.9 (-3.3, -0.6); high
Abrocitinib 200 mg daily Dupilumab 1 -0.9 (-2.3, 0.5); high -0.1 (-1.6,1.4) -0.6 (-1.5, 0.4); high
Abrocitinib 200 mg daily Placebo 4 -5.5 (-6.4, -4.6); high -- -5.5 (-6.4, -4.6); high
Abrocitinib 200 mg daily Tralokinumab 0 - -2.5 (-3.8, -1.2); high -2.5 (-3.8, -1.2); high
Baricitinib 2 mg daily Baricitinib 4 mg daily 5 1.3 (0.3, 2.2); moderate* -- 1.3 (0.3, 2.2); moderate
Baricitinib 2 mg daily Dupilumab 0 - 2.6 (1.6, 3.7); high 2.6 (1.6, 3.7); high
Baricitinib 2 mg daily Placebo 6 -2.3 (-3.1, -1.4); high -- -2.3 (-3.1, -1.4); high
Baricitinib 2 mg daily Tralokinumab 0 - 0.7 (-0.6, 2); high 0.7 (-0.6, 2); high
Baricitinib 4 mg daily Dupilumab 0 - 1.4 (0.3, 2.5); high 1.4 (0.3, 2.5); high
Baricitinib 4 mg daily Placebo 5 -3.5 (-4.4, -2.6); high -- -3.5 (-4.4, -2.6); high
Baricitinib 4 mg daily Tralokinumab 0 -- -0.6 (-1.9, 0.8); high -0.6 (-1.9, 0.8); high
Dupilumab Placebo 7 -4.9 (-5.5, -4.3); high -- -4.9 (-5.5, -4.3); high
Dupilumab Tralokinumab 0 - -2 (-3.1, -0.8); high -2 (-3.1, -0.8); high
Tralokinumab Placebo 3 -3 (3.9, -2); high -- -3 (3.9, -2); high

Dose of dupilumab and tralokinumab is 600 mg then 300 mg every 2 weeks
The network meta-analysis certainty ratings start at the higher of the direct or indirect ratings and can then be rated down further for incoherence

(based on the results of node splitting analyses) and imprecision.
a. Rated down for imprecision
* Rated down for inconsistency
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eTable 8. League table with relative effect estimates for change in peak pruritus numeric rating scales up to 16 weeks of treatment in adults for
placebo and medications used in clinical practice or likely to be approved soon. Results for other pairwise comparisons in the network can be
requested from the authors. Results are presented as change in the numeric rating scales (95% Crl). A positive effect estimate in a given cell favors
the row-defining treatment. A negative effect estimate in a given cell favors the column-defining treatment. The bottom row contains the Surface
Under the Cumulative Ranking (SUCRA) value for the column-defining treatment.

Dupilumab Tralokinumabl ;42 itinib | Upadacitinib
Abrocitinib | Abrocitinib | Baricitinib 2 | Baricitinib 4 | 600 mg then 600 mg then p p
. . . . Placebo 15 mg once | 30 mg once
100 mg daily| 200 mg daily | mg daily mg daily 300 mg q2 300 mg q2 . .
daily daily
weeks weeks
Abrocitinib 100 0.3 (-0.4, -0.1 (-0.9, -0.8 (-1.5,- | -1.8 (-2.5, -
mg daily 0.9) 0.6) -0.4(-1,0.2)|1.6 (1,2.1) 0.5 (-0.2, 1.1) 0.2) L)
Abrocitinib 200 -1(-1.7, -
mg daily 0.8(0.4,1.3) 1.1(0.4,1.8)| 0.7(0,1.4) | 0.4(-0.2,1) [2.4(1.9,3)| 1.3(0.6,1.9) | 0(-0.7,0.7) 0.3)
Baricitinib -0.3(-0.9, | -1.1(-1.8, - -0.4 (-0.8, | -0.7(-1.2,-| 1.3(0.9, 0.2 (:0.3,0.7) -1.1(-1.7,- | -2.1(-2.7, -
2 mg daily 0.4) 0.4) 0.1) 0.2) 1.7) ' B 0.5) 1.5)
Baricitinib 0.1 (-0.6, 0.4 (-0.1, -0.3(-0.8, | 1.7(1.3, -0.7 (-1.3,- | -1.7(-2.3, -
4 mg daily 0.9) | OTCELAO0 T 0.2) 22y [06OL LD 0 11
Dupilumab 600 0.4 (-09, | -14(-1.9,-
mg then 300 | 0.4 (-0.2,1) | -0.4 (-1,0.2) {0.7 (0.2, 1.2)]| 0.3 (-0.2, 0.8) 2(1.8,2.3) 0.9(0.5, 1.3) 0.1) 0.9)
mg q2 weeks ’ )
-1.6 (2.1, - -1.3(-1.7,- | -1.7(-2.2,- -1.1(-14, - -3.4 (3.8, -
Placebo 1 2.4 (-3,-1.9) 0.9) 1.3) 0.8) -2.4(-2.8,-2) 3)
Tralokinumab
600 mg then | -0.5(-1.1, | -1.3(-1.9,- | -0.2(-0.7, | -0.6(-1.1,- | -0.9(-1.3,- | 1.1(0.8, -1.3(-1.8,- | -2.3(-2.8, -
300 mg q2 0.2) 0.6) 0.3) 0.1) 0.5) 1.4) 0.8) 1.8)
weeks
Upadacitinib 15 0.4 (-0.1,
mg once daily 0.8(0.2,1.5)| 0(-0.7,0.7) |1.1(0.5,1.7)| 0.7 (0.1, 1.3) 0.9) 24(2,2.8) 1.3(0.8,1.8)
Upadacitinid 301 ¢ () 1 5 5)| 1 (0.3,1.7) [2.1(1.5,2.7)| 1.7(1.1,2.3) | 1.4 (09, 1.9)3.4 (3, 3.8)| 2.3 (1.8,2.8) | 1(0.6, 1.4)
mg once daily | -8 (112 d(1.5,2. (1.1, 2. 409, 1. 43, 3. 3(1.8,2. .6, 1.
SUCRA 0.47 0.74 0.39 0.50 0.60 0.09 0.33 0.74

Dose of dupilumab and tralokinumab is 600 mg then 300 mg every 2 weeks
a. Rated down for imprecision
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eTable 9. GRADE certainty ratings for change in peak pruritus numeric rating scales up to 16 weeks of treatment in adults for placebo and
medications used in clinical practice or likely to be approved soon. Results are presented as change in EASI (95% Crl). Negative effect estimates

favor the treatment listed in the intervention column; positive effect estimates favor the comparator.

Intervention

Comparator

Head-
to-
head
trials,
n

Direct estimate (95%
Crl); Certainty of
Evidence

Indirect estimate
(95% Crl);
Certainty of

Evidence

NMA Estimate
(95% Crl);
Certainty of

Evidence

Abrocitinib 100 mg daily

Abrocitinib 200 mg daily

0.8 (0.4, 1.3); high

0.8 (0.4, 1.3); high

-0.3 (-0.9, 0.4); high

Abrocitinib 100 mg daily Baricitinib 2 mg daily - -0.3 (-0.9, 0.4); high
Abrocitinib 100 mg daily Baricitinib 4 mg daily -- 0.1 (-0.6, 0.9); high 0.1 (-0.6, 0.9); high
Abrocitinib 100 mg daily Dupilumab -- 0.4 (-0.2, 1); high 0.4 (-0.2, 1); high

Abrocitinib 100 mg daily Placebo -1.6 (-2.1, -1); high -- -1.6 (-2.1, -1); high
Abrocitinib 100 mg daily Tralokinumab -- -0.5 (-1.1,0.2); high | -0.5 (-1.1, 0.2); high

Abrocitinib 100 mg daily

Upadacitinib 15 mg daily

0.8 (0.2, 1.5); high

0.8 (0.2, 1.5); high

Abrocitinib 100 mg daily

Upadacitinib 30 mg daily

1.8 (1.1, 2.5); high

1.8 (1.1, 2.5); high

Abrocitinib 200 mg daily

Baricitinib 2 mg daily

_1.1 (-1.8, -0.4); high

-1.1 (-1.8, -0.4); high

Abrocitinib 200 mg daily Baricitinib 4 mg daily -- -0.7 (-1.4, 0); high -0.7 (-1.4, 0); high
Abrocitinib 200 mg daily Dupilumab -- -0.4 (-1, 0.2); high -0.4 (-1, 0.2); high
Abrocitinib 200 mg daily Placebo -2.4 (-3, -1.9); high -- -2.4 (-3, -1.9); high
Abrocitinib 200 mg daily Tralokinumab -- -1.3 (-1.9, -0.6); high | -1.3 (-1.9, -0.6); high

Abrocitinib 200 mg daily

Upadacitinib 15 mg daily

0 (-0.7, 0.7); high

0 (-0.7, 0.7); high

Abrocitinib 200 mg daily

Upadacitinib 30 mg daily

1 (0.3, 1.7); high

1 (0.3, 1.7); high

OO ICO|W|IC(CC|O|R|C|WO|C|IC|WIC|C|IC|IC|CC|w|o oo |Ww

Baricitinib 2 mg daily Baricitinib 4 mg daily 0.4 (-0.1, 0.8); high -- 0.4 (-0.1, 0.8); high
Baricitinib 2 mg daily Dupilumab -- 0.7 (0.2, 1.2); high 0.7 (0.2, 1.2); high
Baricitinib 2 mg daily Placebo -1.3 (-1.7, -0.9); high -- -1.3 (-1.7, -0.9); high
Baricitinib 2 mg daily Tralokinumab -- -0.2 (-0.7, 0.3); high | -0.2 (-0.7, 0.3); high
Baricitinib 2 mg daily Upadacitinib 15 mg daily -- 1.1 (0.5, 1.7); high 1.1 (0.5, 1.7) high
Baricitinib 2 mg daily Upadacitinib 30 mg daily -- 2.1 (1.5, 2.7); high 2.1 (1.5,2.7); high
Baricitinib 4 mg daily Dupilumab -- 0.3 (-0.2, 0.8); high 0.3 (-0.2, 0.8); high
Baricitinib 4 mg daily Placebo -1.7 (-2.2, -1.3); high -- -1.7 (-2.2, -1.3); high
Baricitinib 4 mg daily Tralokinumab -- -0.6 (-1.1, -0.1); high | -0.6 (-1.1, -0.1); high
Baricitinib 4 mg daily Upadacitinib 15 mg daily -- 0.7 (0.1, 1.3); high 0.7 (0.1, 1.3); high
Baricitinib 4 mg daily Upadacitinib 30 mg daily -- 1.7 (1.1, 2.3); high 1.7 (1.1, 2.3); high
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Upadacitinib 15 mg daily

Upadacitinib 30 mg daily

1 (0.6, 1.4); high

1 (0.6, 1.4); high

Upadacitinib 15 mg daily

Placebo

-2.4 (-2.8, -2); high

-2.4 (-2.8, -2); high

Dupilumab Placebo 6 -2 (-2.3, -1.8); high -- -2 (2.3, -1.8); high
Dupilumab Tralokinumab 0 -- -0.9 (-1.3, -0.5); high | -0.9 (-1.3, -0.5); high
Dupilumab Upadacitinib 15 mg daily 0 -- 0.4 (-0.1, 0.9); high 0.4 (-0.1, 0.9); high
Dupilumab Upadacitinib 30 mg daily 0 -- 1.4 (0.9, 1.9); high 1.4 (0.9, 1.9); high
Tralokinumab Upadacitinib 15 mg daily 0 -- 1.3 (0.8, 1.8); high 1.3 (0.8, 1.8); high
Tralokinumab Upadacitinib 30 mg daily 0 -- 2.3 (1.8, 2.8); high 2.3 (1.8, 2.8); high
Tralokinumab Placebo 3 -1.1 (-1.4, -0.8); high -- -1.1 (-1.4, -0.8); high

3

3

3

Upadacitinib 30 mg daily

Placebo

-3.4 (-3.8, -3); high

-3.4 (-3.8, -3); high

Dose of dupilumab and tralokinumab is 600 mg then 300 mg every 2 weeks

The network meta-analysis certainty ratings start at the higher of the direct or indirect ratings and can then be rated down further for incoherence

(based on the results of node splitting analyses) and imprecision.

a. Rated down for imprecision
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eFigure 1. Network graphs of studies included in the analysis of adults treated between 8 and 16 weeks for change in signs on the standardized
mean difference scale. The width of each line connecting two treatments (nodes) is proportional to the number of head-to-head trials for that
comparison.

Dupilumab 300mgqlw  Lower dose Cyclosporine

_Dupilumab 400mg1x then 100mg g4w Higher dose Cyclosporine
Dupilumab 400mglx then 200mg qlw Baricitinib 4mg OD

Dupilumab 400mglx then 200mg q2w Baricitinib 2mg OD
Dupilumab 600mglx then 300mg q2w, Baricitinib 1mg OD
Azathioprine
Apremilast 40mg BID
Apremilast 30mg BID

Dupilumab 600mglx then 300mg qlw
Dupilumab 600mglx then 300mg q4w,
Fevipiprant 450mg OD

GBR 830 10mg/kg IV on day 1 and 29 Abrocitinib 30mg OD

Lebrikizumab 125mg 1x L
Abrocitinib 200mg OD
Lebrikizumab 125mg q4w
Abrocitinib 10mg OD

Lebrikizumab 250mg1x then 125mg q4w .
Abrocitinib 100mg OD

Lebrikizumab 250mg 1x
ZPL389378730mg OD

Lebrikizumab 500mg1x then 250mg q2w
Ustekinumab 90mg at 0 & 4wk

Lebrikizumab 500mg1x then 250mg q4w
Ustekinumab 45mg at 0 & 4wk

Upadacitinib 7.5mg OD
Nemolizumab 0.1mg/kg q4w
Upadacitinib 30mg OD
Upadacitinib 15mg OD

Tralokinumab 600mglx then 300mg q2w

Nemolizumab 0.5mg/kg q4w

Nemolizumab 20mg1x then 10mg q4w
Nemolizumab 2.0mg q4w

i AT
Nemolizumab 60mg1x then 30mg q4w Tralokinumab 45mg q2+

Nemolizumab 60mg g4w Tralokinumab 300mg q2w

Nemolizumab 90mg1x then 90mg q4w Tralokinumab 150mgq2w
Placebo Tezepelumab 280mg q2w

OD: once daily; qlw: once weekly; q2w: every 2 weeks; q4w: every 4 weeks.
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eTable 10. League table with relative effect estimates for change in signs up to 16 weeks of treatment in adults for placebo and medications used
in clinical practice or likely to be approved soon. Results for other pairwise comparisons in the network can be requested from the authors.
Results are presented as change in standardized mean difference of signs scales (95% Crl). A positive effect estimate in a given cell favors the
row-defining treatment. A negative effect estimate in a given cell favors the column-defining treatment. The bottom row contains the Surface
Under the Cumulative Ranking (SUCRA) value for the column-defining treatment.

Abrr‘r’fgit(i;;ii?ywo -0.4 (-0.6,-0.3)[ 0.1 (-0.3,0.6) | 0.4 (0.2,0.6) | 0.3(0,0.5) '0%54';)'9’ 0(-0.6,0.7) | -0.1(-0.3,0) |0.1(-0.5,0.7) 0.8 (0.6,0.9)|  0.2(0,0.4) '0‘40(.'20)‘6" '0'60(;%8"
Abr;‘g‘égﬁ’yzoo 0.4(0.3,0.6) 0.6(0.1,1) | 0.8(0.6,1) o.z).(go).s, 0.1(-0.5,0.8)[0.4(-0.2,1.1)| 0.3(0.1,0.4) [0.5(-0.1,1.2)| 1.2(1,1.3) | 0.6(0.4,0.8) |0(-0.2,0.2) |-0.2 (-0.4,0)
Azathioprine —0.3(3—;).6, 0.6 (-1, -0.1) 0.2(-02,0.7) 0.10%).3, 0.4 (-1,0.2) 01)(5;)7 '0'%.(1'?'7’ 0(-0.6,05) | 0.6(02,1) | 0(-0.4,0.5) -0.50(.-10).9,- '0'80(_'31)'2"
??;gﬁﬁ'; '0'40(_'20)'6" 0.8 (-1,-0.6) '0%_(2';)'7’ 01C03, 1 6 7(13,0) | -04(-1,03) '0'50(.'30)'7" -0.3.34.;).9, 04(02,05)| 02(-04,0) [-0.8(-1,-0.6)-1 (-1.2,-0.8)
f?;i;ﬁzlii; -0.3 (-0.5,0) |-0.7 (-0.9, -0.5) -o.gg;).s, 0.1(0,0.3) 'O'f)'(l')l'l’ .o%.(‘;;)_c), '0'40(.'20)'6" '0'})'(5';)'8’ 0.5(04,0.7)| -0.1(-0.3,0.1) '0'60(.'40)'8" '0'90("71)'1"
gﬁ;‘frpg;‘g 0.3 (-0.4,0.9) | -0.1 (-0.8,0.5) | 0.4(-0.2,1) | 0.7(0, 1.3) 0.51%).1, 0.3 (-0.1,0.7) | 0.2 (-0.5,0.8) | 0.4 (-0.2,0.9) | 1(0.4,1.6) | 0.5(-0.2, 1.1) '0'}).(5'?'7’ 0.4 (-1,0.3)
%ﬁj‘;i‘ﬁg’ 0(-0.7,0.6) | -0.4(-1.1,0.2) | 0.1 (-0.5,0.7)| 0.4(-03, 1) 0.20%).4, '0%_(1';)'7’ '0%.(5'?'8’ 0.1(-0.4,0.6)[0.7 (0.1, 1.4)| 0.2(-0.5,0.8) |-0.4 (-1, 0.2)|-0.7 (-1.3, 0)
Dupilumab* 0.1(0,0.3) [-0.3(-0.4,-0.1)| 0.3 (-0.1,0.7) | 0.5(0.3,0.7) 0"(1).(60)'2’ '0%'(5';)'8’ 0.2 (0.5, 0.8) 0.2(-0.4,0.9)| 0.9(0.8,1) | 0.3(0.1,0.5) '0'20(.']0)'4" '0'50("30)'7"
Methotrexate '0'10.(5'?'7’ 20.5(-1.2,0.1) | 0(-0.5,0.6) |0.3(-0.4,0.9) 0'10%)'5’ '0"(‘).(2';)'9’ '0'1)%)'6’ '0%.(‘;?'9’ 0.6(0,1.3) | 0.1(-0.6,0.7) '0'%.(1')1'1’ '0'80(.'11)'4"
Placebo '0'80(_'60)'9" 1.2 (-1.3,-1) [-0.6 (-1,-0.2) '0'40f'2‘))'5" '0'50%'7" -1 (-1.6, -0.4) '0'70f'11)'4" 0.9 (-1, -0.8) | -0.6 (-1.3, 0) 0.6 (-0.7,-04) |-1.1 (-1.3,-1) '1'41(_‘31)'5"
Tralokinumab* | -0.2 (-0.4, 0) |-0.6 (-0.8, -0.4)| 0(-0.5,0.4) | 0.2(0,0.4) 0.10g(;.1, 'O'f)_(z')l'l’ '0%.(5';)'8’ '0'30(.'10)'5" 'O'})_((;;”’ 0.6 (0.4,0.7) '0'60(;‘0)'7" -0.8 (-1,-0.6)
Upariagcgiﬁg’ls 04(0.2,06) | 0(-0.2,02) |0.5(0.1,0.9) | 0.8(0.6,1) 0'%.%0)'4’ 0.1(-05,0.7)| 04(-0.2,1) | 0.2(0.1,0.4) [0.5(-0.1,1.1)| 1.1(1,1.3) | 0.6(0.4,0.7)
Uparizcéiiﬁiyb” 0.6(0.4,08) | 02(0,04) |08(03,1.2)| 1(0.8,1.2) 0'91.(10)'7’ 04(-03,1) | 0.7(0,1.3) |0.5(03,0.7) | 08(0.1,1.4) [1.4(1.3,1.5)] 0.8(0.6,1) [0.3(0.1,0.4)
SUCRA 0.72 0.91 0.59 0.38 0.51 0.83 0.66 0.80 0.60 0.09 0.58 0.90

*Dose of dupilumab and tralokinumab is 600 mg then 300 mg every 2 weeks
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eTable 11. GRADE certainty ratings for change in the standardized mean difference of clinical signs up to 16 weeks of treatment in adults for
placebo and medications used in clinical practice or likely to be approved soon. Results are presented standardized mean difference (95% Crl).
Negative effect estimates favor the treatment listed in the intervention column; positive effect estimates favor the comparator.

moderate®

Intervention Comparator Head- | Direct estimate (95% Indirect estimate NMA Estimate
to- Crl); Certainty of (95% CrD); (95% Crl);
head Evidence Certainty of Certainty of
trials, Evidence Evidence
n

Abrocitinib 100 mg daily Abrocitinib 200 mg daily 4 0.4 (0.3, 0.6); high -- 0.4 (0.3, 0.6); high

Abrocitinib 100 mg daily Azathioprine 0 -- -0.1 (-0.6, 0;13); 0.1 (0.6, 0.3); Tow"
moderate

Abrocitinib 100 mg daily Baricitinib 2 mg daily 0 -- -0.4 (-0.6, -0.2); high | -0.4 (-0.6, -0.2); high

Abrocitinib 100 mg daily Baricitinib 4 mg daily 0 -- -0.3 (-0.5, 0); high -0.3 (-0.5, 0); high

Abrocitinib 100 mg daily Cyclosporine (higher dose) 0 -- 0.3 (-0.4, 0.a9); 0.3 (0.4, 0.9): low”
moderate

Abrocitinib 100 mg daily Cyclosporine (lower dose) 0 -- 0(-0.7, 0.62; 0 (-0.7, 0.6); low”
moderate

Abrocitinib 100 mg daily Dupilumab 1 0.1 (-0.1, 0.3); high 0.2 (0.0, 0.4); high 0.1 (0, 0.3); high

Abrocitinib 100 mg daily Methotrexate 0 -- -0.1 (-0.7, 0;5); 0.1 (-0.7,0.5); low”
moderate

Abrocitinib 100 mg daily Placebo 4 -0.8 (-0.9, -0.6); high -- -0.8 (-0.9, -0.6); high

Abrocitinib 100 mg daily Tralokinumab 0 -- -0.2 (-0.4, 0); high -0.2 (-0.4, 0); high

Abrocitinib 100 mg daily Upadacitinib 15 mg daily 0 -- 0.4 (0.2, 0.6); high 0.4 (0.2, 0.6); high

Abrocitinib 100 mg daily Upadacitinib 30 mg daily 0 -- 0.6 (0.4, 0.8); high 0.6 (0.4, 0.8); high

Abrocitinib 200 mg daily Azathioprine 0 -- -0.6 (-1, -0.1); high -0.6 (-1, -0.1); high

Abrocitinib 200 mg daily Baricitinib 2 mg daily 0 -- -0.8 (-1, -0.6); high -0.8 (-1, -0.6); high

Abrocitinib 200 mg daily Baricitinib 4 mg daily 0 -- -0.7 (-0.9, -0.5); high | -0.7 (-0.9, -0.5); high

Abrocitinib 200 mg daily Cyclosporine (higher dose) 0 -- -0.1 (-0.8, 0;5); 0.1 (-0.8,0.5); low”
moderate

Abrocitinib 200 mg daily Cyclosporine (lower dose) 0 -- -0.4 (-1.1, 0;12); 0.4 (-1.1,02); Tow®
moderate

Abrocitinib 200 mg daily Dupilumab 1 -0.3 (-0.5, -0.1); high -0.2 (-0.5, 0); high -0.3 (-0.4, -0.1); high

Abrocitinib 200 mg daily Methotrexate 0 -- -0.5(-1.2,0.1);

-0.5(-1.2,0.1); low®
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Abrocitinib 200 mg daily Placebo 4 -1.2 (-1.3, -1); high -- -1.2 (-1.3, -1); high
Abrocitinib 200 mg daily Tralokinumab 0 -- -0.6 (-0.8, -0.4); high | -0.6 (-0.8, -0.4); high
Abrocitinib 200 mg daily Upadacitinib 15 mg daily 0 -- 0 (-0.2, 0.2); high 0(-0.2, 0.2); high
Abrocitinib 200 mg daily Upadacitinib 30 mg daily 0 -- 0.2 (0, 0.4): high 0.2 (0, 0.43;
moderate
Azathioprine Baricitinib 2 mg daily 0 -- -0.2 (-0.7, 0;2); 0.2 (0.7, 0.2); Tow®
moderate
Azathioprine Baricitinib 4 mg daily 0 -- -0.1 (-0.5, 0.3); -0.1 (-0.5, 0.3);
moderate® moderate
Azathioprine Cyclosporine (higher dose) 0 -- 0.4 (-0.2, la); 0.4 (0.2, 1): low”
moderate
Azathioprine Cyclosporine (lower dose) 0 -- 0.1 (-0.5, 0.7); 0.1 (-0.5, 0.7);
moderate® moderate
Azathioprine Dupilumab 0 -- 0.3 (-0.1, O.Z); 0.3 (-0.1,0.7): low”
moderate
Azathioprine Methotrexate 1 0 (-0.6, 0.6); moderate® 0.1(-1.0, 1.2); 0 (-0.5, 0.6);
moderate® moderate
Azathioprine Placebo 1 -0.6 (-1.1, -0.2); -0.7 (-1.8, 0.5); -0.6 (-1.0, -0.2);
moderate® moderate® moderate
Azathioprine Tralokinumab 0 - 0(-0.5,0.4); 0(-0.5,0.4);
moderate® moderate
Azathioprine Upadacitinib 15 mg daily 0 -- 0.5 (0.1, 0.9); 0.5 (0.1, 0.9);
moderate® moderate
Azathioprine Upadacitinib 30 mg daily 0 -- 0.8 (0.3, 1.2); 0.8 (0.3, 1.2);
moderate® moderate
Baricitinib 2 mg daily Baricitinib 4 mg daily 4 0.1 (0, 0.3); moderate* -- 0.1 (0, 0.3);
moderate
Baricitinib 2 mg daily Cyclosporine (higher dose) 0 -- 0.7 (0, 1.3); moderate® 0.7 (0, 1.3); low”
Baricitinib 2 mg daily Cyclosporine (lower dose) 0 -- 0.4 (-0.3, la); 0.4 (-03, 1); low"
moderate
Baricitinib 2 mg daily Dupilumab 0 -- 0.5 (0.3, 0.7); high 0.5 (0.3, 0.7); high
Baricitinib 2 mg daily Methotrexate 0 -- 0.3 (-0.4, 0.39); 0.3 (-0.4, 0.9); Tow"
moderate
Baricitinib 2 mg daily Placebo 5 -0.4 (-0.5, -0.2); high -- -0.4 (-0.5, -0.2); high
Baricitinib 2 mg daily Tralokinumab 0 -- 0.2 (0, 0.4); high 0.2 (0, 0.43;
moderate
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Baricitinib 2 mg daily Upadacitinib 15 mg daily 0 -- 0.8 (0.6, 1); high 0.8 (0.6, 1); high
Baricitinib 2 mg daily Upadacitinib 30 mg daily 0 -- 1 (0.8, 1.2); high 1 (0.8, 1.2); high
Baricitinib 4 mg daily Cyclosporine (higher dose) 0 -- 0.5 (-0.1, 1.31); 0.5 (-0.1, 1.1): low”
moderate
Baricitinib 4 mg daily Cyclosporine (lower dose) 0 -- 0.2 (-0.4, 0.a9); 0.2 (0.4, 0.9): low”
moderate
Baricitinib 4 mg daily Dupilumab 0 -- 0.4 (0.2, 0.6); high 0.4 (0.2, 0.6); high
Baricitinib 4 mg daily Methotrexate 0 -- 0.1 (-0.5, 0.8); 0.1 (-0.5, 0.8);
moderate® moderate
Baricitinib 4 mg daily Placebo 4 -0.5 (-0.7, -0.4); high -- -0.5 (-0.7, -0.4); high
Baricitinib 4 mg daily Tralokinumab 0 -- 0.1 (-0.1, 0.3); high 0.1 (-0.1, 0.3); high
Baricitinib 4 mg daily Upadacitinib 15 mg daily 0 -- 0.6 (0.4, 0.8); high 0.6 (0.4, 0.8); high
Baricitinib 4 mg daily Upadacitinib 30 mg daily 0 -- 0.9 (0.7, 1.1); high 0.9 (0.7, 1.1); high
Cyclosporine (higher dose) | Cyclosporine (lower dose) 1 -0.3 (-0.7, 0;11); -0.4 (-1.5, 0;18); 0.3 (0.7, 0.1); Tow®
moderate moderate
Cyclosporine (higher dose) | Dupilumab 0 -- -0.2 (0.8, 0.5); high | -0.2 (-0.8, 0.5); low®
Cyclosporine (higher dose) | Methotrexate 0 -- -0.4 (-0.9, 0;2); 0.4 (0.9, 0.2): low®
moderate
Cyclosporine (higher dose) | Placebo 1 -1 (-1.8, -0.3); -1 (-2.1, 0); moderate® -1 (-1.6,-0.4;
moderate® moderate
Cyclosporine (higher dose) | Tralokinumab 0 -- -0.5 (-1.1, 0;2); 0.5 (-1.1,0.2); low”
moderate
Cyclosporine (higher dose) | Upadacitinib 15 mg daily 0 -- 0.1 (-0.5,0.7); 0.1 (-0.5,0.7);
moderate® moderate
Cyclosporine (higher dose) | Upadacitinib 30 mg daily 0 -- 0.4 (-0.3, la); 0.4 (-03, 1); low"
moderate
Cyclosporine (lower dose) Dupilumab 0 -- 0.2 (-0.5, 0.5%); 0.2 (0.5, 0.8); Tow"
moderate
Cyclosporine (lower dose) Methotrexate 1 -0.1 (-0.6, 0.5); -0.1 (-1.2, 1.0); -0.1 (-0.6, 0.4);
moderate® moderate® moderate
Cyclosporine (lower dose) Placebo 0 -- -0.7 (-1.4,-0.1); -0.7 (-1.4,-0.1);
moderate® moderate
Cyclosporine (lower dose) Tralokinumab 0 -- -0.2 (-0.8, 0;5); 0.2 (0.8, 0.5): low®
moderate
Cyclosporine (lower dose) Upadacitinib 15 mg daily 0 -- 0.4 (-0.2, la); 0.4 (0.2, 1); low”
moderate
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Cyclosporine (lower dose) Upadacitinib 30 mg daily 0 -- 0.7 (0, 1.3); moderate® 0.7 (0, 1.3); low”
Dupilumab Methotrexate 0 -- -0.2 (-0.9, 0;4); 202 (0.9, 0.4); Tow"
moderate
Dupilumab Placebo 7 -0.9 (-1, -0.8); high - -0.9 (-1, -0.8); high
Dupilumab Tralokinumab 0 -- -0.3 (-0.5, -0.1); high | -0.3 (-0.5, -0.1); high
Dupilumab Upadacitinib 15 mg daily 0 -- 0.2 (0.1, 0.4); high 0.2 (0.1, 0.4); high
Dupilumab Upadacitinib 30 mg daily 0 -- 0.5 (0.3, 0.7); high 0.5 (0.3, 0.7); high
Methotrexate Placebo 0 -- -0.6 (-1.3, (3); 0.6 (-1.3, 0): low”
moderate
Methotrexate Tralokinumab 0 - -0.1 (-0.7, 0.6); -0.1 (-0.7, 0.6);
moderate® moderate
Methotrexate Upadacitinib 15 mg daily 0 -- 0.5 (-0.1, 1.31); 0.5(-0.1, 1.1): low”
moderate
Methotrexate Upadacitinib 30 mg daily 0 -- 0.8 (0.1, 1.4); 0.8 (0.1, 1.4);
moderate® moderate
Tralokinumab Placebo 3 -0.6 (-0.7, -0.4); high -- -0.6 (-0.7, -0.4); high
Tralokinumab Upadacitinib 15 mg daily 0 -- 0.6 (0.4, 0.7); high 0.6 (0.4, 0.7); high
Tralokinumab Upadacitinib 30 mg daily 0 -- 0.8 (0.6, 1); high 0.8 (0.6, 1); high
Upadacitinib 15 mg daily Upadacitinib 30 mg daily 4 0.3 (0.1, 0.4); high -- 0.3 (0.1, 0.4); high
Upadacitinib 15 mg daily Placebo 4 -1.1 (-1.3, -1); high -- -1.1 (-1.3, -1); high
Upadacitinib 30 mg daily Placebo 4 -1.4 (-1.5, -1.3); high -- -1.4 (-1.5, -1.3); high

Dose of dupilumab and tralokinumab is 600 mg then 300 mg every 2 weeks

The network meta-analysis certainty ratings start at the higher of the direct or indirect ratings and can then be rated down further for incoherence
(based on the results of node splitting analyses) and imprecision.

* Rated down for inconsistency

a. Rated down for significant issues related to risk of bias in included trials
b. Rated down for imprecision
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eFigure 2. Network graphs of studies included in the analysis of adults treated between 8 and 16 weeks for change in quality of life on the
standardized mean difference scale. The width of each line connecting two treatments (nodes) is proportional to the number of head-to-head trials
for that comparison.
Higher dose Cyclosporine
Lower dose Cyclosporine

e
Dupilumab 300mg qIW. . . . .Bancrmnb 2mg OD

Dupilumab 400mg1x then 100mg q4w . .Barici‘rinib 1mg OD

Baricitinib 4mg OD

Dupilumab 400mg1x then 200mg q2w . Azathioprine
Dupilumab 600mg1x then 300mg q2w. . Abrocitinib 30mg OD
Dupilumab 600mg1x then 300mg qlw . . Abrocitinib 200mg OD
Dupilumab 600mg1x then 300mg q4w . . Abrocitinib 10mg OD
Lebrikizumab 125mg 1x . . Abrocitinib 100mg OD
Lebrikizumab 125mg q4w . . UVAB Phototherapy
Lebrikizumab 250mglx then 125mg q4w . .Ustekmmnab 90mg at 0 & 4wk
Lebrikizumab 250mg 1x . . Ustekinumab 45mg at 0 & 4wk

Lebrikizumab 500mglx then 250mg q2w Ustekinumab 45mg or 90mgat 0,4 & 16wk
Lebrikizumab 500mglx then 250mg q4w . . . Tralokinumab 600mg1x then 300mg q2w

Methotrexate . . . l Tralokinumab 45mg q2w

Placebo Tralokinumab 300mg q2w
Tralokinumab 150mg q2w

OD: once daily; qlw: once weekly; q2w: every 2 weeks; q4w: every 4 weeks.
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eTable 12. League table with relative effect estimates for change in quality of life up to 16 weeks of treatment in adults for placebo and
medications used in clinical practice or likely to be approved soon. Results for other pairwise comparisons in the network can be requested from
the authors. Results are presented as change in standardized mean difference of quality of life scales (95% Crl). A positive effect estimate in a
given cell favors the row-defining treatment. A negative effect estimate in a given cell favors the column-defining treatment. The bottom row
contains the Surface Under the Cumulative Ranking (SUCRA) value for the column-defining treatment.

Abrocitinib Abrocitinib L Baricitinib 2 | Baricitinib 4 | Cyclosporine | Cyclosporine . " . %
100 mg daily | 200 mg daily Azathioprine mg daily mg daily | (higher dose) | (lower dose) Dupilumab* | Methotrexate | Placebo Tralokinumab
Abrocitinib 100 -0.1(-0.8, -0.3 (-0.4, -
me daily -0.3(-0.5,-0.2)| 0.2 (-0.4,0.7)| 0.2(0,0.4) |0(-0.3,0.2) 0.5) 0.1 (-0.6, 0.8) 0.1) 0.2 (-0.5,0.8)|0.6 (0.4,0.7)| 0.2 (-0.1,0.4)
Abrocitinib 200
mg daily 0.3(0.2,0.5) 0.5(0,1.1) |0.5(0.3,0.8) | 0.3(0,0.5) {0.2(-0.4,0.8)|0.4 (-0.3,1.1) [ 0.1 (-0.1, 0.3) | 0.5 (-0.2, 1.2) [0.9 (0.7, 1.1)| 0.5 (0.3, 0.7)
Azathioprine _0'% 84_;)'7’ -0.5(-1.1,0) 0(-0.5, 0.6) _0%(3_;)'8’ -0.3(-1,0.3) _0.1)(6_;).7, -0.4(-1,0.1) | 0(-0.6,0.5) [0.4(-0.1,0.9)| 0(-0.6,0.5)
Baricitinib -0.3 (-0.4, - -0.1 (-0.8, -0.5(-0.7, -
2 mg daily -0.2(-0.4,0) |-0.5(-0.8,-0.3)| 0(-0.6,0.5) 0.0) -0.3(-1,0.3) 0.5) 0.3) 0(-0.7,0.6) [0.4(0.2,0.5)| 0(-0.3,0.2)
Baricitinib | 5 03y | L03(-05,0) |02(0.3,0.8)] 03 (0.1,04) 01C0T 61 0.5,08) | -02(-04,0) |0.2(:0.5,09)]0.60.4,08) 02(0,04)
4mgdally e : e . o . s Y 05) . D, Ul . 4, . D, U . 4, 0. . , 0.
Cyclosporine 0.1 (-0.5, -0.1 (-0.7,
(higher dose) 0.1(-0.5,0.8)| -0.2(-0.8,0.4) | 0.3(-0.3,1) | 0.3(-0.3,1) 0.7) 0.2 (-0.2, 0.6) 0.5) 0.3(-0.3,0.9)|0.7 (0.1, 1.3)| 0.3 (-0.3,0.9)
Cyclosporine -0.1 (-0.8, -0.1 (-0.8, -0.2 (-0.6,
(lower dose) 0.6) -0.4 (-1.1,0.3) | 0.1 (-0.6, 0.7) | 0.1 (0.5, 0.8) 0.5) 0.2) -0.3(-1,0.3) | 0.1 (-0.4,0.6) (0.5 (0.2, 1.1)| 0.1 (-0.6, 0.8)
Dupilumab* | 0.3 (0.1,0.4) | -0.1 (-0.3,0.1) | 0.4 (-0.1, 1) | 0.5(0.3,0.7) | 0.2(0,0.4) | 0.1 (-0.5,0.7)| 0.3(-0.3, 1) 0.4(-0.3,1.1)[0.8 (0.7,0.9)| 0.4(0.2,0.6)
-0.2 (-0.8, -0.2 (-0.9, -0.3 (-0.9, -0.1 (-0.6, -0.4 (-1.1,
Methotrexate 0.5) -0.5(-1.2,0.2) | 0(-0.5,0.6) | 0(-0.6,0.7) 0.5) 0.3) 0.4) 0.3) 0.4 (-0.3, 1.1)[  0(-0.7,0.7)
-0.6 (-0.7, - -0.4 (-0.9, -0.4 (-0.5,- | -0.6(-0.8,- | -0.7 (-1.3, - -0.5(-1.1, -0.8 (-0.9, - -0.4 (-1.1,
Placebo 0.4) -0.9 (-1.1,-0.7) 0.1) 0.2) 0.4) 0.1) 0.2) 0.7) 03) -0.4 (-0.6, -0.3)
. -0.2 (-0.4, -0.2 (-0.4, -0.3(-0.9, -0.1 (-0.8, -0.4 (-0.6, -
* -0.5 (-0.7, - i - i
Tralokinumab o) 0.5 (-0.7,-0.3)| 0(-0.5,0.6) | 0(-0.2,0.3) 0 0.3) 0.6) 02) 0(-0.7,0.7) [0.4(0.3,0.6)
SUCRA 0.70 0.93 0.53 0.51 0.74 0.78 0.60 0.88 0.53 0.18

*Dose of dupilumab and tralokinumab is 600 mg then 300 mg every 2 weeks
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eTable 13. GRADE certainty ratings for change in the standardized mean difference of quality of life up to 16 weeks of treatment in adults for
placebo and medications used in clinical practice or likely to be approved soon. Results are presented standardized mean difference (95% Crl).
Negative effect estimates favor the treatment listed in the intervention column; positive effect estimates favor the comparator.

Intervention Comparator Head- | Direct estimate (95% Indirect estimate NMA Estimate
to- Crl); Certainty of (95% CrD); (95% Crl);
head Evidence Certainty of Certainty of
trials, Evidence Evidence
n
Abrocitinib 100 mg daily Abrocitinib 200 mg daily 4 0.3 (0.2, 0.5); -- 0.3 (0.2, 0.5);
moderate* moderate
Abrocitinib 100 mg daily Azathioprine 0 -- -0.2 (-0.7, 0;14); 0.2 (:0.7, 0.4); low”
moderate
Abrocitinib 100 mg daily Baricitinib 2 mg daily 0 -- -0.2 (-0.4, 0); high -0.2 (0.4, (3);
moderate
Abrocitinib 100 mg daily Baricitinib 4 mg daily 0 -- 0 (-0.2, 0.3); high 0 (-0.2, 0.3); high
Abrocitinib 100 mg daily Cyclosporine (higher dose) 0 -- 0.1 (-0.5, 0.§); 0.1 (-0.5, 0.8): low”
moderate
Abrocitinib 100 mg daily Cyclosporine (lower dose) 0 -- -0.1 (-0.8, 0;6); 0.1 (0.8, 0.6): Tow"
moderate
Abrocitinib 100 mg daily Dupilumab 1 0.4 (0.1, 0.6); high 0.2 (-0.1, 0.4); high 0.3 (0.1, 0.4); high
Abrocitinib 100 mg daily Methotrexate 0 -- 0.2 (-0.8, 0.35); 0.2 (-0.8,0.5); low”
moderate
Abrocitinib 100 mg daily Placebo 4 -0.6 (-0.7, -0.4); high -- -0.6 (-0.7, -0.4); high
Abrocitinib 100 mg daily Tralokinumab 0 -- 202 (-0.4, 0.1); high -0.2 (-0.4, Oi)l);
moderate
Abrocitinib 200 mg daily Azathioprine 0 -- -0.5 (-1.1, (3); 0.5 (-1.1, 0); Tow"
moderate
Abrocitinib 200 mg daily Baricitinib 2 mg daily 0 -- -0.5 (-0.8, -0.3); high | -0.5 (-0.8, -0.3); high
Abrocitinib 200 mg daily Baricitinib 4 mg daily 0 -- -0.3 (-0.5, 0); high -0.3 (-0.5, (3);
moderate
Abrocitinib 200 mg daily Cyclosporine (higher dose) 0 -- -0.2 (-0.8, 0;4); 0.2 (-0.8, 0.4); low”
moderate
Abrocitinib 200 mg daily Cyclosporine (lower dose) 0 -- -0.4 (-1.1, 0;13); 0.4 (-1.1, 0.3); low®
moderate
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Abrocitinib 200 mg daily Dupilumab 1 -0.2 (-0.4, 0); high 0 (-3, 3); high -0.1 (-0.3, 0.1); high

Abrocitinib 200 mg daily Methotrexate 0 -- -0.5 (-1.2, 0;2); 0.5 (-1.2,0.2); Tow"
moderate

Abrocitinib 200 mg daily Placebo 4 -0.9 (-1.1, -0.7); high -- -0.9 (-1.1, -0.7); high

Abrocitinib 200 mg daily Tralokinumab 0 -- -0.5 (-0.7, -0.3); high | -0.5 (-0.7, -0.3); high

Azathioprine Baricitinib 2 mg daily 0 - 0 (-0.6, 0.5); 0 (-0.6, 0.5);
moderate® moderate

Azathioprine Baricitinib 4 mg daily 0 -- 0.2 (-0.3, 0.§); 0.2 (03, 0.8): low”
moderate

Azathioprine Cyclosporine (higher dose) 0 -- 0.3 (-0.3, la); 0.3 (-03, 1); low"
moderate

Azathioprine Cyclosporine (lower dose) 0 -- 0.1 (-0.6, 0.7); 0.1 (-0.6, 0.7);
moderate® moderate

Azathioprine Dupilumab 0 -- 0.4 (-0.1, la); 0.4 (-0.1, 1); Tow"
moderate

Azathioprine Methotrexate 1 0.2 (-0.4, 0.9); -0.7 (-1.9, 0.4); 0 (-0.5, 0.6);

moderate® moderate® moderate
Azathioprine Placebo 1 -0.6 (-1.2, (3), 0.4 (-0.8, 1.36), 0.4(-09,0.1): low"
moderate moderate

Azathioprine Tralokinumab 0 - 0 (-0.5, 0.6); 0 (-0.5, 0.6);
moderate® moderate

Baricitinib 2 mg daily Baricitinib 4 mg daily 5 0.3 (0.1, 0.4); high -- 0.3 (0.1, 0.4); high

Baricitinib 2 mg daily Cyclosporine (higher dose) 0 -- 0.3 (-0.3, la); 0.3 (-03, 1); low"
moderate

Baricitinib 2 mg daily Cyclosporine (lower dose) 0 -- 0.1 (-0.5, O.aS); 0.1 (-0.5, 0.8): low”
moderate

Baricitinib 2 mg daily Dupilumab 0 -- 0.5 (0.3, 0.7); high 0.5 (0.3, 0.7); high

Baricitinib 2 mg daily Methotrexate 0 -- 0 (-0.6, 0.7); 0 (-0.6, 0.7);
moderate® moderate

Baricitinib 2 mg daily Placebo 6 -0.4 (-0.5, -0.2); high -- -0.4 (-0.5, -0.2); high

Baricitinib 2 mg daily Tralokinumab 0 -- 0(-0.2, 0.3); high 0(-0.2, 0.3); high

Baricitinib 4 mg daily Cyclosporine (higher dose) 0 -- 0.1 (-0.5, 0.7); 0.1 (-0.5, 0.7);
moderate® moderate

Baricitinib 4 mg daily Cyclosporine (lower dose) 0 -- -0.1 (-0.8, 0;15); 0.1 (0.8, 0.5); Tow"
moderate
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Baricitinib 4 mg daily Dupilumab -- 0.2 (0, 0.4): high 0.2 (0, 0.42;
moderate
Baricitinib 4 mg daily Methotrexate -- -0.2 (-0.9, 0;15); 0.2 (:0.9,0.5); low”
moderate
Baricitinib 4 mg daily Placebo -0.6 (-0.8, -0.4); high -- -0.6 (-0.8, -0.4); high
Baricitinib 4 mg daily Tralokinumab -- 20.6 (0.8, -0.4); high -0.2 (-0.4, (b));
moderate

Cyclosporine (higher dose) | Cyclosporine (lower dose) -0.3 (-0.8, 0;1); 0.6 (-0.6, 1.39); 0.2 (0.6, 0.2): low®
moderate moderate
Cyclosporine (higher dose) | Dupilumab -- 0.1 (-0.5,0.7); 0.1 (-0.5,0.7);
moderate® moderate
Cyclosporine (higher dose) | Methotrexate -- -0.3 (-0.9, 0;13); 0.3 (0.9, 0.3): low®
moderate
Cyclosporine (higher dose) | Placebo -0.4 (-1.1, 0.3); -1.4 (-2.5, 0.3); -0.7 (-1.3, -0.1);
moderate® moderate® moderate
Cyclosporine (higher dose) | Tralokinumab -- -0.3 (-0.9, 0;13); 203 (0.9, 0.3): low®
moderate
Cyclosporine (lower dose) Dupilumab -- 0.3 (-0.3, la); 0.3 (0.3, 1); low”
moderate
Cyclosporine (lower dose) Methotrexate -0.2 (-0.8, 0.3); 0.7 (-0.5, 1.9); -0.1 (-0.6, 0.4);
moderate® moderate® moderate
Cyclosporine (lower dose) Placebo -- -0.5 (-1.1, 0;2); 0.5 (-1.1,0.2); low”
moderate
Cyclosporine (lower dose) Tralokinumab -- -0.1 (-0.8, 0;16); 0.1 (0.8, 0.6): low®
moderate
Dupilumab Methotrexate -- -0.4 (-1.1, 0;3); 0.4 (-1.1,0.3); low”
moderate
Dupilumab Placebo -0.8 (0.9, -0.7); high - -0.8 (-0.9, -0.7); high
Dupilumab Tralokinumab -- -0.4 (-0.6, -0.2); high | -0.4 (-0.6, -0.2); high
Methotrexate Placebo -- -0.4 (-1.1, 0;3); 0.4 (-1.1,0.3); Tow®
moderate
Methotrexate Tralokinumab - 0(-0.7,0.7); 0(-0.7,0.7);
moderate® moderate
Tralokinumab Placebo -0.4 (-0.6, -0.3); high -- -0.4 (-0.6, -0.3); high

Dose of dupilumab and tralokinumab is 600 mg then 300 mg every 2 weeks
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The network meta-analysis certainty ratings start at the higher of the direct or indirect ratings and can then be rated down further for incoherence
(based on the results of node splitting analyses) and imprecision.

* Rated down for significant issues related to inconsistency in head-to-head trials

a. Rated down for significant issues related to risk of bias in included trials
b. Rated down for imprecision
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eFigure 3. Network graphs of studies included in the analysis of adults treated between 8 and 16 weeks for change in itch on the standardized
mean difference scale. The width of each line connecting two treatments (nodes) is proportional to the number of head-to-head trials for that
comparison.

) Dupilumab 400mglx then 100mg q4w

Dupilumab 400mglx then 200mg qlw Dupilumab 300mg qlw
Dupilumab 400mglx then 200mg q2w
Dupilumab 600mg 1x then 300mg q2w

Dupilumab 600mglx then 300mg qlw

Lower dose Cyclosporine
Higher dose Cyclosporine

Baricitinib 4mg OD
Baricitinib 2mg OD
Baricitinib 1mg OD

Dupilumab 600mglx then 300mg q4w
Fezakinumab 600mglx then 300mg q2w
GBR 830 10mg/kg IV on day 1 and 29 L
. Azathioprine

Lebrikizumab 125mg 1x .
Abrocitinib 30mg OD

Lebrikizumab 125mg q4w
Abrocitinib 200mg OD

Lebrikizumab 250mg1x then 125mg q4w
Abrocitinib 10mg OD

Lebrikizumab 250mg 1x
Abrocitinib 100mg OD

Lebrikizumab 500mg1x then 250mg q2w
ZPL389378730mg OD

Lebrikizumab 500mg1x then 250mg q4w
Ustekinumab 90mg at 0 & 4wk

Ustekinumab 45mg at 0 & 4wk
Nemolizumab 0.1mg/kg q4w
Upadacitinib 7.5mg OD
Nemolizumab 0.5mg/kg q4w
Upadacitinib 30mg OD
Upadacitinib 15mg OD
Tralokinumab 600mglx then 300mg q2w

Tralokinumab 45mg q2w

Tralokinumab 300mg q2w
Tralokinumab 150mg q2w

Tezepelumab 280mg q2w

Nemolizumab 20mg1x then 10mg q4w

Nemolizumab 2.0mg q4w
Nemolizumab 60mg1x then 30mg q4w
Nemolizumab 60mg g4w

Nemolizumab 90mg1x then 90mg q4w
Placebo

OD: once daily; qlw: once weekly; q2w: every 2 weeks; q4w: every 4 weeks.
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eTable 14. League table with relative effect estimates for change in itch up to 16 weeks of treatment in adults for placebo and medications used in
clinical practice or likely to be approved soon. Results for other pairwise comparisons in the network can be requested from the authors. Results
are presented as change in standardized mean difference of itch scales (95% Crl). A positive effect estimate in a given cell favors the row-defining

treatment. A negative effect estimate in a given cell favors the column-defining treatment. The bottom row contains the Surface Under the

Cumulative Ranking (SUCRA) value for the column-defining treatment.

Abrr‘;cgit(igﬁ’ymo 03(:05,-02)| 0(-0.7,06) | 0(-0.2,03) -0.}).(2-;).3, 02(-1,0.7) 'O'}).(é)l'l’ '0'30(.']0)'5" 0(-09,0.9) [0.5(0.4,07)| 0.1(-0.1,0.3) |-0.2(-0.4,0) '0'50("30)'7"
Abr;cgjt(ijr;iilloyZOO 03(0.2,0.5) 0.3 (-0.4,0.9)| 0.4 (0.1,0.6) | 02(0,0.5) | 02(-0.7,1) |02(-0.8,1.1)| 0(-0.1,0.2) [0.3(-0.5,1.2) 0.9(0.7,1) | 0.4(0.2,0.6) (0.1 (0.1, 0.4) '0%.(1';)'4’
Azathioprine | 0(-0.6,0.7) | -0.3 (-0.9, 0.4) 0.1(-0.5,0.7)| 0(-0.7,0.6) | -0.1 (-1.1, 1) -o.11v(1-)1.2, '0%%)'8’ 0(-0.6,0.7) | 0.6(0,1.2) | 0.1(-0.5,0.8) '0%.(5'?'8’ 'O"(‘)_(z')l'l’
??;ggﬁg 0(-0.3,0.2) |-0.4(-0.6, -0.1) 0})(5;)7 —0.}).(1—;).3, 0%(7)“ 0%(8)“ '0'30f'1())'5" 0(-0.9,0.8) [0.5(0.3,0.7)| 0.1(-0.2,0.3) [-0.2(-0.5,0) '0'50<_'3°)'8"
f?:;g}]; 0.1(-02,03)| -0.2(-0.5,0) | 0(-0.6,0.7) |0.1(-0.1,0.3) 'O'Bg?'g’ -0.1(-1,0.9) [ -02(-0.4,0) | 0.1(-0.8,1) |0.6(0.4,0.8)| 0.2(-0.1,0.4) -0.1).(1-?.4, '0'40("20)'7"
8{;‘2"%‘;5 02(-07,1) | 02(-1,07) | 0.1(1,1.1) |0.2(-0.7,1.1) O‘IOS?‘& 0(-0.4,0.4) | -0.1(-1,0.7) |0.2 (-1.1,1.4)[0.7 (0.2, 1.5)] 0.3 (-0.6, 1.1) | 0(-0.9, 0.8) '0'3(5')1'2’
%ﬁﬁ‘;i‘é‘;‘;‘e’f 0.1(-0.8,1.1)| -0.2 (-1.1,0.8) | 0.1 (-1.1, 1.2) | 0.2 (-0.8, 1.1)| 0.1 (-0.9, 1) | 0 (-0.4, 0.4) 'O'z)g)l'l’ 0.2 (-12,1.4)(0.7(:0.3,1.6)| 0.2(-0.7,1.2) |-0.1(-1,0.9) '0'30_(6')1'3’
Dupilumab* | 0.3 (0.1,0.5) | 0(-0.2,0.1) |0.2(-0.4,0.8)| 0.3(0.1,0.5) | 0.2 (0,0.4) | 0.1(-0.7,1) |0.1(-0.8, 1.1) 0.3(-0.6,1.2)|0.8 (0.7,0.9)| 0.4(0.2,0.6) [0.1(-0.1,0.3)[-0.2 (-0.4, 0)
Methotrexate | 0(-0.9,0.9) |-0.3(-1.2,0.5)| 0(-0.7,0.6) | 0(-0.8,0.9) -061.8()-1, '0'21.(1')1'4’ '0'21.(2')1'4’ '0'%.(6')1'2’ 0.5(-0.3,1.4) 0.1(-0.8,1) '0'%).(7')1'1’ '0'%.2)1'4’
Placebo '0'50(_;‘0)'7" 0.9 (-1,-0.7) | 0.6 (-1.2,0) -0.5&-30).7,- '0'6&0)'8" 03)(2)15 03)(3)16 —0.80(.—70).9,— -0.%.(3-)1.4, -0.4 (-0.6, -0.3) _0.70(._60).97_ -1(-1.2,-0.9)
Tralokinumab* 'O'i)_(l';”’ -0.4(-0.6,-02) '0'})_(5';)'8’ '0'}).(2';)'3’ '0%.(1';)'4’ '0%_(6')1'1’ '0%.(7')1'2’ '0'40f'2())'6" 0.1 (-1,0.8) [0.4(0.3,0.6) '0'30f‘1())~5" ‘°~60(;¥°)~8"
Upariagcﬁlg’ls 0.2(0,0.4) |-0.1(-0.4,0.1) [0.2(-0.5,0.8)| 0.2(0,0.5) 0'10%)'1’ 0(-0.8,0.9) | 0.1(-0.9,1) -0'1).(1-?'3’ 0.2(-0.7, 1.1)|0.7 (0.6, 0.9)| 0.3 (0.1, 0.5)
Uparizcéiﬁiyb” 0.5(03,0.7) | 0.2(-0.1,0.4) [0.4(-0.2,1.1)| 0.5 (0.3, 0.8) 0"(*).(70)'2’ 03(-0.5,12)]0.3(-0.6,1.3)| 0.2(0,0.4) |0.5(-04,1.4)| 1(0.9,12) | 0.6(0.4,0.8) 0.3 (0.1,0.4)
SUCRA 0.46 0.73 0.50 0.43 0.53 0.58 0.56 0.69 0.47 0.12 0.38 0.62

*Dose of dupilumab and tralokinumab is 600 mg then 300 mg every 2 weeks
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eTable 15. GRADE certainty ratings for change in the standardized mean difference of itch up to 16 weeks of treatment in adults for placebo and
medications used in clinical practice or likely to be approved soon. Results are presented standardized mean difference (95% Crl). Negative effect
estimates favor the treatment listed in the intervention column; positive effect estimates favor the comparator.

Intervention Comparator Head- | Direct estimate (95% Indirect estimate NMA Estimate
to- Crl); Certainty of 95% CrD); (95% Crl);
head Evidence Certainty of Certainty of
trials, Evidence Evidence
n
Abrocitinib 100 mg daily Abrocitinib 200 mg daily 4 0.3 (0.2, 0.5); high -- 0.3 (0.2, 0.5); high
Abrocitinib 100 mg daily Azathioprine 0 -- 0 (-0.6, 0.7); 0 (-0.6, 0.7);
moderate® moderate”
Abrocitinib 100 mg daily Baricitinib 2 mg daily 0 -- 0 (-0.3, 0.2); high 0 (-0.3, 0.2); high
Abrocitinib 100 mg daily Baricitinib 4 mg daily 0 -- 0.1 (-0.2, 0.3); high 0.1 (-0.2, 0.3); high
Abrocitinib 100 mg daily Cyclosporine (higher dose) 0 -- 0.2 (-0.7, la); 0.2 (0.7, 1); low”
moderate
Abrocitinib 100 mg daily Cyclosporine (lower dose) 0 -- 0.1 (-0.8, 1.31); 0.1 (-0.8, 1.1): low”
moderate
Abrocitinib 100 mg daily Dupilumab 1 0.3 (0.1, 0.5); high 0.3 (0, 0.5); high 0.3 (0.1, 0.5); high
Abrocitinib 100 mg daily Methotrexate 0 -- 0 (-0.9, O.92; 0 (-0.9, 0.9); low”
moderate
Abrocitinib 100 mg daily Placebo 4 -0.5 (-0.7, -0.4); high -- -0.5 (-0.7, -0.4); high
Abrocitinib 100 mg daily Tralokinumab 0 -- -0.1 (-0.3, 0.1); high | -0.1 (-0.3, 0.1); high
Abrocitinib 100 mg daily Upadacitinib 15 mg daily 0 -- 0.2 (0, 0.4); high 0.2 (0, 0.42;
moderate
Abrocitinib 100 mg daily Upadacitinib 30 mg daily 0 -- 0.5 (0.3, 0.7); high 0.5 (0.3, 0.7); high
Abrocitinib 200 mg daily Azathioprine 0 -- -0.3 (-0.9, 0;14); 20.3 (0.9, 0.4); Tow"
moderate
Abrocitinib 200 mg daily Baricitinib 2 mg daily 0 -- -0.4 (-0.6, -0.1); high | -0.4 (-0.6, -0.1); high
Abrocitinib 200 mg daily Baricitinib 4 mg daily 0 -- 202 (-0.5, 0); high -0.2 (-0.5, (3);
moderate
Abrocitinib 200 mg daily Cyclosporine (higher dose) 0 -- -0.2 (-1, O.Z); 0.2 (-1,0.7); Tow"
moderate
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Abrocitinib 200 mg daily Cyclosporine (lower dose) 0 -- -0.2 (-1.1, 0;18); 0.2 (-1.1, 0.8): low®
moderate

Abrocitinib 200 mg daily Dupilumab 1 -0.1 (-0.4, 0.1); high 0 (-0.2, 0.3); high 0 (-0.2, 0.1); high

Abrocitinib 200 mg daily Methotrexate 0 -- -03 (-1.2, 0;5); 0.3 (-1.2,0.5); low”
moderate

Abrocitinib 200 mg daily Placebo 4 -0.9 (-1, -0.7); high -- -0.9 (-1, -0.7); high

Abrocitinib 200 mg daily Tralokinumab 0 -- -0.4 (-0.6, -0.2); high | -0.4 (-0.6, -0.2); high

Abrocitinib 200 mg daily Upadacitinib 15 mg daily 0 -- -0.1 (-0.4, 0.1; high -0.1 (-0.4, 0.1); high

Abrocitinib 200 mg daily Upadacitinib 30 mg daily 0 -- 0.2 (0.1, 0.4); high 0.2 (-0.1, O.lfl);

moderate

Azathioprine Baricitinib 2 mg daily 0 -- -0.1 (-0.7, 0.5); -0.1 (-0.7, 0.5);
moderate® moderate

Azathioprine Baricitinib 4 mg daily 0 - 0 (-0.6, 0.7); 0 (-0.6, 0.7);
moderate® moderate

Azathioprine Cyclosporine (higher dose) 0 -- 0.1 (-1, 1.13); 0.1 (-1, 1.1); low”
moderate

Azathioprine Cyclosporine (lower dose) 0 -- 0.1 (-1.1, 1.3); 0.1 (-1.1, 1.2): low”
moderate

Azathioprine Dupilumab 0 -- 0.2 (-0.4, 0.53); 0.2 (04, 0.8): low”
moderate

Azathioprine Methotrexate 1 0 (:0.7, 0.6); moderate® -- 0(-0.7, 0.6);

moderate
Azathioprine Placebo 1 -0.6 (-1.2, (3); -- 0.6 (-1.2, 0): low”
moderate

Azathioprine Tralokinumab 0 - -0.1 (-0.8, 0;15); 0.1 (0.8, 0.5): low®
moderate

Azathioprine Upadacitinib 15 mg daily 0 -- 0.2 (-0.5, 0.§); 0.2 (-0.5, 0.8): low”
moderate

Azathioprine Upadacitinib 30 mg daily 0 -- 0.4 (-0.2, l.al); 0.4 (0.2, 1.1); Tow
moderate

Baricitinib 2 mg daily Baricitinib 4 mg daily 4 0.1 (0.1, 0.3); high -- 0.1 (0.1, 0.3); high

Baricitinib 2 mg daily Cyclosporine (higher dose) 0 -- 0.2 (-0.7, l.al); 0.2 (-0.7, 1.1); Tow"
moderate

Baricitinib 2 mg daily Cyclosporine (lower dose) 0 -- 0.2 (-0.8, l.al); 0.2 (-0.8, 1.1): low”
moderate

Baricitinib 2 mg daily Dupilumab 0 -- 0.3 (0.1, 0.5); high 0.3 (0.1, 0.5); high
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Baricitinib 2 mg daily Methotrexate 0 -- 0(-0.8, O.9a); 0 (-0.8, 0.9); low”
moderate
Baricitinib 2 mg daily Placebo 5 -0.5 (0.7, -0.3); high -- -0.5 (-0.7, -0.3); high
Baricitinib 2 mg daily Tralokinumab 0 -- -0.1 (-0.3, 0.2); high | -0.1 (-0.3, 0.2); high
Baricitinib 2 mg daily Upadacitinib 15 mg daily 0 -- 0.2 (0, 0.5); high 0.2 (0, 0.52;
moderate
Baricitinib 2 mg daily Upadacitinib 30 mg daily 0 -- 0.5 (0.3, 0.8); high 0.5 (0.3, 0.8); high
Baricitinib 4 mg daily Cyclosporine (higher dose) 0 -- 0.1 (-0.8, 0.?); 0.1 (0.8, 0.9); Tow"
moderate
Baricitinib 4 mg daily Cyclosporine (lower dose) 0 -- 0.1(-0.9, la); 0.1 (:0.9, 1); low”
moderate
Baricitinib 4 mg daily Dupilumab 0 -- 0.2 (0, 0.4); high 0.2 (0, 0.43;
moderate
Baricitinib 4 mg daily Methotrexate 0 -- -0.1 (-1, O.%); 0.1 (-1, 0.8); low"
moderate
Baricitinib 4 mg daily Placebo 4 -0.6 (-0.8, -0.4); high -- -0.6 (-0.8, -0.4); high
Baricitinib 4 mg daily Tralokinumab 0 -- -0.2 (-0.4, 0.1); high -0.2 (-0.4, 051);
moderate
Baricitinib 4 mg daily Upadacitinib 15 mg daily 0 -- 0.1 (-0.1, 0.4); high 0.1 (-0.1, 0.4); high
Baricitinib 4 mg daily Upadacitinib 30 mg daily 0 -- 0.4 (0.2, 0.7); high 0.4 (0.2, 0.7); high
Cyclosporine (higher dose) | Cyclosporine (lower dose) 1 0 (-0.4, 0.4); moderate® -- 0(-0.4,0.4);
moderate
Cyclosporine (higher dose) | Dupilumab 0 -- 0.1 (-0.7, la); 0.1 (:0.7, 1); low”
moderate
Cyclosporine (higher dose) | Methotrexate 0 -- -0.2 (-1.4, 1;1); 0.2 (-1.4, 1.1): low®
moderate
Cyclosporine (higher dose) | Placebo 1 -0.7 (-1.5, 02.12); -- 0.7 (-15,02); low”
moderate
Cyclosporine (higher dose) | Tralokinumab 0 -- -0.3 (-1.1, 0;16); 0.3 (1.1, 0.6): low®
moderate
Cyclosporine (higher dose) | Upadacitinib 15 mg daily 0 -- 0 (-0.8, O.93; 0 (-0.8, 0.9); low”
moderate
Cyclosporine (higher dose) | Upadacitinib 30 mg daily 0 -- 0.3 (-0.5, 1.a2); 0.3 (-0.5, 1.2): low”
moderate
Cyclosporine (lower dose) Dupilumab 0 -- 0.1 (-0.8, l.al); 0.1 (-0.8, 1.1); low"
moderate
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Cyclosporine (lower dose) Methotrexate 0 - -0.2 (-1.4, 1;‘2); 0.2 (-1.4,12): low®
moderate

Cyclosporine (lower dose) Placebo 0 -- -0.7 (-1.6, 0;13); 0.7 (-1.6, 0.3): low"
moderate

Cyclosporine (lower dose) Tralokinumab 0 - -0.2 (-1.2, 0;17); 0.2 (-1.2,0.7); Tow®
moderate

Cyclosporine (lower dose) Upadacitinib 15 mg daily 0 -- 0.1 (-0.9, la); 0.1 (-09, 1); low"
moderate

Cyclosporine (lower dose) Upadacitinib 30 mg daily 0 -- 0.3 (-0.6, 1.3); 0.3 (0.6, 1.3); Tow
moderate

Dupilumab Methotrexate 0 -- -0.3 (-1.2, 0;16); 0.3 (-1.2,0.6): low®
moderate

Dupilumab Placebo 7 -0.8 (-0.9, -0.7); high -- -0.8 (-0.9, -0.7); high

Dupilumab Tralokinumab 0 -- -0.4 (-0.6, -0.2); high | -0.4 (-0.6, -0.2); high

Dupilumab Upadacitinib 15 mg daily 0 -- -0.1 (-0.3, 0.1); high | -0.1 (-0.3, 0.1); high

Dupilumab Upadacitinib 30 mg daily 0 -- 0.2 (0, 0.4); high 0.2 (0, 0.43;

moderate

Methotrexate Placebo 0 -- -0.5 (-1.4, 0;3); 0.5 (-1.4, 0.3); low"
moderate

Methotrexate Tralokinumab 0 -- -0.1 (-1, O.§); 0.1 (-1, 0.8); Tow"
moderate

Methotrexate Upadacitinib 15 mg daily 0 -- 0.2 (-0.7, l.al); 0.2 (-0.7, 1.1): low”
moderate

Methotrexate Upadacitinib 30 mg daily 0 -- 0.5(-0.4, 1.:1); 0.5 (-0.4, 1.4); Tow"
moderate

Tralokinumab Placebo 3 -- -0.4 (-0.6, -0.3); high

Tralokinumab Upadacitinib 15 mg daily 0 -- 0.3 (0.1, 0.5); high 0.3 (0.1, 0.5); high

Tralokinumab Upadacitinib 30 mg daily 0 -- 0.6 (0.4, 0.8); high 0.6 (0.4, 0.8); high

Upadacitinib 15 mg daily Upadacitinib 30 mg daily 4 0.3 (0.1, 0.4); high -- 0.3 (0.1, 0.4); high

Upadacitinib 15 mg daily Placebo 4 0.7 (0.6, 0.9); high -- 0.7 (0.6, 0.9); high

Upadacitinib 30 mg daily Placebo 4 1 (0.9, 1.2); high -- 1 (0.9, 1.2) high

Dose of dupilumab and tralokinumab is 600 mg then 300 mg every 2 weeks
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The network meta-analysis certainty ratings start at the higher of the direct or indirect ratings and can then be rated down further for incoherence
(based on the results of node splitting analyses) and imprecision.

a. Rated down for significant issues related to risk of bias in included trials
b. Rated down for imprecision
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eFigure 4. Network graphs of studies included in the analysis of adults treated between 8 and 16 weeks for withdrawal due to adverse events. The
width of each line connecting two treatments (nodes) is proportional to the number of head-to-head trials for that comparison.

Dupilumab 300mgqlw
Dupilumab 400mglx then 100mg q4w Cyclosporine 5mg/kg OD
Dupilumab 400mglx then 200mg qlw Baricitinib 4mg OD

Dupilumab 400mglx then 200mg q2w Baricitinib 2mg OD
Dupilumab 600mglx then 300mg qlw Baricitinib 1mg OD
Azathioprine TPMT adjusted
Azathioprine 2.5mg/kg OD
Apremilast 40mg BID
Apremilast 30mg BID

Dupilumab 600mglx then 300mg q2w
Dupilumab 600mglx then 300mg q4w

Fezakinumab 600mglx then 300mg q2w
GBR 830 10mg/kgIV onday 1and 29

INF-Y 0.5 % 106 IU/m3 SC 3x/week Abrocitinib 30mg OD

INF-vy 1.5 % 106 IU/m3 SC 3x/week Abrocitinib 200mg OD

INF-y 50 ug/m2 SC OD Abrocitinib 10mg OD

Lebrikizumab 125mg 1x Abrocitinib 100mg OD

Lebrikizumab 125mg g4w ZPL389378730mg OD

Lebrikizumab 250mg1x then 125mg q4w Ustekinumab 90mgat 0 & 4wk

Lebrikizumab 250mg 1x Ustekinumab 45mg at 0 & 4wk

Ustekinumab 45mg or 90mg 0, 4 & 16wk
Upadacitinib 7.5mg OD
Upadacitinib 30mg OD
Upadacitinib 15mg OD
Nemolizumab 2.0mg g4w Tralokinumab 600mglx then 300mg q2w
Nemolizumab 2:Omg 8w Tralokinumab 45mg q2w
Nemolizumab 60mg qdw Tralokinumab 300mg q2w

Placebo Tralokinumab 150mg q2w
Tezepelumab 280mg q2w

Lebrikizumab 500mg1x then 250mg q2w

Lebrikizumab 500mg1x then 250mg q4w
Nemolizumab 0.1mg/kg q4w
Nemolizumab 0.5mg/kg q4w

OD: once daily; qlw: once weekly; q2w: every 2 weeks; g4w: every 4 weeks.
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eTable 16. League table with relative effect estimates for withdrawals from adverse events up to 16 weeks of treatment in adults for placebo and
medications used in clinical practice or likely to be approved soon. Results for other pairwise comparisons in the network can be requested from
the authors. Results are presented as Odds Ratios (95% Crl). Odds ratios are given as the odds with the column-defining treatment over the odds
with the row-defining treatment. Odds ratios over 1 indicate more withdrawals due to serious adverse event with the intervention vs. comparator.

Dupilumab Tralokinumab
Abrocitinib | Abrocitinib | Baricitinib 2 | Baricitinib 4 | 600 mg then Placebo 600 mg then | Upadacitinib | Upadacitinib
100 mg daily | 200 mg daily | mg daily mg daily 300 mg g2 300 mg g2 | 15 mg daily | 30 mg daily
weeks weeks
Abrocitinib 1.3 (0.8,
100 mg daily 1(05,1.7) | 1.1(0.4,3) |2.1(0.8,5.5)| 1.3 (0.6, 2.8) 2.4) 1.2 (0.5,2.9) |0.8(0.3,1.8)| 1(0.4,2.2)
Abrocitinib 1.4 (0.8,
200 mg daily 1.1 (0.6, 1.8) 1.2(0.4,3.1)|2.2(0.8,5.9)| 1.3 (0.6, 2.9) 2.5) 1.3(0.5,3.1) |0.8(0.3,1.9)| 1(0.5,2.3)
Baricitinib 1.2 (0.5,
2 mg daily 0.9(0.3,2.5)] 0.9(0.3,2.4) 1.9(0.8,4.8)| 1.2 (0.4,3.4) 2.9) 1.1(0.4,3.2) | 0.7(0.3,2) [0.9(0.3,2.5)
Baricitinib 0.7 (0.3,
4 mg daily 0.5(0.2,1.3)] 0.5(0.2,1.3) | 0.5 (0.2, 1.3) 0.6 (0.2, 1.7) 1.5) 0.6 (0.2,1.6) | 0.4(0.1,1) |0.5(0.2,1.3)
Dupilumab
6?80%;2;11 0.8 (0.4,1.7)] 0.7 (0.3, 1.6) | 0.9 (0.3,2.4)| 1.6 (0.6, 4.5) 1(0.6,2) | 0.9(0.4,2.4) 0.6 (0.3,1.4)]0.8 (0.3, 1.8)
weeks
Placebo 0.7(0.4,1.3)] 0.7 (0.4, 1.3) |0.8(0.3,1.9)1.5(0.7,3.4)| 1(0.5,1.8) 0.9 (0.5,1.8) | 0.6(0.3,1) |0.7 (0.4, 1.3)
Tralokinumab
600 mg then 1.1 (0.6,
300 me q2 0.8(0.3,2) | 0.8(0.3,1.9) |0.9(0.3,2.6)| 1.7 (0.6,4.7)| 1.1 (0.4, 2.6) 2.1) 0.6 (0.3,1.5)]0.8 (0.3, 1.9)
weeks
Upadacitinib
15 mg daily 1.3(0.6,3) | 1.2(0.5,2.9) |1.4(0.5,3.9)| 2.7(1,7.4) | 1.7(0.7,4) |1.7(1,3.2)| 1.6 (0.7,3.9) 1.3(0.7,2.4)
Upadacitinib 1.4 (0.8,
30 mg daily 1(0.5,2.3) | 1(04,2.2) |1.1(0.4,3.1)]2.1(0.8,5.7)| 1.3 (0.6, 3.1) 2:5) 1.2(0.5,3) [0.8(0.4,1.5)
SUCRA 0.69 0.71 0.66 0.45 0.60 0.58 0.62 0.77
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eTable 17. GRADE certainty ratings for withdrawals from adverse events up to 16 weeks of treatment in adults for placebo and medications used
in clinical practice or likely to be approved soon. Results are presented as Odds Ratios (95% Crl). Odds ratios are given as the odds with the
treatment in the intervention column over the odds of the treatment in the comparator column. Odds ratios over 1 indicate more withdrawals due to

serious adverse event with the intervention vs. comparator.

Intervention Comparator Head- | Direct estimate (95% Indirect estimate NMA Estimate
to- Crl); Certainty of (95% Crl); 95% Crl);
head Evidence Certainty of Certainty of
trials, Evidence Evidence
n
Abrocitinib 100 mg daily Abrocitinib 200 mg daily 4 1.1 (0.6, 1.8); -- 1.1(0.6, 1.8); low?®
moderate*
Abrocitinib 100 mg daily Baricitinib 2 mg daily 0 -- 0.9 (0.3, 2.5); 0.9 (0.3, 2.5); very
moderate*® low”
Abrocitinib 100 mg daily Baricitinib 4 mg daily 0 -- 0.5 (0.2, 1.3); 0.5 (0.2, 1.3); very
moderate* low”
Abrocitinib 100 mg daily Dupilumab 1 0.8 (0.2, 3.6); high 0.6 (0.2, 1.8); 0.8 (0.4, 1.7); low®
moderate*®
Abrocitinib 100 mg daily Placebo 4 0.7 (0.4, 1.3); - 0.7 (0.4, 1.3); low®
moderate™
Abrocitinib 100 mg daily Tralokinumab 0 - 0.8 (0.3, 2); 0.8 (0.3, 2); very low”
moderate*®
Abrocitinib 100 mg daily Upadacitinib 15 mg daily 0 -- 1.3 (0.6, 3); 1.3 (0.6, 3); very low”
moderate™
Abrocitinib 100 mg daily Upadacitinib 30 mg daily 0 -- 1(0.5, 2.3); 1(0.5,2.3); very low®
moderate*®
Abrocitinib 200 mg daily Baricitinib 2 mg daily 0 -- 0.9 (0.3,2.4); 0.9 (0.3, 2.4); very
moderate* low”
Abrocitinib 200 mg daily Baricitinib 4 mg daily 0 -- 0.5 (0.2, 1.3); 0.5 (0.2, 1.3); very
moderate*® low”
Abrocitinib 200 mg daily Dupilumab 1 1.5 (0.4, 5.9); high 0.4 (0.1, 1.4); 0.8 (0.3, 1.6); very
moderate* low”
Abrocitinib 200 mg daily Placebo 4 0.7 (0.4, 1.3); -- 0.7 (0.4, 1.3): low®
moderate*®
Abrocitinib 200 mg daily Tralokinumab 0 -- 0.8 (0.3, 1.9); 0.8 (0.3, 1.9); very
moderate* low”
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Abrocitinib 200 mg daily Upadacitinib 15 mg daily -- 1.2 (0.5, 2.9); 1.2 (0.5, 2.9); very
moderate* low”
Abrocitinib 200 mg daily Upadacitinib 30 mg daily -- 1(04,2.2); 1 (0.4, 2.2); very low®
moderate*
Baricitinib 2 mg daily Baricitinib 4 mg daily 0.5(0.2, 1.3); -- 0.5 (0.2, 1.3); Tow®
moderate™
Baricitinib 2 mg daily Dupilumab -- 0.9 (0.3,2.4); 0.9 (0.3, 2.4); very
moderate* low”
Baricitinib 2 mg daily Placebo 0.8 (0.3, 1.9); -- 0.8 (0.3, 1.9); very
moderate* low”
Baricitinib 2 mg daily Tralokinumab -- 0.9 (0.3, 2.6); 0.9 (0.3, 2.6); very
moderate* low”
Baricitinib 2 mg daily Upadacitinib 15 mg daily -- 1.4 (0.5, 3.9); 1.4 (0.5, 3.9); very
moderate* low”
Baricitinib 2 mg daily Upadacitinib 30 mg daily -- 1.1 (0.4, 3.1); 1.1 (0.4, 3.1); very
moderate* low”
Baricitinib 4 mg daily Dupilumab -- 1.6 (0.6, 4.5); 1.6 (0.6, 4.5); very
moderate* low”
Baricitinib 4 mg daily Placebo 1.5(0.7, 3.4); -- 1.5 (0.7, 3.4); very
moderate* low”
Baricitinib 4 mg daily Tralokinumab -- 1.7 (0.6, 4.7); 1.7 (0.6, 4.7); very
moderate* low”
Baricitinib 4 mg daily Upadacitinib 15 mg daily -- 2.7(1,7.4); 2.7 (1, 7.4): very low”
moderate*
Baricitinib 4 mg daily Upadacitinib 30 mg daily -- 2.1(0.8,5.7); 2.1 (0.8, 5.7); very
moderate* low”
Dupilumab Placebo 1 (0.5, 1.8); moderate* -- 1 (0.5, 1.8); low"
Dupilumab Tralokinumab -- 1.1 (0.4, 2.6); 1.1 (0.4, 2.6); very
moderate™ low”
Dupilumab Upadacitinib 15 mg daily -- 1.7 (0.7, 4); 1.7 (0.7, 4); very low®
moderate*
Dupilumab Upadacitinib 30 mg daily -- 1.3 (0.6, 3.1); 1.3 (0.6, 3.1); very
moderate™ low”
Tralokinumab Upadacitinib 15 mg daily -- 1.6 (0.7, 3.9); 1.6 (0.7, 3.9); very
moderate* low”
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Tralokinumab Upadacitinib 30 mg daily - 1.2(0.5, 3); 1.2(0.5, 3); very low”
moderate

Tralokinumab Placebo 0.9 (0.5, l.i); - 0.9 (0.5, 1.8); low®
moderate

Upadacitinib 15 mg daily Upadacitinib 30 mg daily 0.8 (0.4, l.i); - 0.8 (0.4, 1.5); low?
moderate

Upadacitinib 15 mg daily Placebo 0.6 (0.3, 1): high -- 0.6 (0.3, IZ; moderate

Upadacitinib 30 mg daily Placebo 0.7 (0.4, l.i); -- 0.7 (0.4, 1.3); low®
moderate

Dose of dupilumab and tralokinumab is 600 mg then 300 mg every 2 weeks

The network meta-analysis certainty ratings start at the higher of the direct or indirect ratings and can then be rated down further for incoherence
(based on the results of node splitting analyses) and imprecision.

* Rated down for inconsistency

a. Rated down for imprecision (estimate imprecise and would suggest different conclusions at either end of the 95% Credible Intervals)

b. Rated down 2 levels for imprecision (estimate imprecise and would suggest different conclusions at either end of the 95% Credible Intervals and
very wide credible intervals
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eFigure 5. Network graphs of studies included in the analysis of adults treated between 8 and 16 weeks for serious adverse events. The width of
each line connecting two treatments (nodes) is proportional to the number of head-to-head trials for that comparison.

Dupilumab 400mglx then 100mg q4w

Dupilumab 300mgqlw
Baricitinib 4mg OD
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Baricitinib 1mg OD
Azathioprine TPMT adjusted
Apremilast 40mg BID

Dupilumab 400mglx then 200mg qlw
Dupilumab 400mglx then 200mg q2w
Dupilumab 600mglx then 300mg qlw

Dupilumab 600mglx then 300mg q2w

Dupilumab 600mglx then 300mg q4w,
Fevipiprant 450mg OD

Fezakinumab 600mglx then 300mg q2w

GBR 830 10mg/kg IV on day 1 and 29 Apremilast 30mg BID

INF-Y 0.5 % 106 IU/m3 SC 3x/week Abrocitinib 30mg OD

INF-vy 1.5 % 106 IU/m3 SC 3x/week Abrocitinib 200mg OD

Lebrikizumab 125mg 1x Abrocitinib 10mg OD

Lebrikizumab 125mg q4w Abrocitinib 100mg OD

Lebrikizumab 250mg1x then 125mg g4w ZPL389378730mg OD

Lebrikizumab 250mg 1x Ustekinumab 90mg at 0 & 4wk

Lebrikizumab 500mg1x then 250mg q2w Ustekinumab 45mg at 0 & 4wk

Lebrikizumab 500mg1x then 250mg q4w Ustekinumab 45mg or 90mgat 0, 4 & 16wk

Nemolizumab 0.1mg/kg q4w Upadacitinib 7.5mg OD

Upadacitinib 30mg OD
Upadacitinib 15mg OD
Tralokinumab 600mglx then 300mg q2w
Tralokinumab 45mg q2w

Placebo Tralokinumab 300mg q2w
Tezepelumab 280mg q2W  Tralokinumab 1 50mg q2w

Nemolizumab 0.5mg/kg q4w
Nemolizumab 2.0mg q4w

Nemolizumab 2.0mg q8w
Nemolizumab 60mg g4w

OD: once daily; qlw: once weekly; q2w: every 2 weeks; q4w: every 4 weeks.
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eTable 18. League table with relative effect estimates for serious adverse events up to 16 weeks of treatment in adults for placebo and medications
used in clinical practice or likely to be approved soon. Results for other pairwise comparisons in the network can be requested from the authors.
Results are presented as Odds Ratios (95% Crl). Odds ratios are given as the odds with the column-defining treatment over the odds with the row-
defining treatment. Odds ratios over 1 indicate more adverse serious adverse event with the intervention vs. comparator.

Dupilumab Tralokinumab
Abrocitinib | Abrocitinib | Baricitinib 2 | Baricitinib 4 | 600 mg then Placebo 600 mg then | Upadacitinib | Upadacitinib
100 mg daily | 200 mg daily | mg daily mg daily 300 mg g2 300 mg q2 | 15 mg daily | 30 mg daily
weeks weeks
Abrocitinib 0.8 (0.4,

100 mg daily 0.5(0.2,1.1) {0.4(0.1,1.1)|0.6 (0.2, 1.7) | 0.4 (0.2, 0.9) 1.7) 0.6 (0.2,1.5) [0.6 (0.2, 1.5)]0.6 (0.2, 1.5)
Abrocitinib 1.5 (0.7,

200 mg daily 1.9 (0.9, 4.2) 0.7 (0.2,2.2)11.1 (0.3, 3.4)| 0.7 (0.3, 1.9) 37) 1.1(04,3.1) | 1.1(04,3) | 1(04,3)
Baricitinib ) 79 ¢ 3)1 1.4(0.5, 4.6) 1.6 (0.6,4) | 1(0.4,2.8) | 2.2(1,5) | 1.5(0.6,4.3) | 1.5 (0.6,4.2)|1.5 (0.5, 4.1)
2 mg daily
Baricitinib 1.4 (0.7,

4 mg daily 1.7 (0.6,5.1) | 0.9 (0.3,2.9) | 0.6 (0.3, 1.6) 0.7 (0.3, 1.7) 3.0 1(0.4,2.6) | 1(0.4,2.6) |0.9(0.4,2.5)
Dupilumab

600 mg then 2.1(1.2,

300 mg q2 26(1.1,64)| 1.4(0.5,3.6) | 1(0.4,2.5) |1.5(0.6,3.9) 3.9) 1.5(0.6,3.5) | 1.4 (0.6,3.4)|1.4(0.6,3.4)
weeks
Placebo 1.2(0.6,2.6) | 0.6 (0.3,1.5) | 0.5(0.2,1) 0.7 (0.3, 1.4)| 0.5 (0.3, 0.8) 0.7 (0.4,1.3) |0.7 (0.4, 1.3)|0.7 (0.3, 1.2)

Tralokinumab

600 mg then 1.4 (0.8,

300 mg q2 1.7 (0.7,4.7) | 0.9 (0.3,2.7) |0.7 (0.2, 1.7)| 1(0.4,2.6) | 0.7 (0.3, 1.6) 27) 1(0.4,2.3) | 1(0.4,2.3)
weeks

Upadacitinib 1.5 (0.8,

15 mg daily 1.8(0.7,4.8) | 0.9 (0.3,2.7) |0.7 (0.2, 1.8)| 1(0.4,2.7) | 0.7 (0.3, 1.6) 2.8) 1(0.4,2.5)

Upadacitinib 1.5 (0.8,

30 mg daily 1.8(0.7,5) | 1(0.3,2.8) [0.7(0.2,1.8)|1.1(0.4,2.8)| 0.7 (0.3, 1.7) 2.9) 1(0.4,2.6)

SUCRA 0.37 0.56 0.67 0.54 0.66 0.42 0.54
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eTable 19. GRADE certainty ratings for serious adverse events up to 16 weeks of treatment in adults for placebo and medications used in clinical
practice or likely to be approved soon. Results are presented as Odds Ratios (95% Crl). Odds ratios are given as the odds with the treatment in the
intervention column over the odds of the treatment in the comparator column. Odds ratios over 1 indicate more adverse serious adverse event with

the intervention vs. comparator.

Intervention Comparator Head- | Direct estimate (95% Indirect estimate NMA Estimate
to- Crl); Certainty of (95% Crl); 95% Crl);
head Evidence Certainty of Certainty of
trials, Evidence Evidence
n
Abrocitinib 100 mg daily Abrocitinib 200 mg daily 4 1.9 (0.9, 4.2); -- 1.9 (0.9, 4.2); very
moderate* low*
Abrocitinib 100 mg daily Baricitinib 2 mg daily 0 -- 2.7(0.9, 8.3); 2.7 (0.9, 8.3); very
moderate* low*
Abrocitinib 100 mg daily Baricitinib 4 mg daily 0 -- 1.7 (0.6, 5.1); 1.7 (0.6, 5.1); very
moderate* low*
Abrocitinib 100 mg daily Dupilumab 1 3.4 (0.6, 27.8); high 2.2(0.7,7.7); 2.6 (1.1, 6.4): low"
moderate*
Abrocitinib 100 mg daily Placebo 4 1.2 (0.6, 2.6); -- 1.2 (0.6, 2.6); very
moderate* low*
Abrocitinib 100 mg daily Tralokinumab 0 -- 1.7 (0.7, 4.7); 1.7 (0.7, 4.7); very
moderate* low*
Abrocitinib 100 mg daily Upadacitinib 15 mg daily 0 -- 1.8 (0.7, 4.8); 1.8 (0.7, 4.8); very
moderate* low*
Abrocitinib 100 mg daily Upadacitinib 30 mg daily 0 -- 1.8 (0.7, 5); 1.8 (0.7, 5); very low*
moderate*
Abrocitinib 200 mg daily Baricitinib 2 mg daily 0 -- 1.4 (0.5, 4.6); 1.4 (0.5, 4.6); very
moderate* low*
Abrocitinib 200 mg daily Baricitinib 4 mg daily 0 -- 0.9 (0.3,2.9); 0.9 (0.3, 2.9); very
moderate* low*
Abrocitinib 200 mg daily Dupilumab 1 1.1 (0.1, 12.2); high 1.6 (0.5, 5.6); 1.4 (0.5, 3.6); very
moderate* low*
Abrocitinib 200 mg daily Placebo 4 0.6 (0.3, 1.5); -- 0.6 (0.3, 1.5); very
moderate* low*
Abrocitinib 200 mg daily Tralokinumab 0 -- 0.9 (0.3,2.7); 0.9 (0.3, 2.7); very
moderate* low*
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Abrocitinib 200 mg daily Upadacitinib 15 mg daily -- 0.9 (0.3, 2.7); 0.9 (0.3, 2.7); very
moderate* low*
Abrocitinib 200 mg daily Upadacitinib 30 mg daily -- 1 (0.3, 2.8); 1(0.3, 2.8): very low*
moderate*
Baricitinib 2 mg daily Baricitinib 4 mg daily 0.6 (0.3, 1.6); . 0.6 (0.3, 1.6); Tow®
moderate™
Baricitinib 2 mg daily Dupilumab -- 1(0.4,2.5); 1 (0.4,2.5): very low®
moderate*
Baricitinib 2 mg daily Placebo 0.5 (0.2, 1); high -- 0.5 (0.2, 1); low"
Baricitinib 2 mg daily Tralokinumab -- 0.7 (0.2, 1.7); 0.7 (0.2, 1.7); very
moderate* low*
Baricitinib 2 mg daily Upadacitinib 15 mg daily -- 0.7 (0.2, 1.8); high 0.7 (0.2, 1.8); low*
Baricitinib 2 mg daily Upadacitinib 30 mg daily -- 0.7 (0.2, 1.8); high 0.7 (0.2, 1.8); low*
Baricitinib 4 mg daily Dupilumab -- 1.5 (0.6, 3.9); 1.5 (0.6, 3.9); very
moderate* low*
Baricitinib 4 mg daily Placebo 0.7 (0.3, 1.4); _ 0.7 (0.3, 1.4): low®
moderate*
Baricitinib 4 mg daily Tralokinumab -- 1(0.4,2.6); 1(0.4,2.6); very low*
moderate*
Baricitinib 4 mg daily Upadacitinib 15 mg daily -- 1(0.4,2.7); 1 (0.4,2.7): very low®
moderate™
Baricitinib 4 mg daily Upadacitinib 30 mg daily -- 1.1 (0.4, 2.8); 1.1 (0.4, 2.8); very
moderate* low*
Dupilumab Placebo 0.5 (0.3, 0.8); 0.5 (0.3, 0.8);
moderate™ B moderate
Dupilumab Tralokinumab -- 0.7 (0.3, 1.6); 0.7 (0.3, 1.6); very
moderate* low*
Dupilumab Upadacitinib 15 mg daily -- 0.7 (0.3, 1.6); 0.7 (0.3, 1.6); very
moderate* low*
Dupilumab Upadacitinib 30 mg daily -- 0.7 (0.3, 1.7); 0.7 (0.3, 1.7); very
moderate* low*
Tralokinumab Upadacitinib 15 mg daily -- 1(0.4,2.5); 1 (0.4,2.5): very low®
moderate™
Tralokinumab Upadacitinib 30 mg daily -- 1(0.4,2.6); 1(0.4,2.6); very low*
moderate*
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Tralokinumab Placebo 4 0.7 (0.4, 1.3); -- 0.7 (0.4, 1.3); Tow
moderate*
Upadacitinib 15 mg daily Upadacitinib 30 mg daily 4 1 (0.5, 2); moderate* -- 1 (0.5, 2); very low*
Upadacitinib 15 mg daily Placebo 4 0.7 (0.4, 1.3); high -- 0.7 (0.4, 1.3);
moderate®
Upadacitinib 30 mg daily Placebo 4 0.7 (0.3, 1.2); high -- 0.7 (0.3, 1.2);
moderate®

Dose of dupilumab and tralokinumab is 600 mg then 300 mg every 2 weeks

The network meta-analysis certainty ratings start at the higher of the direct or indirect ratings and can then be rated down further for incoherence
(based on the results of node splitting analyses) and imprecision.

* Rated down for inconsistency

a. Rated down for imprecision (estimate imprecise and would suggest different conclusions at either end of the 95% Credible Intervals)

b. Rated down for imprecision (very wide credible intervals)

c. Rated down 2 levels for imprecision (estimate imprecise and would suggest different conclusions at either end of the 95% Credible Intervals and
very wide credible intervals)
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