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2 e-Table 11. Upadacitinib Monotherapy (15 mg) GRADE Summary of Findings (Short-term)

Upadacitinib 15mg daily monotherapy compared to Placebo short-term

Patient or population: Adolescents and adults aged 12+ with moderate to severe atopic dermatitis short-term

Intervention: Upadacitinib 15mg daily monotherapy
Comparison: Placebo

Anticipated absolute

effects” (95% ClI)
Risk with
Upadacitinib N© of
Risk with 15mg daily Relative effect participants Certainty of the evidence
Outcomes Placebo monotherapy (95% ClI) (studies) (GRADE) Comments

IGA (0,1) 415 per 1,000

RR 6.55 1199 DDDD
follow-up: 16 weeks 63 per 1,000 (301 to 571) = 8
CRITICAL (4.75t09.02) (3RCTs) High
EASI75 639 per 1,000

RR 4.41 1199 DDDD
follow-up: 16 weeks 145 per 1,000 (522 to 783) " .
CRITICAL (3.60to 5.40) (3RCTs) High
Pruritus improvement 470 per 1,000
assessed with: = 4-point improvement in 102 per 1.000 (365 to 608) RR 4.63 1157 CDDD
patients with baseline NRS score of 4+ P ’ (3.591t0 5.99) (3 RCTs)"2 High
follow-up: 16 weeks
oo sy fRos e

e ’ . . 12 High

CRITICAL (0.34t0 1.22) (3 RCTs) ig
POEM 731 per 1,000
assessed with: 4-point or more improvement (551 to 970)
in POEM total score, assessed in patients 257 per 1.000 RR 2.84 1090 bODD
with a POEM total score of 24 at baseline P ’ (2.14 10 3.77) (2 RCTs)! High

follow-up: 16 weeks
CRITICAL




Serious Adverse Events 20 per 1,000
RR0.71 1198 DDDD
follow-up: 16 weeks 28 per 1,000 (10to 42) " .
CRITICAL (0.34t01.47) (3 RCTs) High
Flares 104 per 1,000
;s:gisc:saizdo?th: patients who initiated rescue 53per1.000 (77 to 131) RR 0.23 1116 OPOD
follow-up: 16 weeks (0.17 t0 0.29) (2 RCTs) High
CRITICAL
Quality of life 737 per 1,000
assessed with: 4-point or more improvement (636 to 852)
in DLQI, assessed in patients aged =216 years 288 per 1.000 RR 2.56 1005 OODD
with a DLQI score of 24 at baseline P ’ (2.21 t0 2.96) (2 RCTs)! High
follow-up: 16 weeks
CRITICAL
fEc;Al:)uoL?p' 16 weeks 12 per 1,000 1?g4p;r217,g?0 RR 11.5% P199 POOD
e ’ 5.47 t023.94 3RCTs)"? High
INFORMATIVE (-47t023.94)  (3RCTs) '8
EASI90 459 per 1,000
follow-up: 16 weeks 65 per 1,000 (335 t0 628) (5 ?:;'3666) 3 ;é?ri)“ GBEIBIG?]EB
INFORMATIVE : : &
Treatment-emergent AEs 614 per 1,000
follow-up: 16 weeks 558 per 1,000 (553 to 675) © ::;'1021) (21;01_?8)1 ﬁ?ﬁga
INFORMATIVE ; )
Serious Infections 5 per 1,000
follow-up: 16 weeks 4 per 1,000 (1 to 44) (© 1'?:; 1321 24) (21F:C1$s)1 EBS??SG
INFORMATIVE ) ) g
Upper Respiratory Tract Infection 81 per 1,000
follow-up: 16 weeks 60 per 1,000 (53to 123) RR 1.35 1198 69@.@@
(0.89to 2.05) (3 RCTs)"? High
INFORMATIVE
Any infection 428 per 1,000
' RR 2.14 82 000
follow-up: 16 weeks 200 per 1,000 (210to0 872) (1.05 10 4.36) (1 RCT)? Moderate®

INFORMATIVE

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the

intervention (and its 95% CI). Cl: confidence interval; RR: risk ratio

3  Explanations:

4 a. Wide ClI consistent with no difference and meaningful harm (based on MID 10%).

5 b. Low equitable event rates in a robust sample.
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c. Very small sample leading to wide CI.

Analysis. IGA (0,1)

Upadacitinib Placebo Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Measure Up 1 135 281 24 281 63.6% 5.63 [3.77 , 8.40] =
Measure Up 2 107 276 13 278  33.8% 8.29[4.78 ,14.38] —-—
NCT02925117 13 42 1 41 26% 12.69[1.74 , 92.64]
Total (Wald2) 599 600 100.0% 6.55 [4.75 , 9.02] ¢
Total events: 255 38
Test for overall effect: Z = 11.50 (P < 0.00001) Ub-l 0'1 1 1.‘] 160

Heterogeneity: Tau? (DLDy=0.00; Chit=171,df =2 (P=0.43) 12=0%

Footnotes
aCl calculated by Wald-type method.
bTau? calculated by DerSimonian and Laird method.

Analysis. EASI75

Favours Placebo

Favours Upadacitinib

Upadacitinib Placebo Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Measure Up 1 196 281 46 281 542% 4.26[3.24 ,5.61] o
Measure Up 2 166 276 37 278 41.4% 4.52[3.30,6.19] -
NCT02925117 22 42 4 41 4.3% 5.37 [2.03 , 14.23] —_——
Total (Walda) 599 600 100.0% 4.41[3.60, 5.40] .
Total events: 384 87 _ . ) .
Test for overall effect: Z = 14.34 (P < 0.00001 ) 061 0'1 1 1‘0 1(‘]0
Favours Placebo Favours Upadacitinib

Heterogeneity: Tau? (DLP) = 0.00; Chi#=0.24, df = 2 (P = 0.89), I’ = 0%

Footnotes
aCl calculated by Wald-type method.
bTau? calculated by DerSimonian and Laird method.
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Analysis. Pruritus improvement

Upadacitinib Placebo Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Measure Up 1 143 274 32 272 553% 4.44[3.14 ,6.26] =
Measure Up 2 13 270 25 274 412% 4.59[3.08, 6.84] -
NCT02925117 19 32 2 3B 35% 10.39 [2.62 , 41.13]
Total (Walda) 576 581 100.0% 4.63 [3.59,5.99] )
Total events: 275 59
Test for overall effect: Z = 11.72 (P < 0.00001) 061 0'1 1 1.‘] ”‘Jo
Favours Placebo Favours Upadacitinib
Heterogeneity: Tau® (DLP) = 0.00; Chi* = 1.40, df = 2 (P = 0.50); I* = 0%
Footnotes
aCl calculated by Wald-type method.
bTau? calculated by DerSimonian and Laird method.
Analysis. Discontinuations
Upadacitinib Placebo Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Measure Up 1 4 281 12 281 30.5% 0.33[0.11,1.02] — |
Measure Up 2 11 276 12 278 56.4% 0.92 [0.41 . 2.08] ——
NCT02925117 2 42 3 40 131% 0.63 [0.11, 3.60] —
Total (Walda) 599 599 100.0% 0.64 [0.34 , 1.22]
Total events: 17 27
Test for overall effect Z = 1.35 (P =0.18) 0.01 01 1 10 100

Heterogeneity: Tau? (DLb) = 0.02; Chi#=2.12, df=2 (P=0.35), ?=6%

Footnotes
aCl calculated by Wald-type method.
bTau? calculated by DerSimonian and Laird method.

Favours Upadacitinib

Favours Placebo



17  Analysis. POEM

Upadacitinib Placebo Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 85% CI M-H, Random, 85% CI
Measure Up 1 209 278 63 276 48.4% 3.29[2.62,4.13] u
Measure Up 2 190 268 7 268 516% 2.47[2.01,3.02] n
Total (Wald?) 546 544 100.0% 2.84[2.14,3.77] ¢
Total events: 399 140
Test for overall effect: Z=7.20 (P < 000001} 061 0'1 1 1.‘] 160
Favours Placebo Favours Upadacitinib
Heterogeneity: Tau® (DLP) = 0.03; Chi*=3.47,df =1 (P=0.06), = 71%
Footnotes
aCl calculated by Wald-type method.
bTau? calculated by DerSimonian and Laird method.
18
19  Analysis. Serious adverse events
Upadacitinib Placebo Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Measure Up 1 6 281 8 281 49.0% 0.75[0.26 , 2.13]
Measure Up 2 276 8 278 439% 0.63[0.21, 1.90]
NCT02925117 1 42 1 40 71% 0.95[0.06 , 14.72]
Total (Walda) 599 599 100.0% 0.71[0.34 , 1.47]
Total events: 12 17
Test for overall effect: Z = 0.93 (P = 0.39) 0.01 01 1 10 100
Favours Upadacitinib Favours Placebo
Heterogeneity: Tau? (DLP) = 0.00; Chi = 0.10, df =2 (P = 0.95); I?= 0%
Footnotes
aCl calculated by Wald-type method.
20 bTau? calculated by DerSimonian and Laird method.

21
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Analysis. Flare prevention

Upadacitinib Placebo Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Measure Up 1 32 281 133 281 56.5% 024017 ,0.34) =
Measure Up 2 25 276 120 278 435% 0.21[0.14,0.31] -
Total (Walda) 557 559 100.0% 0.23 [0.17 , 0.29] ¢
Total events: 57 253 . ) ) )
Test for overall effect: Z = 11.10 (P < 0.00001) 0.01 01 1 10 100

Favours Upadacitinib Favours Placebo
Heterogeneity: Tau? (DLP) = 0.00; Chi* = 0.26, df =1 (P =0.61); I?=0%
Footnotes
aCl calculated by Wald-type method.
bTau? calculated by DerSimonian and Laird method.
Analysis. Quality of life

Upadacitinib Placebo Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Measure Up 1 192 254 73 250 51.5% 2.59[2.11,3.18] u
Measure Up 2 180 251 7 250 485% 2.53[2.04,3.12] ]
Total (Wald?) 505 500 100.0% 2.56 [2.21, 2.96] (]
Total events: 372 144
Test for overall effect: Z = 12.49 (P < 0.00001) 001 01 1 10 100

Favours Placebo Favours Upadacitinib
Heterogeneity: Tau® (DLP) = 0.00; Chi#=0.03,df =1 (P=0.87), 1= 0%
Footnotes
aCl calculated by Wald-type method.
bTau? calculated by DerSimonian and Laird method.
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36 e-Table 12. Upadacitinib Monotherapy (30 mg) GRADE Summary of Findings (Short-term)

Upadacitinib 30mg daily monotherapy compared to Placebo short-term

Patient or population: Adolescents and adults aged 12+ with moderate to severe atopic dermatitis short-term
Intervention: Upadacitinib 30mg daily monotherapy

Comparison: Placebo

Anticipated absolute effects* (95% ClI)

Risk with N@ of
Risk with Upadacitinib 30mg dailyaEI eV i e participants Certainty of the evidence
Outcomes Placebo monotherapy (95% ClI) (studies) (GRADE) Comments
IGA (0,1) 560 per 1,000
RR 8.84 1209 DDDD
follow-up: 16 weeks 63 per 1,000 (386 to 813) m .
. . : High
CRITICAL (6.09to 12.84) (3 RCTs) ig
EASI75 754 per 1,000
RR 5.20 1209 DDDD
follow-up: 16 weeks 145 per 1,000 (618 to 919) - .
CRITICAL (4.26 t0 6.34) (3 RCTs) High
Pruritus improvement 690 per 1,000
Hhe s 4-noint i .
P pert, (5.30t08.70) (3 RCTs)"2 High
follow-up: 16 weeks
CRITICAL
oo Gresy  mwom e
e ’ . . 12 High
CRITICAL (0.46to0 1.41) (3 RCTs) ig
POEM 824 per 1,000
. L . RR 3.20 1093 ODDD
.> 4.
assessed with: 2 4-pointimprovementin 257 per 1,000 (674 to 1,000) (2.62 t0 3.90) (2 RCTs)’ High

patients with a POEM total score of 24 at




baseline
follow-up: 16 weeks

CRITICAL
Serious Adverse Events 25 per 1,000

. RR 0.88 1208 DDDD
g):ﬁ_\;vcxf. 16 weeks 28 per 1,000 (13 to 49) (0.45 0 1.74) (3RCTs)"? High®
Flares 63 per 1,000
assessed with: patients (45 to 86)

o L RR0.14 1126 DDDD
:X,le\',:_t's.t?g rﬁ:gi: medication PeElEr LR (0.10t0 0.19) (2 RCTs)' High
CRITICAL
Quality of life 801 per 1,000
assessed with: = 4-pointimprovement in (694 to 924)
patients aged 216 years with a DLQI score 288 per 1.000 RR 2.78 1007 bODD
of 24 at baseline P ’ (2.41t0 3.21) (2 RCTs)! High
follow-up: 16 weeks
CRITICAL
EASI100 209 per 1,000

‘ RR 17.91 1209 DDDD
T,?lllzlgvp\{/h;:ﬂ:/i weeks 12 per 1,000 (101 to 432) (8.6710 37.01) (3RCTs)"? High
EASI90 598 per 1,000

‘ RR9.20 1209 DDDD
lf’c\)llFlng\{/NLlJ:TIz/GE weeks 65 per 1,000 (43910 815) (6.76 0 12.54) (3RCTs)"2 High
Treatment-emergent AEs 675 per 1,000
follow-up: 16 weeks 558 per 1,000 (614 to 742) RR1.21 1126 OO0
INFORMATIVE (1.10to0 1.33) (2 RCTs)! Moderate®
Serious Infections 6 per 1,000
follow-up: 16 weeks 4 per 1,000 (1to 29) © 2?,(1':81 6) (21R1(3$s)1 I\;‘Ii)?ssact)w
INFORMATIVE ) )

Upper Respiratory Tract Infection 99 per 1,000

follow-up: 16 weeks 60 per 1,000 (66 to 146) (1 ?(;‘tl.(25443) (3 I:{é(')l':ss)“ eaﬂaigi@
INFORMATIVE ) )

Any infection 404 per 1,000

_ RR 2.02 82 000
follow-up: 16 weeks 200 per 1,000 (196 to 832) (0.98 t0 4.16) (1 RCTY? Moderate®

INFORMATIVE

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the

intervention (and its 95% CI). Cl: confidence interval; RR: risk ratio
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Explanations

a. Marginal imprecision (based on MID of 2%) with equitable event rates.

b. Wide Cl consistent with no difference and meaningful harm (based on MID of 10%).
c. Cl consistent with no difference and meaningful harm (based on MID of 2%).

d. Very small sample leading to wide CI.

Analysis. IGA (0,1)

Upadacitinib Placebo Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Measure Up 1 177 285 24 281 59.3% 7.27[4.91 ,10.77] R 3
Measure Up 2 147 282 13 278 37.2% 11.15[6.48 , 19.17] -
NCT02925117 21 42 1 41 35%  20.50([2.89, 145.45]
Total (Wald?) 609 600 100.0% 8.84 [6.09 , 12.84] ‘
Total events: 345 38
Test for overall effect: Z = 11.46 (P < 0.00001) 001 01 1 10 100
Favours Placebo Favours Upadacitinib

Heterogeneity: Tau® (DLP) = 0.02; Chi#=2.39,df=2 (P =0.30); F=16%

Footnotes
aCl calculated by Wald-type method.
bTau? calculated by DerSimonian and Laird method.
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Analysis. EASI75

Upadacitinib Placebo Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Measure Up 1 227 285 46 281 54.0% 4.87[3.71,6.38] -
Measure Up 2 206 282 37 278  41.6% 5.49[4.03,7.47] -
NCT02925117 29 42 4 41 4.4% 7.08[2.73,18.35] —
Total (Walda) 609 600 100.0% 5.20 [4.26 , 6.34] ¢
Total events: 462 87 _ . ) .
Test for overall effect: Z = 16.24 (P < 0.00001 ) 061 0'1 1 1‘0 160
Favours Placebo Favours Upadacitinib
Heterogeneity: Tau® (DLP) = 0.00; Chi#=0.76, df = 2 (P = 0.69); I = 0%
Footnotes
aCl calculated by Wald-type method.
bTau? calculated by DerSimonian and Laird method.
Analysis. Pruritus improvement
Upadacitinib Placebo Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Measure Up 1 168 208 32 272 556% 6.87[4.93, 9.57] =
Measure Up 2 167 280 25 274 412% 6.54 [4.44 ,9.62] -
NCT02925117 19 36 2 3B 2% 9.24 [2.32 , 36.74]
Total (Walda) 524 581 100.0% 6.79 [5.30, 8.70] ¢
Total events: 354 59 _ . ) .
Test for overall effect: Z = 15.16 (P < 0.00001) 061 0'1 1 1‘0 160
Favours Placebo Favours Upadacitinib

Heterogeneity: Tau? (DLP) = 0.00; Chi#=0.23,df = 2 (P =0.89), I’= 0%

Footnotes
aCl calculated by Wald-type method.

bTau? calculated by DerSimonian and Laird method.
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Analysis. Discontinuations

Upadacitinib
Study or Subgroup Events Total

Placebo

Events Total Weight M-H, Random, 95% CI

Risk ratio

Risk ratio

M-H, Random, 95% CI

Measure Up 1 1 285
Measure Up 2 7 282
NCT02925117 4 42
Total (Walda) 609
Total events: 22

Test for overall effect: Z = 0.76 (P = 0.45)

12 281 482%
12 278 36.8%
3 40 151%
599 100.0%

27

Heterogeneity: Tau? (DLb) = 0.00; Chi#=0.99, df =2 (P=061); F=0%

Footnotes
aCl calculated by Wald-type method.

bTau? calculated by DerSimonian and Laird method.

Analysis. POEM

Upadacitinib

Study or Subgroup Events Total Events Total

Placebo

0.90 [0.41, 2.01)
0.58 [0.23 , 1.44]
1.27[0.30 , 5.32]

0.81[0.46 , 1.41]

001 01

Favours Upadacitinib

Risk ratio

Weight M-H, Random, 95% CI

1 10 100
Favours Placebo

Risk ratio
M-H, Random, 95% CI

Measure Up 1 228 280
Measure Up 2 225 269
Total (Walda) 549
Total events: 453

63 276 46.3%
T 268 53.7%

544 100.0%
140

Test for overall effect: Z = 11.43 (P < 0.00001)

Heterogeneity: Tau® (DLP) = 0.01; Chi* = 1.81,df = 1 (P =0.18); I* = 45%

Footnotes
aCl calculated by Wald-type method.

bTau? calculated by DerSimonian and Laird method.

3.57 [2.85, 4.46]
2.91[2.39, 3.54]

3.20 [2.62, 3.90)

.
]
001 041 1 10 100
Favours Placebo Favours Upal:lacitinib
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Analysis. Serious adverse events

Upadacitinib
Study or Subgroup Events Total

Placebo

Events Total Weight M-H, Random, 95% CI

Risk ratio Risk ratio

M-H, Random, 95% CI

Measure Up 1 8 285
Measure Up 2 7 282
NCT02925117 0 42
Total (Walda) 609
Total events: 15

Test for overall effect: Z=0.37 (P=0.71)

8 281 494%
8 278  46.0%
1 40 46%
599 100.0%

7

Heterogeneity: Tau? (DLP) = 0.00; Chi* = 0.45, df =2 (P = 0.80); I*= 0%

Footnotes
aCl calculated by Wald-type method.

bTau? calculated by DerSimonian and Laird method.

Analysis. Flare prevention

Upadacitinib
Study or Subgroup Events Total

Placebo

Events Total Weight M-H, Random, 95% CI

0.99 [0.38 , 2.59)
0.86 [0.32 , 2.35)

0.32 [0.01, 7.58]

0.88 [0.45 , 1.74]

001 01
Favours Upadacitinib

1 10 100

Favours Placebo

Risk ratio Risk ratio

M-H, Random, 95% CI

Measure Up 1 32 281
Measure Up 2 25 276
Total (Wald2) 557
Total events: 57

133 281 56.5%
120 278  435%

559 100.0%
253

Test for overall effect: Z = 11.10 (P < 0.00001)

Heterogeneity: Tau? (DLP) = 0.00; Chi* = 0.26, df = 1 (P = 0.61); 1= 0%

Footnotes
aCl calculated by Wald-type method.

bTau? calculated by DerSimonian and Laird method.

0.24[0.17 , 0.34] ™

0.21[0.14, 0.31] -

0.23 [0.17 , 0.29] ¢
001 01

Favours Upadacitinib

1 10 100
Favours Placebo



63  Analysis. Quality of life

Upadacitinib Placebo Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Measure Up 1 210 256 73 250 51.5% 2.81[2.30,3.44] o
Measure Up 2 196 251 71 250 48.5% 2.75[2.23 , 3.38] |
Total (Wald?) 507 500 100.0% 2.78[2.41,3.21] (]
Total events: 406 144
Test for overall effect: Z = 13.87 (P < 0.00001) 001 01 1 10 100
Favours Placebo Favours Upadacitinib

Heterogeneity: Tau® (DLb) = 0.00; Chi# = 0.02, df= 1 (P = 0.88); I = 0%

Footnotes
aCl calculated by Wald-type method.
bTau? calculated by DerSimonian and Laird method.
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75 e-Table 13. Upadacitinib Combination Therapy (15 mg) GRADE Summary of Findings (Short-term)

Upadacitinib 15mg daily + TCS compared to Placebo + TCS short-term

Patient or population: Adolescents and adults aged 12+ with moderate to severe atopic dermatitis short-term
Intervention: Upadacitinib 15mg daily + TCS
Comparison: Placebo + TCS

Anticipated absolute effects” (95% Cl) Comments




Risk with N? of

Risk with Upadacitinib 15mg dail Relgcé\;/e gigect participants Certalnt{;;;rllje;wdence
Placebo + TCS +TCS . (studies)

IGA (0,1) 409 per 1,000

RR4.13 785 DDDD
follow-up: 16 weeks 99 per 1,000 (266 to 627) 12 .
CRITICAL (2.69t0 6.33) (2 RCTs) High
EASI75 679 per 1,000

RR 2.76 785 DDDD
follow-up: 16 weeks 246 per 1,000 (490 to 940) Y .
CRITICAL (1.99to 3.82) (2 RCTs) High
Pruritus improvement 518 per 1,000
assessed with: = 4-point improvement in (399 to 670)

) . . RR 3.46 758 OODD
patients with baseline NRS score of 4+ 150 per 1,000 (2.67 t0 4.48) (2 RCTs)'? High
follow-up: 16 weeks
CRITICAL
rolowup: 1oweeks 20 per 1,000 SEnd) RA g 784 POOD

UM ’ 1,2 H
CRITICAL (0.25t0 2.20) (2 RCTs) High
Serious Adverse Events 21 per 1,000

RR 0.81 784 DDDD
follow-up: 16 weeks 25 per 1,000 (8to 51) 12 -
CRITICAL (0.32t0 2.02) (2 RCTs) High
EASI90 472 per 1,000
follow-up: 16 weeks 117 per 1,000 (256 to 873) 2 ?::)'3448) 2 R7C8'I?s)1’2 EBS{BiGi@
INFORMATIVE : : g
Treatment-emergent AEs 542 per 1,000
follow-up: 16 weeks 511 per 1,000 (486 to 614) © :5Rtl.(1)620) 2 RZJST‘L)“Z @E?iei@
INFORMATIVE ) ) g
Serious Infections 8 per 1,000
follow-up: 16 weeks 8 per 1,000 (2 to 38) © 2?;'2196) 2 R?'I"ls)“z 69'_6'?6259
INFORMATIVE ) ) g
Upper respiratory tract infection 70 per 1,000
follow-up: 16 weeks 73 per 1,000 (89 to 125) (© :;;'?672) (1 2?;)2 EBS{BiGi@
INFORMATIVE : : g

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the
intervention (and its 95% CI). Cl: confidence interval; RR: risk ratio

76  Explanations

77 a. Equitable rates in moderate sample suggests safety.




78 b. Results from a single trial are slightly imprecise, but a second trial reported no events in either arm; The totality of the evidence suggests no
79  meaningful difference in rates.
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86 combination with topical corticosteroids in adolescents and adults with moderate-to-severe atopic dermatitis (AD Up):

87 results from a randomised, double-blind, placebo-controlled, phase 3 trial. Lancet 2021;397:2169-81.

88

89 e-Table 14. Upadacitinib Combination Therapy (30 mg) GRADE Summary of Findings (Short-term)

Upadacitinib 30mg daily + TCS compared to Placebo + TCS short-term

Patient or population: Adolescents and adults aged 12+ with moderate to severe atopic dermatitis short-term
Intervention: Upadacitinib 30mg daily + TCS
Comparison: Placebo + TCS

Anticipated absolute effects* (95% Cl)
Risk with N of Certainty of the
Risk with Placebo +|Upadacitinib 30mg dailyaEEERC s participants evidence

Outcomes TCS +TCS (95% ClI) (studies) (GRADE) Comments

IGA (0,1) 556 per 1,000

RR 5.62 782 DDDD
follow-up: 16 weeks 99 per 1,000 (408 to 758) 12 .
CRITICAL (4.12to0 7.66) (2 RCTs) High
EASI75 808 per 1,000

RR 3.28 782 DDDD
follow-up: 16 weeks 246 per 1,000 (588 to 1,000) 12 .
CRITICAL (2.39t0 4.51) (2 RCTs) High
Pruritus improvement 601 per 1,000
assessed with: = 4-point improvement (467 to 775)
in patients with baseline NRS score of RR 4.02 757 DOPD
4+ 150 per 1,000 (3.12105.18) (2 RCTs)'? High

follow-up: 16 weeks
CRITICAL




olowap sweeks [ oy RR0.64 781 CO00
el ’ 1,2 H
CRITICAL (0.21t0 1.94) (2 RCTs) High
Serious Adverse Events 13 per 1,000

RR 0.51 781 DDDD
follow-up: 16 weeks 25 per 1,000 (4to 38) 12 8
CRITICAL (0.17 to 1.50) (2 RCTs) High
EASI100 226 per 1,000 RR 17.14 601 OO
follow-up: 16 weeks 13 per 1,000 (83to 611) (6.33 10 46.42) (1 RCT)? High
INFORMATIVE ‘ ‘ 8
EASI90 591 per 1,000
follow-up: 16 weeks 117 per 1,000 (432 to 809) 3 7R:t50'2693) 2 RZ:E';I'E;)W GBEIBIG?]EB
INFORMATIVE ‘ ‘ 8
Treatment-emergent AEs 747 per 1,000
follow-up: 16 weeks 511 per 1,000 (404 to 1,000) (© 3:;;670) 2 RZD8T1S)1’2 I\f?)?e?gea
INFORMATIVE ) )
Serious Infections 5 per 1,000

RR 0.62 781 eee0
follow-up: 16 weeks 8 per 1,000 (0to 92) 12 .
INFORMATIVE (0.03t0 12.03) (2 RCTs) Moderate
Upper respiratory tract infections 78 per 1,000

: RR 1.07 600 DDDD

follow-up: 16 weeks 73 per 1,000 (44 to 136) (0.61t0 1.87) (1 RCT)? High

INFORMATIVE

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the
intervention (and its 95% CI). Cl: confidence interval; RR: risk ratio

90 Explanations

91 a. Cl consistent with meaningful benefit and harm (based on MID of 10%).

92 b. Cl consistent with no difference and meaningful harm (based on MID of 2%).

93

94 References

95 1. Katoh N, Ohya Y, Murota H, Ikeda M, Hu X, lkeda K et al. A phase 3 randomized, multicenter, double-blind study to evaluate
96 the safety of upadacitinib in combination with topical corticosteroids in adolescent and adult patients with moderate-to-
97  severe atopic dermatitis in Japan (Rising Up): An interim 24-week analysis. JAAD Int 2022;6:27-36.
98 2.ReichK, Teixeira HD, de Bruin-Weller M, Bieber T, Soong W, Kabashima K et al. Safety and efficacy of upadacitinib in
99 combination with topical corticosteroids in adolescents and adults with moderate-to-severe atopic dermatitis (AD Up):
100 results from a randomised, double-blind, placebo-controlled, phase 3 trial. Lancet 2021;397:2169-81.

101



102 e-Table 15. Abrocitinib Monotherapy (100 mg) GRADE Summary of Findings (Short-term)

Abrocitinib 100mg daily monotherapy compared to Placebo short-term

Patient or population: Adolescents and adults aged 12+ with moderate to severe atopic dermatitis short-term
Intervention: Abrocitinib 100mg daily monotherapy
Comparison: Placebo

Anticipated absolute effects”

(95% CI)
Risk with
Abrocitinib [\ o} Certainty of the
Risk with 100mg daily Relative effect participants evidence
Outcomes Placebo monotherapy (95% CI) (studies) (GRADE) Comments
IGA (0,1) 263 per 1,000
RR 3.37 570 ®000
follow-up: 12 weeks 78 per 1,000 (159 to 433) 13 a
CRITICAL (2.04 to 5.55) (3RCTs) Moderate
EASI75 413 per 1,000
RR 3.39 570 DDDD
follow-up: 12 weeks 122 per 1,000 (279t0 611) 13 .
CRITICAL (2.29t05.01) (3 RCTs) High
Pruritus improvement 416 per 1,000
b >4 n0int |
oo O mmas s
pert, (1.68 to 3.90) (3 RCTs)™® High
follow-up: 12 weeks
CRITICAL
o e oAt penoco ey RRos s 0000
- . ) 1-3 b
CRITICAL (0.27t0 1.57) (3RCTs) Moderate
POEM
Assessed with: change from baseline MD 4.12 lower i 445 1o1e1@)
follow-up: 12 weeks (6.08 lower to 2.16 lower) (2 RCTs)?3 Moderate®
CRITICAL
Serious Adverse Events 26 per 1.000 30 per 1,000 RR1.15 469 POeD
follow-up: 12 weeks pert, (9 to 96) (0.36t0 3.71) (2 RCTs)?3 High




CRITICAL

Quality of life
ﬁ:zﬁiid with: DLQI mean score change from MD 3.69 lower _ 391 e
(5.24 lower to 2.13 lower) (2RCTs)*3 Moderate®
follow-up: 12 weeks
CRITICAL
EASI90 215 per 1,000
follow-up: 12 weeks 59 per 1,000 (119 to 389) 2 32;2865) 3 5533)1’3 I\ifgaact)ee
INFORMATIVE ’ )
Treatment-emergent Adverse Events 660 per 1,000 RR1.19 469 DO
follow-up: 12 weeks 555 per 1,000 (560 to 777) (1.01 to 1.40) (2 RCTs)>* Moderate®
INFORMATIVE ) ’
Conjunctivitis -- per 1,000
Assessed with: participants with conjunctivitis 0 per 1,000 (0to 0) RR 4.47 233 CPDD
follow-up: 12 weeks ’ (0.24 t0 82.01) (1 RCT)® High
INFORMATIVE
Nasopharyngitis 136 per 1,000
,::zzsi:: v;llltir:izspartlmpants with 64 oer 1.000 (75 to 244) RR 1.62 469 e
pharyng pert, (0.90 to 2.91) (2 RCTs)?? Moderate®
follow-up: 12 weeks
INFORMATIVE
Upper respiratory tract infection 73 per 1,000
Assessed with: participants with URTI 62 per 1,000 (37 to 145) RR1.19 581 DODD
follow-up: 12 weeks ’ (0.60to0 2.35) (3RCTs)"® High
INFORMATIVE
Herpes Viral Infection -- per 1,000
;Ansfze;;soend with: participants with a herpes viral 0 per 1,000 (0to 0) RR 5.46 233 DD
I 3 .
follow-up: 12 weeks (0.31t0 97.58) (1 RCT) High
INFORMATIVE
Infections 411 per 1,000
L - . . . RR 1.56 345 1o1e1@)
Assessed with: participants with any infection 263 per 1,000 (297 to 568) (1.1310 2.16) (2 RCTs)2° Moderate®

follow-up: 12 weeks




INFORMATIVE

Folliculitis 3 per 1,000
Assessed with: participants with folliculitis 26 per 1.000 (53to --) RR0.10 236 DDODD
follow-up: 12 weeks pert, (0.00 to 2.05) (1 RCT)? High

INFORMATIVE

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the
intervention (and its 95% CI). Cl: confidence interval; MD: mean difference; RR: risk ratio

ER@lanations

20dhprecision: Downgraded one level because the 95% Cl for the absolute effect includes benefits smaller than the prespecified MCID (12%)
bOnprecision: Downgraded one level because the 95% Cl includes effects both greater than and smaller than the prespecified MCID (10%)
tO@nprecision: Downgraded one level because the 95% Cl includes effects both greater than and smaller than the prespecified MCID (3.4 points)
#0ifmprecision: Downgraded one level because the 95% Cl includes effects both greater than and smaller than the prespecified MCID (3.3 points)
08 precision: Downgraded one level because the 95% Cl for the absolute effect includes benefits smaller than the prespecified MCID (10%)

109
110  Analysis. IGA (0,1)

Abrocitinib Placebo Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

1.1.1 Abrocitinib 100 mg qd vs placebo

Gooderham 2019 16 54 3 52 182% 5.14[1.59, 16.59] —
JADE MONO-1 37 156 6 76 37.3% 3.00[1.33, 6.81] —a—
JADE MONO-2 44 155 7 77T  445% 3.12[1.48 . 6.61) ——
Subtotal (Wald3) 365 205 100.0% 3.37 [2.04, 5.55] ’
Total events: 97 16

Test for overall effect: Z = 4.76 (P < 0.00001)
Heterogeneity: Tau® (DLP) = 0.00; Chi*=0.61, df=2 (P = 0.74); 1= 0%

Total (Walda) 365 205 100.0% 3.37 [2.04, 5.55] L 3

Total events: 97 16

Test for overall effect: Z = 4.76 (P < 0.00001) 061 041 4 1%0 160
Test for subgroup differences: Not applicable Fawvours Placebo Favours Abrocitinib

Heterogeneity: Tau? (DLb) = 0.00; Chiz = 0.61, df = 2 (P = 0.74); I = 0%

Footnotes
aCl calculated by Wald-type method.
bTau® calculated by DerSimonian and Laird method.
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113

114
115

Analysis. EASI75

Abrocitinib Placebo Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

1.3.1 Abrocitinib 100 mg qd vs placebo

Gooderham 2019 22 54 8 52 30.0% 265[1.30 , 5.41] —-—
JADE MONO-1 62 156 9 76 36.9% 3.36 [1.76 , 6.38] -
JADE MONO-2 69 155 8 77 331% 428 [2.17 , 8.45] —-—
Subtotal (Wald2) 365 205 100.0% 3.39 [2.29, 5.01] *
Total events: 153 25

Test for overall effect: Z = 6.12 (P < 0.00001)
Heterogeneity: Tau® (DLP) = 0.00; Chi* = 0.94, df = 2 (P = 0.63); I*= 0%

Total (Wald@) 365 205 100.0% 3.29 [2.29 , 5.01] 'S

Total events: 153 25 ) ) . .

Test for overall effect: Z=6.12 (P < 0.00001) 0b1 0.1 1 1‘0 160
Test for subgroup differences: Not applicable Favours Placebo Favours Abrocitinib

Heterogeneity: Tau? (DLD) = 0.00; Chi* = 0.94, df = 2 (P = 0.63): I* = 0%

Footnotes
aCl calculated by Wald-type method.
bTau? calculated by DerSimonian and Laird method.
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117

Analysis. Pruritus improvement

Abrocitinib Placebo

Risk ratio

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

Risk ratio
M-H, Random, 95% CI

1.4.1 Abrocitinib 100 mg qd vs placebo

Gooderham 2019 25 54 13 52 363%
JADE MONO-1 55 147 11 74 337%
JADE MONQO-2 70 155 9 77 300%
Subtotal (Walda) 356 203 100.0%
Total events: 150 33

Test for overall effect: Z = 4.37 (P < 0.0001)
Heterogeneity: Tau® (DLP) = 0.05; Chi* = 3.07, df = 2 (P = 0.22); I* = 35%

Total (Walda) 356 203 100.0%
Total events: 150 33

Test for overall effect: Z = 4.37 (P < 0.0001)

Test for subgroup differences: Not applicable

Heterogeneity: Tau® (DLb) = 0.05; Chi? = 3.07, df = 2 (P = 0.22); I = 35%

Footnotes
acl calculated by Wald-type method.
bTau® calculated by DerSimonian and Laird method.

1.85[1.07 , 3.21)
2.52[1.40, 4.51]
3.86 [2.04 . 7.31)
2.56 [1.68, 3.90]

2.56 [1.68 , 3.90]

-
-
-
L 2

¢

0.01

0.1

1

Favours Placebo

10 100
Favours Abrocitinib
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121

122

Analysis. Discontinuations

Abrocitinib Placebo Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Gooderham 2019 12 56 9 56 36.5% 1.33[061,291]
JADE MONO-1 9 156 7 77 321% 0.63[0.25, 1.64]
JADE MONO-2 6 158 10 78 31.4% 0.30[0.11,0.79] —
Total (Walda) aro 211 100.0% 0.66 [0.27 , 1.57]
Total events: 27 26
Test for overall effect: Z = 0.95 (P = 0.34) 0.01 01 1 10 100

Heterogeneity: Tau? (DLD) = 0.38; Chi? = 5.65, df = 2 (P = 0.06); I2 = 65%

Footnotes
aCl calculated by Wald-type method.
bTau? calculated by DerSimonian and Laird method.

Analysis. POEM

Favours Abrocitinib

Favours Placebo

Abrocitinib Placebo Mean difference Mean difference
Study or Subgroup  Mean sD Total Mean sD Total Weight IV, Random, 85% ClI IV, Random, 95% CI
1.5.1 Abrocitinib 100 mg qd vs placebo
JADE MONO-1 -6.8 7.512895 153 -3.7 7877124 76 489% -3.10[-5.23,-0.97] ——
JADE MONO-2 -8.7 T7.181242 140 -3.6 T.439506 76 51.1% -5.10[-7.15, -3.05] —a—
Subtotal (Wald?) 293 152 100.0% -4.12 [-6.08, -2.16] <
Test for overall effect: Z = 4.12 (P < 0.0001)
Heterogeneity: Tau® (REMLP) = 0.86; Chi* = 1.75, df = 1 (P = 0.19); I* = 43%
Total (Wald3) 293 152 100.0% -4.12[-6.08, -2.16] L
Test for overall effect: Z = 4.12 (P < 0.0001) 1t 5 ) & 10

Test for subgroup differences: Not applicable
Heterogeneity: Tau® (REMLD) = 0.86; Chi* = 1.75, df =1 (P = 0.19); P = 43%

Footnotes
aC] calculated by Wald-type method.
bTau? calculated by Restricted Maximum-Likelihood method.

Favours Abrociinib

Favours Placebo
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124
125

Analysis. Serious adverse events

Abrocitinib Placebo Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.7.1 Abrocitinib 100 mg qd vs placebo
JADE MONO-1 5 156 3 77 69.7% 0.82[0.20 . 3.35]
JADE MONO-2 5 158 1 78  30.3% 2.47[0.29, 20.77]
Subtotal (Walda) 314 155 100.0% 1.15[0.36 , 3.71]
Total events: 10 4
Test for overall effect: Z = 0.23 (P = 0.82)
Heterogeneity: Tau? (DLP) = 0.00; Chi# = 0.73, df =1 (P = 0.39); I?= 0%
Total (Walda) 314 155 100.0% 1.15[0.36 , 3.71]
Total events: 10 4

Test for overall effect: Z=0.23 (P =0.82)
Test for subgroup differences: Not applicable
Heterogeneity: Tau? (DLP) = 0.00; Chi?=0.73, df =1 (P = 0.39); I?= 0%

Footnotes
aCl calculated by Wald-type method.
bTau? calculated by DerSimonian and Laird method.

001 01 1 10 100
Favours Abrocitinib Favours Placebo
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128
129
130
131
132
133
134
135
136
137
138
139

140

141

Analysis. Quality of life

Abrocitinib Placebo Mean difference Mean difference
Study or Subgroup  Mean sD Total Mean sD Total Weight IV, Random, 95% CI IV, Random, 95% ClI
1.6.1 Abrocitinib 100 mg qd vs Placebo
JADE MONO-1 -7 6389113 121 -42 6580796 60 446% -280[-482,-078] —n—
JADE MONO-2 -8.3 5984368 140 -39 6081154 70 554% -440[-614 -266] — =
Subtotal (Walda) 261 130 100.0% -3.69 [-5.24, -2.13] <
Test for overall effect: Z = 463 (P < 0.00001)
Heterogeneity: Tau? (REMLDP) = 0.36; Chi® = 1.39, df = 1 (P = 0.24); I* = 28%
Total (Wald3) 261 130 100.0% -3.69 [-5.24 , -2.13] "
Test for overall effect Z = 4.63 (P < 0.00001) R - 5 10
Test for subgroup diffierences: Not applicable Favours Abrocitinib Favours Placebo

Heterogeneity: Tau® (REMLD) = 0.36; Chi® = 1.39, df = 1 (P = 0.24); 17 = 28%

Footnotes
aCl calculated by Wald-type method.

bTau® calculated by Restricted Maximum-Likelinood method.
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e-Table 16. Abrocitinib Monotherapy (200 mg) GRADE Summary of Findings (Short-term)



Abrocitinib 200mg daily monotherapy compared to Placebo short-term

Patient or population: Adolescents and adults aged 12+ with moderate to severe atopic dermatitis short-term
Intervention: Abrocitinib 200mg daily monotherapy
Comparison: Placebo

Anticipated absolute effects”

(95% Cl)
Risk with
Abrocitinib N¢@ of
Risk with 200mg daily Relative effect participants Certainty of the evidence
Outcomes Placebo monotherapy (95% Cl) (studies) (GRADE) Comments

IGA (0,1) 405 per 1,000

RR5.19 561 DDDD
follow-up: 12 weeks 78 per 1,000 (249 to 659) 13 .
CRITICAL (3.19to0 8.44) (3 RCTs) High
EASI75 621 per 1,000

RR 5.09 560 DDDD
follow-up: 12 weeks 122 per 1,000 (426 to 905) 13 .
CRITICAL (3.49t0 7.42) (3 RCTs) High
Pruritus improvement 554 per 1,000
Assessed with: PP-NRS, 24-point (359 to 852)
improvement from baseline in PP-NRS RR 3.41 552 OODD
score 163 per 1,000 (2.21t0 5.24) (3 RCTs)' High
follow-up: 12 weeks
CRITICAL

b ’ 1-3 i

CRITICAL (0.26t0 1.14) (3RCTs) High
POEM
ﬁ::zﬁie;d with: POEM, change from MD 7.16 lower _ 447 OODD
follow-up: 12 weeks (8.63 lower to 5.69 lower) (2 RCTs) High
CRITICAL
Serious Adverse Events 26 per 1.000 22 per 1,000 RR 0.87 464 OODD
follow-up: 12 weeks pert, (7 to 76) (0.26 t0 2.94) (2 RCTs) High




CRITICAL

Quality of life
Assessed with: DLQI, change from baseline MD 5.48 lower i 388 OODHD
follow-up: 12 weeks (6.79 lower to 4.18 lower) (2 RCTs) High
CRITICAL
EASI90 379 per 1,000
follow-up: 12 weeks 59 per 1,000 (215to 670) (3 ;F‘tgff 44) (3 F?C61(')s)1'3 EBSai@h@
INFORMATIVE : : g
Treatment-emergent Adverse Events 721 per 1,000 RR 1.30 464 OOOD
follow-up: 12 weeks 555 per 1,000 (616 to 843) (1.1110 1.52) (2 RCTs) High
INFORMATIVE . . g
Conjunctivitis -- per 1,000
ﬁgifj:igvmih Participants with 0 per 1,000 (0to 0) RR 4.53 231 OODD
’ . . High

follow-up: 12 weeks (0.2510 83.06) (TRCT) '8
INFORMATIVE
Nasopharyngitis 97 per 1,000
,:::Zshzdr;;ggéspartlmpants with 84 per 1,000 (52 to 180) RR 1.16 464 OODD
follow-up: 12 weeks (0.62to0 2.15) (2 RCTs) High
INFORMATIVE
Upper respiratory tract infection 62 per 1,000
Assessed with: participants with URTI 62 per 1.000 (31 to 122) RR 1.01 575 OODHD
follow-up: 12 weeks pert, (0.51 to 1.98) (3 RCTs)™ High
INFORMATIVE
Herpes Viral Infection -- per 1,000
ci?:[aisnsfee;it\;\g;h: participants with a herpes 0 per 1,000 (0to 0) RR 4.53 231 OODD
follow-up: 12 weeks (0.25to0 83.06) (1 RCT) High
INFORMATIVE

. 389 per 1,000 RR 1.48 342 OODD
Infections 263 per 1,000 (279t0542)  (1.06to 2.06) (2 RCTs) High




Assessed with: participants with any
infection

follow-up: 12 weeks

INFORMATIVE

Folliculitis 32 per 1,000
Assessed with: participants with folliculitis 26 per 1.000 (6 to 163) RR 1.26 233 OCODHD
follow-up: 12 weeks P ’ (0.251t0 6.34) (1 RCT) High

INFORMATIVE

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the
intervention (and its 95% CI).CIl: confidence interval; MD: mean difference; RR: risk ratio

Ed@lanations
%4Q8I crosses the 10% MCID and includes both meaningful benefit and harm.
144

145  Analysis. IGA (0,1)

Abrocitinib Placebo Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Gooderham 2019 21 48 3 52 181% 7.58[2.41,23.81] ——
JADE MONO-1 67 153 6 76 38.0% 5.55[2.52,12.21] .
JADE MONOQ-2 59 155 7 77T 439% 419[2.01,8.73] ——
Total (Walda) 356 205 100.0% 519 [3.19, 8.44] &
Total events: 147 16
Test for overall effect: Z =663 (P < 0.00001) 0b1 0‘1 1 1‘0 1[‘)0
Favours Placebo Favours Abrocitinib

Heterogeneity: Tau? (DLD) = 0.00; Chi? = 0.78, df = 2 (P = 0.68): I* = 0%

Footnotes
aC| calculated by Wald-type method.
bTau? calculated by DerSimonian and Laird method
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152

Analysis. EASI75

Abrocitinib Placebo Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Gooderham 2019 AN 48 8 52 316% 4200215, 8.21] —.—
JADE MONO-1 96 153 9 76 364% 5.30[2.83,9.90] ——
JADE MONO-2 94 124 8 77 31.9% 5.88 [3.01, 11.4¢] —a—
Total (Walda) 355 205 100.0% 5.09 [3.49 , 7.42) ¢
Total events: 22 25
Test for overall effect: Z = 8.45 (P < 0.00001) 0.01 01 1 10 100

Heterogeneity: Tau? (DLb) = 0.00; Chi? = 0.53, df = 2 (P = 0.77); 1= 0%

Footnotes
aCl calculated by Wald-type method.
bTau? calculated by DerSimonian and Laird method.

Analysis. Pruritus improvement

Favours Placebo Fawvours Abrocitinib

Abrocitinib Placebo Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Gooderham 2019 28 48 13 52 36.5% 2.33[1.38, 3.96] —
JADE MONO-1 84 147 11 74  339% 3.84[219,6.75] —-
JADE MONO-2 85 154 9 7 296% 472[2.91,8.87] —-—
Total (Walda) 349 203 100.0% 3.41[2.21,5.24] $
Total events: 197 33
Test for overall effect: Z = 5.58 (P < 0.00&)1} U.'::” 0?1 1 1‘0 1 60

Heterogeneity: Tau® (DLb) = 0.06; Chi* = 3.40, df = 2 (P = 0.18); I* = 41%

Footnotes
acl calculated by Wald-type method.
bTau? calculated D}’ DerSimonian and Laird method.

Favours Placebo Favours Abrocitinib
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154
155

156

157

Analysis. Discontinuations

Abrocitinib Placebo Risk ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI

Risk ratio
M-H, Random, 95% CI

Gooderham 2019 8 55 9 5 36.5% 091[0.38,2.17)
JADE MONO-1 9 154 7 77 334% 0.64[0.25, 1.66]

JADE MONO-2 5 155 10 78 30.1% 0.25[0.09, 0.71] —a

Total (Wald2) 364 211 100.0% 0.55 [0.26, 1.14]

Total events: 22 26

Test for overall effect: Z = 1.61 (P = 0.11) 061 01 1 10 100

Favours Abrocitinib

Heterogeneity: Tau? (DLb) = 0.18; Chiz = 3.52, df = 2 (P = 0.17); I* = 43%

Footnotes
aCl calculated by Wald-type method.
bTau? calculated by DerSimonian and Laird method.

Analysis. POEM

Abrocitinib Placebo Mean difference
Study or Subgroup  Mean SD Total Mean sD Total Weight IV, Random, 85% ClI

Favours Placebo

Mean difference
IV, Random, 95% CI

JADE MONO-1 -10.6 7.512895 153 -3.7 7.930488 77 47.4% -6.90[-9.03, -4.77]
JADE MONO-2 -11 6.856964 139 -36 7.539968 78 526% -7.40([-9.42, -538]
Total (Wald?) 292 156 100.0% -7.16 [-8.83, -5.69]

Test for overall effect: Z = 9.56 (P < 0.00001)

— -
—.—

<

-10

5

0

Favours Abrocitinib

Heterogeneity: Tau? (REMLP) = 0.00; Chi* = 0.1, df=1 (P = 0.74); P = 0%

Footnotes
aCl calculated by Wald-type method.
bTau® calculated by Restricted Maximum-Likelihood method.

5 10
Favours Placebo



158  Analysis. Serious adverse events

Abrocitinib Placebo Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
JADE MONO-1 5 154 3 77 T42% 0.83 [0.20, 3.40)
JADE MONO-2 2 155 1 78  258% 1.01[0.09, 10.93]
Total (Walda) 309 155 100.0% 0.87 [0.26 , 2.94]
Total events: 7 4
Test for overall effect: Z = 0.22 (P = 0.83) 0.01 01 1 10 100
Favours Abrocitinib Favours Placebo

Heterogeneity: Tau? (DLP) = 0.00; Chi* = 0.02, df = 1 (P = 0.89); I = 0%
Footnotes

aCl calculated by Wald-type method.

bTau? calculated by DerSimonian and Laird method.
159

160
161 Analysis. Quality of life

Abrocitinib Placebo Mean difference Mean difference
Study or Subgroup  Mean sD Total  Mean sD Total Weight IV, Random, 95% CI IV, Random, 95% ClI
JADE MONO-1 -9.1 6.334997 19 -42 6.580796 60 41.8% -490[-692,-288] —-—
JADE MONO-2 -98 5664449 139 -39 6.081154 70 582% -590[-7.61,-4.19] —
Total (Walda) 258 130 100.0% -5.48 [-6.79, -4.18] ’
Test for overall effect: Z = 8.24 (P < 0.00001) _1:0 _:5 0 5 1:0
Favours Abrocitinib Favours Placebo

Heterogeneity: Tau? (REMLP) = 0.00; Chi* = 0.55, df = 1 (P = 0.46); I? = 0%

Footnotes
aCl calculated by Wald-type method.
bTau? calculated by Restricted Maximum-Likelihood method.
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176

177 e-Table 17. Abrocitinib Combination Therapy (100 mg) GRADE Summary of Findings (Short-term)

Abrocitinib 100mg daily + TCS compared to Placebo + TCS short-term*

Patient or population: Adolescents and adults aged 12+ with moderate to severe atopic dermatitis short-term
Intervention: Abrocitinib 100mg daily + TCS
Comparison: Placebo + TCS

Anticipated absolute effects”

(95% Cl)
Risk with
Abrocitinib N of Certainty of the
Risk with 100mg daily + Relative effect participants evidence
Outcomes Placebo + TCS TCS (95% ClI) (studies) (GRADE) Comments
IGA (0,1) 348 per 1,000
RR 2.70 354 DDDD
follow-up: 16 weeks 129 per 1,000 (213 to 568) .
CRITICAL (1.65t0 4.40) (1 RCT) High
EASI75 604 per 1,000
_ RR1.97 353 DDDD
follow-up: 16 weeks 306 per 1,000 (454 to 800) (1.48 t0 2.61) (1RCT) High

CRITICAL




Pruritus improvement

318 per 1,000

. SA-point i
pert, (1.44 to 3.66) (1 RCT) High
follow-up: 16 weeks
CRITICAL
e e AN rtoe sy mRoss oo
CRITICAL (0.21t0 2.12) (1 RCT) High
POEM
ﬁ:zzﬁizd with: POEM, change from MD 4.2 lower _ 366 OOOD
follow-up: 16 weeks (5.76 lower to 2.64 lower) (1 RCT) High
CRITICAL
Serious Adverse Events 25 per 1,000
RR1.10 369 DDDD
follow-up: 16 weeks 23 per 1,000 (6 to 99) .
CRITICAL (0.28 t0 4.33) (1 RCT) High
Quality of life
Assessed with: DLQI, change from baseline MD 2.8 lower i 369 Y12 1@)
follow-up: 16 weeks (3.9 lower to 1.7 lower) (1 RCT) Moderate®
CRITICAL
EASI90 378 per 1,000
follow-up: 16 weeks 115 per 1,000 (229 to 625) 2 33’22046) ('ISF?(S;T) 693616
INFORMATIVE ) ’ g
Treatment-emergent Adverse Events 508 per 1,000 RR 0.95 369 ODOD
follow-up: 16 weeks 534 per 1,000 (417 to 625) (0.78101.17) (1RCT) High
INFORMATIVE : : g
Conjunctivitis 8 per 1,000
ﬁzzfj:ce:gv\:\;:tsh participants with 23 per 1,000 (1to 50) RR 0.37 369 OODD
follow-up: 16 weeks (0.06t0 2.17) (1 RCT) High
INFORMATIVE
. 93 per 1,000 RR1.35 369 DDDD
Nasopharyngitis 69 per 1,000 (44 to 195) (0.64 to 2.84) (1RCT) High




Assessed with: participants with
nasopharyngitis
follow-up: 16 weeks

INFORMATIVE

Upper respiratory tract infection 50 per 1,000

Assessed with: participants with URTI 46 per 1.000 (19to 131) RR1.10 369 bODD

follow-up: 16 weeks P ’ (0.42102.87) (1 RCT) High

INFORMATIVE

Herpes Viral Infection -- per 1,000

éisr:?isns%zit\:\g;h: participants with a herpes 0 per 1,000 (0to 0) RR 2.76 369 OOOD

) . . High

follow-up: 16 weeks (01310 57.09) (TRCT) '8

INFORMATIVE

Infections 429 per 1,000

;Ansfze;;soend with: participants with any 252 0er 1.000 (244 to 754) RR 1.85 112 OODD
pert, (1.05 to 3.25) (1RCT) High

follow-up: 16 weeks
INFORMATIVE

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the
intervention (and its 95% CI). Cl: confidence interval; MD: mean difference; RR: risk ratio

178  Explanations

179 a. Imprecision: The 95 % CI crosses the prespecified MCID (3.3 points)
180

181

182

183 e-Table 18. Abrocitinib Combination Therapy (200 mg) GRADE Summary of Findings (Short-term)

Abrocitinib 200mg daily + TCS compared to Placebo + TCS short-term*

Patient or population: Adolescents and adults aged 12+ with moderate to severe atopic dermatitis short-term
Intervention: Abrocitinib 200mg daily + TCS
Comparison: Placebo + TCS




Anticipated absolute effects”

(95% Cl)
Risk with
Abrocitinib [\ o} Certainty of the
Risk with 200mg daily + Relative effect participants evidence
Outcomes Placebo + TCS TCS (95% Cl) (studies) (GRADE) Comments
IGA (0,1) 475 per 1,000
RR 3.68 345 DDDD
follow-up: 16 weeks 129 per 1,000 (294 to 766) .
CRITICAL (2.28t0 5.94) (1 RCT) High
EASI75 711 per 1,000
RR 2.32 345 DDDD
follow-up: 16 weeks 306 per 1,000 (539 to 938) .
CRITICAL (1.76 to 3.06) (1 RCT) High
Pruritus improvement 492 per 1,000
Assessed with: PP-NRS, 24-point (313 to 770)
improvement from baseline in PP-NRS RR 3.55 356 DPPD
score 138 per 1,000 (2.26 t0 5.56) (1RCT) High
follow-up: 16 weeks
CRITICAL
E)IlT:v?/I_’I:;:l:th:e?(:e to fdverse Event 38 per 1,000 4‘(11F5,iro11’gg)0 pr 1.16 357 OO
CRITICAL (0.40 to 3.32) (1 RCT) High
POEM
ﬁ:::zzzd with: POEM, change from MD 7.5 lower _ 357 OPOD
follow-up: 16 weeks (9.03 lower to 5.97 lower) (1 RCT) High
CRITICAL
Severe Adverse Event 18 per 1,000
RR0.77 357 DDDD
follow-up: 16 weeks 23 per 1,000 (4 to 78) .
CRITICAL (0.18to 3.40) (1 RCT) High
Serious Adverse Events 9 per 1,000
) RR 0.39 357 DDDD
follow-up: 16 weeks 23 per 1,000 (2 to 52) (0.07 to 2.28) (1RCT) High

CRITICAL




Quality of life

Assessed with: DLQI, change from baseline MD 5.5 lower ) 357 bPOPD
follow-up: 16 weeks (6.6 lower to 4.4 lower) (1 RCT) High
CRITICAL
EASI90 487 per 1,000
follow-up: 16 weeks 115 per 1,000 (297 to 798) 2 22,{40'2597) (13§C7)T) eaf_?i@h@
INFORMATIVE ) ) g
Treatment-emergent Adverse Events 620 per 1,000
follow-up: 16 weeks 534 per 1,000 (513 to 748) (© 2::0":640) (13F?C7)T) 693616
INFORMATIVE : ' g
Conjunctivitis 13 per 1,000
Assessed with: Participants with (3 to 65) RR 0.58 357 OOOD
conjunctivitis 23 per 1,000 ’ :
follow-up: 16 weeks (0.12t0 2.83) (1 RCT) High
INFORMATIVE
Nasopharyngitis 67 per 1,000
Assessed with: participants with (30to 148) RR 0.97 357 OOOD
nasopharyngitis 69 per 1,000 ’ ;

Y . High
follow-up: 16 weeks (0.44102.15) (TRCT) '8
INFORMATIVE
Upper respiratory tract infection 53 per 1,000
Assessed with: participants with URTI 56 per 1.000 (31 to 94) RR 0.96 932 DOPOPD
follow-up: 16 weeks P ’ (0.55t0 1.69) (4 RCTs) High
INFORMATIVE
Herpes Viral Infection -- per 1,000
Assessed with: participants with a herpes (0to 0) RR 5.23 357 OOOD
viral infection 0 per 1,000 (0.28 t0 96.44) (1 RCT) High

follow-up: 16 weeks
INFORMATIVE

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the

intervention (and its 95% CI). Cl: confidence interval; MD: mean difference; RR: risk ratio
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e-Table 19. Abrocitinib Monotherapy (100 mg) GRADE Summary of Findings (Long-term)

Abrocitinib 100mg daily monotherapy compared to Placebo long-term’

Patient or population: Adolescents and adults aged 12+ with moderate to severe atopic dermatitis long-term
Intervention: Abrocitinib 100mg daily monotherapy
Comparison: Placebo

Anticipated absolute effects”
(95% CI)

Risk with

Certainty of the

Risk with  Abrocitinib 100mg Relative effect N@ of participants evidence
Outcomes Placebo daily monotherapy (95% CI) (studies) (GRADE) Comments
follow-up: 52 weeks mrper s RR3M 2000
CRITICAL 1,000 (2.17 t0 4.53) (1 RCT) High
fo?lil\;-sup' 52 weeks 140 per 4(63532': 16’4?50)o - 522 OO
CRITICAL 1,000 (2.39t0 4.60) (1 RCT) High
Pruritus improvement 273 per 1,000
E:s’;lﬁr?e, iE:I_DpPO-II\rl]IE{ISn‘;F():fr\;emem o 83 per 1,000 reto®sh RigyZ8 468 POOD
follow-up: 52 weeks (2.06t0 5.21) (1 RCT) High
CRITICAL
Discontinuation due to Adverse 19 per 1,000
Events (5to 70) RR 1.26 532 (Sl
Follow-up: 40 weeks 15 per 1,000 (0.34 0 4.64) (1RCT) High
CRITICAL
Serious Adverse Events 8 per 1,000
RR 1.01 532 DDDD
Follow-up: 40 weeks 7 per 1,000 (1 to 53) .
CRITICAL (0.14t0 7.10) (1 RCT) High
Flares 429 per 1,000
_ . 809 per RR 0.53 532 DPPD
Assessed with: number of patients 1,000 (364 to 493) (0.45 0 0.61) (1RCT) High

with loss of response requiring




rescue medication
follow-up: 40 weeks

CRITICAL

onAl‘lilv?/?u p: 52 weeks 106 per 3(72552?; 1’5?20)0 RR 3.54 522 OO
Treatment-emergent Adverse 539 per 1,000

Events 453 per (453 to 639) RR1.19 532 (SlTeLe)
Follow-up: 40 weeks 1,000 (1.00to 1.41) (1 RCT) High
INFORMATIVE

Serious Infections 8 per 1,000

Follow-up: 40 weeks (0.14to 7.10) (1 RCT) High
INFORMATIVE

Any Infection 117 per 1,000

;Ansfztcajisoend with: patients with any 49 per 1,000 (63 to 219) RR 2.40 532 OPDD
Follow-up: 40 weeks (1.29t0 4.49) (1 RCT) High
INFORMATIVE

Herpes Viral Infection 8 per 1,000

s
follow-up: 40 weeks (0.14to0 7.10) (1 RCT) High
INFORMATIVE

Nasopharyngitis 38 per 1,000

ﬁ::gzshzc:;;/]gnéspartlmpants with 19 per 1,000 (13 to 109) RR 2.02 532 ODOD
Follow-up: 40 weeks (0.70t0 5.82) (1 RCT) High
INFORMATIVE

Upper respiratory tract infection 30 per 1,000

Assessed with: participants with URTI 22 per 1.000 (11 to 86) RR1.34 532 DODD
Follow-up: 40 weeks pert, (0.47 to 3.82) (1RCT) High

INFORMATIVE




Severe adverse events 34 per 1,000

follow-up: 40 weeks 56 per 1,000 (15 to 76) © ;;‘t?).?OSG) (15:§T) @ﬁﬁi@
INFORMATIVE : : g

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the
intervention (and its 95% CIl). Cl: confidence interval; RR: risk ratio

References

1. Blauvelt A, Silverberg JI, Lynde CW, Bieber T, Eisman S, Zdybski J et al. Abrocitinib induction, randomized withdrawal, and
retreatment in patients with moderate-to-severe atopic dermatitis: Results from the JAK1 Atopic Dermatitis Efficacy and
Safety (JADE) REGIMEN phase 3 trial. ] Am Acad Dermatol 2022;86:104-12.

e-Table 20. Abrocitinib Monotherapy (200 mg) GRADE Summary of Findings (Long-term)

Abrocitinib 200mg daily monotherapy compared to Placebo long-term’

Patient or population: Adolescents and adults aged 12+ with moderate to severe atopic dermatitis who responded to abrocitinib at 12 weeks
Intervention: Abrocitinib 200mg daily monotherapy
Comparison: Placebo

Anticipated absolute effects”

(95% CI)
Risk with Certainty of the
Risk with  Abrocitinib 200mg Relative effect N© of participants evidence
Outcomes Placebo daily monotherapy (95% CI) (studies) (GRADE) Comments

follow-up: 40 weeks mrper SR FRe o2t 2000
CRITICAL 1,000 (3.25t0 6.53) (1 RCT) High
EASI75 657 per 1,000
follow-up: 40 weeks 140 per (482 to 898) RR 4.69 521 OO

CRITICAL 1,000 (3.4410 6.41) (1RCT) High




Pruritus improvement

490 per 1,000

Assessed with: PP-NRS, 24-point (318 to 756)
improvement from baseline in PP- 83 per 1,000 RR 5.88 456 @Q@EB
NRS score (3.82t09.07) (1 RCT) High
follow-up: 40 weeks
CRITICAL
Discontinuation due to Adverse 60 per 1,000
Events 15 per 1.000 (20 to 178) RR 4.02 533 11 1@)
follow-up: 40 weeks pert, (1.36to 11.85) (1 RCT) Moderate®
CRITICAL
Severe adverse events 56 per 1,000

RR 1.00 533 SIS1S1@)
follow-up: 40 weeks 56 per 1,000 (28 to 113) b
CRITICAL (0.50to 2.01) (1 RCT) Moderate
Serious Adverse Events 49 per 1,000

RR 6.52 533 000
follow-up: 40 weeks 7 per 1,000 (11 to 214) R
CRITICAL (1.49to 28.63) (1 RCT) Moderate
Flares 186 per 1,000
Assessed with: number of patients (146 to 243)
with loss of response requiring 809 per RR 0.23 533 DODD
rescue medication 1,000 (0.18 t0 0.30) (1 RCT) High
follow-up: 40 weeks
CRITICAL
onAllilv?/?u p: 40 weeks 106 per 5(‘?3572?; 17’;70)0 RR5.14 521 OO0
INFORMATIVE 1,000 (3.56t0 7.42) (1 RCT) High
Treatment-emergent Adverse 630 per 1,000
Events 453 per (539 to 743) RR1.39 533 OOED
follow-up: 40 weeks 1,000 (1.19to 1.64) (1 RCT) High
INFORMATIVE
Serious Infections 19 per 1,000

pert, (0.49t0 12.82) (1 RCT) High

follow-up: 40 weeks
INFORMATIVE




Any Infection

Assessed with: patients with any
infection

follow-up: 40 weeks
INFORMATIVE

49 per 1,000

166 per 1,000

(91 to 300) RR 3.40

(1.87t0 6.16)

533
(1 RCT)

CODD
High

Herpes Viral Infection

Assessed with: participants with a
herpes viral infection

follow-up: 40 weeks
INFORMATIVE

7 per 1,000

34 per 1,000

(7 to 155) RR 4.52

(0.99 to 20.71)

533
(1 RCT)

®o00

Moderate®

Nasopharyngitis

Assessed with: participants with
nasopharyngitis

follow-up: 40 weeks
INFORMATIVE

19 per 1,000

68 per 1,000

(25to 180) RR 3.61

(1.36t0 9.59)

533
(1RCT)

SODD
High

Upper respiratory tract infection

Assessed with: participants with URTI

follow-up: 40 weeks
INFORMATIVE

22 per 1,000

30 per 1,000
(11 to 85) RR 1.34
(0.47 to 3.80)

533
(1 RCT)

SODD
High

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the

intervention (and its 95% CI). Cl: confidence interval; RR: risk ratio

Explanations

a. Cl crosses the 10% MCID threshold and includes both clinically important harm and no important difference.

b. Cl consistent with both meaningful benefit and harm (based on MID of 2%)
c. Cl consistent with no difference and meaningful harm (based on MID of 2%)

d. Cl crosses the 20% MCID threshold and includes no important difference and clinically important harm.

References

1. Blauvelt A, Silverberg JI, Lynde CW, Bieber T, Eisman S, Zdybski J et al. Abrocitinib induction, randomized withdrawal, and
retreatment in patients with moderate-to-severe atopic dermatitis: Results from the JAK1 Atopic Dermatitis Efficacy and
Safety (JADE) REGIMEN phase 3 trial. ] Am Acad Dermatol 2022;86:104-12.



e-Table 21. Baricitinib Monotherapy (2 mg) GRADE Summary of Findings (Short-term)

Baricitinib 2mg monotherapy daily for 16 weeks compared to Placebo

Patient or population: Adolescents and adults aged 12+ with moderate to severe atopic dermatitis
Intervention: Baricitinib 2mg monotherapy daily for 16 weeks
Comparison: Placebo

Anticipated absolute effects” (95%
Cl)

Risk with
Baricitinib 2mg

N@ of

Certainty of the

Risk with monotherapy daily Relative effect participants evidence
Outcomes Placebo for 16 weeks (95% CI) (studies) (GRADE)
IGA (0,1) 147 per 1,000
RR 3.04 1032 eo00
follow-up: 16 weeks 49 per 1,000 (96 to 227) 12 R
CRITICAL (1.97 to 4.68) (3 RCTs) Moderate
EASI75 216 per 1,000
RR 2.82 1032 SO
follow-up: 16 weeks 77 per 1,000 (154 to 302) b
CRITICAL (2.01 to 3.95) (3 RCTs) Moderate
Pruritus improvement 179 per 1,000
Assessed with: PP-NRS 24-point (117 to 271) RR 3.06 934 e
Improvement 58 per 1,000 (2.01 to 4.64) (3RCTs) Moderate®
follow-up: 16 weeks
CRITICAL
Discontinuation due to Adverse 18 per 1,000
Event (7 to 46) RR1.17 1030 (SleTeLs)
follow-up: 16 weeks 16 per 1,000 (0.47 to 2.95) (3RCTSs) High
CRITICAL
POEM
fArzTﬁis:sde\l/;l,-I;h: POEM, mean change MD 4.57 lower ] 509 BDO
(6.04 lower to 3.11 lower) (3 RCTs) Moderate®

follow-up: 16 weeks
CRITICAL




Serious Adverse Events 14 per 1,000
RR 0.50 1030 DDDD
follow-up: 16 weeks 28 per 1,000 (5to 37) .
CRITICAL (0.19t0 1.31) (3 RCTs) High
Flares 519 per 1,000
?j:szis::;; patients requiring 702 per (463 to 575) RR 0.74 1032 DD
follow-up: 16 weeks 1,000 (0.66 t0 0.82) (3 RCTs) High
CRITICAL
Quality of life
,fé;zsr,ss;)s:sde\l/i\/rl]teh: DLQI, mean change MD 3.03 lower ] 508 e
(4.14 lower to 1.92 lower) (3 RCTs) Moderate®
follow-up: 16 weeks
CRITICAL
EASI90 132 per 1,000
follow-up: 16 weeks 36 per 1,000 (80to217) 2 2;‘;2703) (3132_?_8) Me?)?eeraact;
INFORMATIVE ) )
INFORMATIVE 1,000 (0.93t0 1.17) (3 RCTs) High
Serious Infections 7 per 1,000
follow-up: 16 weeks 7 per 1,000 (0to 109) © OF;F:C;I 1051 94) 1 i:gTV I\ifgigef
INFORMATIVE ) )
Herpes Simplex 38 per 1,000
follow-up: 16 weeks 23 per 1,000 (18 to 79) © ;‘7Rt1).:136) (31F?C3;(T)s) @ﬁﬁi@
INFORMATIVE ) ) g
Upper respiratory tract infection 42 per 1,000
follow-up: 16 weeks 31 per 1,000 (28 to 77) (© 7Rthl'2347) (3132_?8) @E{Biei@
INFORMATIVE ' ' 8
Conjunctivitis 16 per 1,000
) RR1.34 739 DDDD
follow-up: 16 weeks 12 per 1,000 (5to 57) (0.38 t0 4.71) (2 RCTs)? High

INFORMATIVE

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the

intervention (and its 95% CI). Cl: confidence interval; MD: mean difference; RR: risk ratio




Explanations

a. Cl consistent with no meaningful difference and benefit (based on MID of 12%)

b. Cl consistent with no meaningful difference and benefit (based on MID of 15%)

c. Cl consistent with no meaningful difference and benefit (based on MID of 10%)

d. Cl consistent with no meaningful difference and benefit (based on MID of 3.4 points)

e. Cl consistent with no meaningful difference and benefit (based on MID of 3.3 points)

f. Low event rate in moderate sample leading to wide Cl consistent with no meaningful difference and harm (based on MID of 2%)

Analysis. IGA (0,1)

Baricitinib Placebo Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
BREEZE-AD1 14 123 12 249 34.0% 2.36[1.13,4.95 ——
BREEZE-AD2 13 123 1 244 31.68% 2.34[1.08, 5.08] =
BREEZE-ADS5 35 147 8 146  34.4% 4.35[2.09, 9.05] ——
Total 393 639 100.0%  3.04[1.97, 4.68] 2
Total events: 62 31
Test for overall effect: Z = 5.05 (P < 0.00001) 0.01 0.1 10 100
Favours Placebo Favours Baricitinib

Heterogeneity: Chi* = 1.79, df =2 (P =0.41); F=0%

Analysis. EASI75

Baricitinib Placebo Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
BREEZE-AD1 23 123 22 249 39.8% 2.12[1.23, 3.64] -
BREEZE-AD2 22 123 15 244 27.5% 291[1.57,541] ——
BREEZE-ADS 43 146 12 147 32.7% 3.61[1.98, 6.56] -
Total 392 640 100.0% 2.82[2.01, 3.95] ‘
Total events: 88 49
Test for overall effect: Z = 6.03 (P < 0.00001) 0.01 0.1 10 100
Favours Placebo Favours Baricitinib

Heterogeneity: Chiz = 1.74, df =2 (P = 0.42); I’ = 0%



Analysis. Pruritus improvement

Baricitinib Placebo Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
BREEZE-AD1 12 100 16 222  40.5% 1.67[0.82, 3.39] 1
BREEZE-AD2 16 106 10 213 27T1% 3.22[1.51,6.84] —.—
BREEZE-AD5 37 146 8 147  32.5% 4.66 [2.25 , 9.65] .
Total Ja2 582 100.0% 3.06 [2.01, 4.64] ’
Total events: 65 34

Test for overall effect: Z = 5.24 (P < 0.00001)

0.01

0.1

Favours Placebo

Heterogeneity: Chi = 4.11,df=2 (P =0.13); F=51%

Analysis. Discontinuation due to adverse events

10 100
Favours Baricitinib

Baricitinib Placebo Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
BREEZE-AD1 1 123 4 249  33.2% 0.51[0.06 , 4.48] .
BREEZE-AD2 3 123 2 244 16.8% 2.98[0.50, 17.57] ——
BREEZE-ADS 4 145 4 146  50.0% 1.01[0.26 , 3.95]
Total 391 639 100.0%  1.17 [0.47 , 2.95]
Total events: 8 10
Test for overall effect: Z = 0.34 (P = 0.74) 001 o T 100

Heterogeneity: Chi? = 1.67, df=2 (P =0.43); = 0%

Favours Baricitinib

Favours Placebo



Analysis. POEM

Baricitinib Placebo Mean difference Mean difference
Study or Subgroup  Mean sSD Total Mean sSD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
BREEZE-AD1 £26 6562103 52 -268 6448814 72 399% -358[-590,-126] —a—
BREEZE-AD2 -T06 6.071573 40 -148 6.057326 52 345% -558([-8.08,6-308] —
BREEZE-ADS -T44 10246423 146 -2 67 14743216 147 255% -477[-7.68, -186] —
Total 238 271 100.0% -4.57 [-6.04, -3.11] ’
Test for overall effect: Z = 6.10 (P < 0.00001) _1’ 0 l5 0 é 1=n

Favours Baricitinib
Heterogeneity: Chi* = 1.34 df =2 (P =0.51); IF = 0%

Analysis. Serious adverse events

Favours Placebo

Baricitinib Placebo Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
BREEZE-AD1 0 123 6 249 32.3% 016[0.01,273] +——®——
BREEZE-AD2 3 123 9 244 452%  0.66[0.18, 2.40] ——
BREEZE-AD5 2 145 3 146 224%  0.67[0.11,3.96] —a—
Total 391 639 100.0%  0.50 [0.19, 1.31] S .
Total events: 5 18
Test for overall effect: Z = 1.41 (P = 0.16) 0.01 0.1 10 100

Favours Baricitinib
Heterogeneity: Chi* = 0.93, df =2 (P =0.63); > = 0%

Favours Placebo



Analysis. Flare Prevention

Baricitinib Placebo Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
BREEZE-AD1 66 123 166 249  33.2% 0.80 [0.67 , 0.97]
BREEZE-AD2 81 123 187 244 37.9% 0.86[0.74 , 0.99]
BREEZE-AD5 48 146 96 147  28.9% 0.50[0.39, 0.65] -
Total 392 640 100.0% 0.74 [0.66 , 0.82] 0
Total events: 195 449
Test for overall effect: Z = 5.54 (P < 0.00001) 0.01 0.1 1 10 100
Favours Baricitinib Favours Placebo

Heterogeneity: Chi? = 13.37, df = 2 (P = 0.001); I* = 85%

Analysis. Quality of life

Baricitinib Placebo Mean difference Mean difference
Study or Subgroup  Mean sD Total  Mean sD Total Weight IV, Fixed, 95% ClI IV, Fixed, 95% CI
BREEZE-AD1 4.3 490355 52 -2.46  4.802905 71 40.9% -1.84[-3.58,-0.10] ——
BREEZE-AD2 -7.44 4490434 40  -3.35 4.470584 52 362% -4.09[-594,-2.24] ——
BREEZE-ADS -1.46 8.397717 146 -3.87 11.627257 147 229% -349[-5.81 -1.17] —_—
Total 238 270 100.0% -3.03 [4.14,-1.92] <5
Test for overall effect: Z = 5.35 (P < 0.00001) dfo % 0 3 10
Favours Baricitinib Favours Placebo

Heterogeneity: Chi = 3.21, df = 2 (P = 0.20); 12 = 38%
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e-Table 22. Baricitinib Monotherapy (4 mg) GRADE Summary of Findings (Short-term)

Baricitinib 4mg monotherapy daily for 16 weeks compared to Placebo

Patient or population: Adolescents and adults aged 12+ with moderate to severe atopic dermatitis
Intervention: Baricitinib 4mg monotherapy daily for 16 weeks
Comparison: Placebo

Anticipated absolute effects” (95%

Cl)
Risk with
Baricitinib 4mg Certainty of the
Risk with monotherapy daily Relative effect Ne@ of participants evidence
Outcomes Placebo for 16 weeks (95% CI) (studies) (GRADE) Comments

IGA (0,1) 153 per 1,000

RR 3.28 741 eea0O
follow-up: 16 weeks 47 per 1,000 (93 to 251) ; R
CRITICAL (2.00t0 5.39) (2 RCTs) Moderate
EASI75 230 per 1,000

RR 3.06 741 BIel@)
follow-up: 16 weeks 75 per 1,000 (157 to 338) b
CRITICAL (2.09t0 4.50) (2 RCTs) Moderate
Pruritus improvement 204 per 1,000
Assessed with: PP-NRS, 24- (129 to 322)
point improvement from 60 per 1.000 RR 3.41 647 Yo Y1@)
baseline in PP-NRS score P ’ (2.16t0 5.39) (2 RCTs) Moderate®
follow-up: 16 weeks
CRITICAL
Discontinuation due to 12 per 1,000
Adverse Event 12 per 1,000 (3to 48) © ;:;'2995) @ ;ASTS) eaﬂaigi@

follow-up: 16 weeks




CRITICAL

POEM The mean MD 5.58 lower
Assessed with: PO!EM, mean POEM, mean (7.18 lower to 3.97 042 OPDD
change from baseline lower) - .
change from (2 RCTs) High
follow-up: 16 weeks baseline was 0
CRITICAL
Serious Adverse Events 12 per 1,000
RR 0.40 741 DDDD
follow-up: 16 weeks 30 per 1,000 (4 to 41) .
CRITICAL (0.12to0 1.36) (2 RCTs) High
Flares 494 per 1,000
follow-up: 16 weeks (0.60t0 0.79) (2 RCTs) High
CRITICAL
Quality of ll_fe T e BIE, MD 4.26 lower
Assessed with: DLQI, mean (5.46 lower to 3.06
) mean change 241 ®©000O
change from baseline . lower) - d
from baseline (2 RCTs) Moderate
follow-up: 16 weeks was 0
CRITICAL
EASI90 145 per 1,000
follow-up: 16 weeks 37 per 1,000 (84 to 250) 2 :1Rt:c;).2885) 2 Z{ASTS) Me?)?:?agc
INFORMATIVE ) )
Treatment-emergent Adverse 563 per 1,000
Events (491 to 640) RR 1.02 741 (Sl
follow-up: 16 weeks 552 per 1,000 (0.89t0 1.16) (2 RCTs) High
INFORMATIVE
Herpes Simplex 57 per 1,000
follow-up: 16 weeks 28 per 1,000 (27 t0 117) (© ::tl.291 1) 2 Z{ASTS) @ﬁﬁi@
INFORMATIVE : : g
Upper respiratory tract 32 per 1,000
infection (18 to 79) RR 1.45 741 CPDD
follow-up: 16 weeks 22 per 1,000 (0.59 to 3.55) (2 RCTs) High

INFORMATIVE




Conjunctivitis 6 per 1,000

follow-up: 16 weeks 12 per 1,000 (1to 33) © g:tg.geeg) P Z{ASTS) GBS?iEE]@
INFORMATIVE : : g

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the
intervention (and its 95% CI). Cl: confidence interval; MD: mean difference; RR: risk ratio

Explanations

a. Cl consistent with no meaningful difference and benefit (based on MID of 12%)

b. Cl consistent with no meaningful difference and benefit (based on MID of 15%)

c. Cl consistent with no meaningful difference and benefit (based on MID of 10%)

d. Cl consistent with no meaningful difference and benefit (based on MID of 3.3 points)

Analysis. IGA (0,1)

Baricitinib Placebo Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% CI
BREEZE-AD1 21 125 12 249 52.1% 3.49[1.77 , 6.85] -
BREEZE-AD2 17 123 1 244 47.9% 3.07[1.48,6.34] ——
Total 248 493 100.0%  3.28 [2.00, 5.39] <
Total events: 38 23
Test for overall effect: Z =4.71 (P < 0.00001) 001 01 0 100

Favours Placebo Favours Baricitinib

Heterogeneity: Chi* = 0.06, df =1 (P =0.80); = 0%



Analysis. EASI75

Nemolizumab Placebo

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

BREEZE-AD1 31 125 22 249 59.4%
BREEZE-AD2 26 123 15 244 40.6%
Total 248 493 100.0%
Total events: 57 37

Test for overall effect: Z=5.71 (P < 0.00001)

Heterogeneity: Chiz = 0.26, df = 1 (P = 0.61); I = 0%

Analysis. Pruritus improvement

Baricitinib Placebo

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

Risk ratio Risk ratio
M-H, Fixed, 95% CI

2.81[1.70, 4.64] &

3.44[1.89,6.25] B
3.06 [2.09, 4.50] <

001 0.1 1 10 100
Favours Placebo Favours Nemolizumab
Risk ratio Risk ratio

M-H, Fixed, 95% CI

BREEZE-AD1 23 105 16 222 606%
BREEZE-AD2 20 107 10 213 39.4%
Total 212 435 100.0%
Total events: 43 26

Test for overall effect: Z = 5.24 (P < 0.00001)

Heterogeneity: Chi# =0.32, df =1 (P = 0.57); 2= 0%

3.04[1.68 ,5.51]
3.98[1.93,8.20]

3.41[2.16, 5.39]

i
-

<

001 01 1
Favours Placebo

10 100
Favours Baricitinib



Analysis. Discontinuation due to adverse events

Baricitinib Placebo Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
BREEZE-AD1 1 125 4 249 66.6% 0.50[0.06 , 4.41] ——
BREEZE-AD2 2 123 2 244  334% 1.98[0.28 ,13.91] ——
Total 248 493 100.0% 0.99 [0.25, 3.95]
Total events: 3 6
Test for overall effect: Z = 0.01 (P = 0.99) 0.01 0.1 1 10 100

Favours Baricitinib Favours Placebo

Heterogeneity: Chi® = 0.87, df =1 (P =0.35); I’= 0%

Analysis. POEM

Baricitinib Placebo Mean difference Mean difference
Study or Subgroup  Mean sD Total Mean sD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
BREEZE-AD1 -7.64 669328 70 -2 68 6448814 72 549% -516[-7.32,-3.00] —
BREEZE-AD2 -7.56 6096819 48 -1.48 6057326 52 451% -6.08[-8.46 -3.70] ——
Total 118 124 100.0% -5.58 [-7.18, -3.97] <o
Test for overall effect: Z = 6.82 (P < 0.00001) {0 5 0 3 1o
Favours Baricitinib Favours Placebo

Heterogeneity: Chi* = 0.31,df = 1 (P = 0.58); F = 0%



Analysis. Serious adverse events

Baricitinib Placebo Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
BREEZE-AD1 2 125 6 249  39.9% 0.66[0.14 , 3.24] ——
BREEZE-AD2 1 123 9 244 80.1% 0.22[0.03,1.72] —a—
Total 248 493 100.0% 0.40[0.12, 1.36] ’-
Total events: 3 15
Test for overall effect: Z=1.47 (P = 0.14) 0.01 01 p 10 100

Heterogeneity: Chiz = 0.72, df = 1 (P = 0.40); 7= 0%

Analysis. Flare Prevention

Favours Baricitinib Favours Placebo

Baricitinib Placebo Risk ratio Risk ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
BREEZE-AD1 51 125 166 249 47.0% 0.61[0.49, 0.77] o
BREEZE-AD2 72 123 187 244  53.0% 0.76 [0.65, 0.90] n
Total 248 493 100.0% 0.69 [0.60, 0.79] .
Total events: 123 353
Test for overall effect: Z = 5.29 (P < 0.00001) 0.01 0.1 1 10 100

Heterogeneity: Chi# = 2.49, df =1 (P = 0.11); I = 60%

Favours Baricitinib Favours Placebo



Analysis. Quality of life

Baricitinib Placebo Mean difference Mean difference
Study or Subgroup Mean  SD  Total Mean  SD  Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
BREEZE-AD1 676 501996 70 -2.46 4.802905 71 545% -430[592,-268] —-m-
BREEZE-AD2 756 4.572614 48 335 4.470884 52 455% -4.21[5.98,-244] ——
Total 118 123 100.0% -4.26 [-5.46 , -3.06] <&
Test for overall effect Z = 6 97 (P < 0.00001) 4o % ) 3 o
Favours Bancitiniby Fawvours Placebo

Heterogeneity: Chi = 0.01, df = 1 (P = 0.94); I2 = 0%
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e-Table 23. Baricitinib Combination Therapy (2 mg) GRADE Summary of Findings (Short-term)

Baricitinib 2mg daily + TCS for 16 weeks compared to Placebo + TCS

Patient or population: Adolescents and adults aged 12+ with moderate to severe atopic dermatitis
Intervention: Baricitinib 2mg daily + TCS for 16 weeks
Comparison: Placebo + TCS

Anticipated absolute effects”
(95% Cl)

Risk with Certainty of the
Placebo + Risk with Relative effect N@ of participants evidence
Outcomes TCS Baricitinib 2mg (95% CI) (studies) (GRADE) Comments




daily + TCS for 16

weeks
:Sfosi:) : 16 weeks 116 per 1(91832?(; 12,9080)0 RR1.71 OO0
CRITIG AE' 1,000 (1.14t0 2.58) 3 RCTs) Moderate?
0600
CRITICAE. 1,000 (1.27 to0 2.28) (3RCTs)™3 Moderate®
Pruritus improvement 306 per 1,000
Assessed with: PP-NRS, 24-point (205 to 456)
improvement from baseline in PP- 142 per RR 2.15 479 o1o1e1@)
NRS score 1,000 (1.44t0 3.21) (2 RCTs)™3 Moderate®
follow-up: 16 weeks
CRITICAL
Discontinuation due to Adverse 10 per 1,000
Event (2 to 60) RR 0.29 313 PPDD
follow-up: 16 weeks 36 per 1,000 (0.051t0 1.67) (2 RCTs)?? High
CRITICAL
The mean MD 2.99 lower
POEM . POEM, (4.48 lower to 1.5
Assessed with: POEM, mean change
. mean lower) 466 CIe]@)
from baseline - 13 d
change from (2 RCTs)" Moderate
follow-up: 16 weeks baseline
CRITICAL
was 0
Serious Adverse Events 13 per 1,000
RR 0.50 303 ®e00
follow-up: 16 weeks 25 per 1,000 (2 to 68) 23 R
CRITICAL (0.09to 2.65) (2 RCTs) Low
Flares 46 per 1,000
?:::j:is::;; patients requiring 62 per 1,000 (17 to 129) RR 0.50 218 OPDD
’ 3 .
follow-up: 16 weeks (0.18to0 1.41) (1 RCT) High
CRITICAL
. . MD 1.77 lower 496 OODD
Quality of life (2.98 lower to 0.56 lower) - (2 RCTs)"? High




Assessed with: DLQI, mean change
from baseline
follow-up: 16 weeks

CRITICAL
EASI90 144 per 1,000
RR 1.51 582 SIS1S1@)

follow-up: 16 weeks 96 per 1,000 (90 to 232) A b
INFORMATIVE (0.94 t0 2.43) (3 RCTs) Moderate
Upper Respiratory Tract Infection 49 per 1,000 RR 2.58 303 DO
follow-up: 16 weeks 19 per 1,000 (14 to 174) (0.73 10 9.09) (2 RCTs) Moderate'
INFORMATIVE ) )
Conjunctivitis 9 per 1,000
follow-up: 16 weeks 20 per 1,000 (0to 214) (© OF;F::'14:47) (1 :g—r)z egsv)f,g()
INFORMATIVE ) )
Herpes Simplex 6 per 1,000
follow-up: 16 weeks 19 per 1,000 (1 to 60) © g:tg'::ﬁ 3) P ng_?s)z,a M%?Sa%
INFORMATIVE : ;
Treatment-emergent Adverse 666 per 1,000
Events 512 per (574 to 769) RR 1.30 495 121 1@)
follow-up: 16 weeks 1,000 (1.12to0 1.50) (2RCTs)™3 Moderate'
INFORMATIVE
Serious Infections 15 per 1,000

) RR0.74 495 11 1@)
follow-up: 16 weeks 20 per 1,000 (4 to 56) (0.20 0 2.79) (2 RCTs)'® Moderate®

INFORMATIVE

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the
intervention (and its 95% CI). Cl: confidence interval; MD: mean difference; RR: risk ratio

Explanations

a. Cl consistent with no meaningful difference and benefit (based on MID of 12%)
b. Cl consistent with no meaningful difference and benefit (based on MID of 15%)
c. Cl consistent with no meaningful difference and benefit (based on MID of 10%)

d. Cl consistent with no meaningful difference and benefit (based on MID of 3.4 points)

e. Cl consistent with benefit and harm (based on MID of 2%)
f. Cl consistent with no meaningful difference and harm (based on MID of 10%)
g. Low eventrate in a very small sample.

h. Small sample is concerning for precision.
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e-Table 24. Baricitinib Combination Therapy (4 mg) GRADE Summary of Findings (Short-term)

Baricitinib 4mg daily + TCS for 16 weeks compared to Placebo + TCS

Patient or population: Adolescents and adults aged 12+ with moderate to severe atopic dermatitis
Intervention: Baricitinib 4mg daily + TCS for 16 weeks
Comparison: Placebo + TCS

Anticipated absolute effects” (95% Cl)

Risk with
Baricitinib 4mg Certainty of the
Risk with Placebo + daily + TCS for 16 Relative effect Ne@ of participants evidence
Outcomes TCS weeks (95% ClI) (studies) (GRADE) Comments
IGA (0,1) 254 per 1,000
. RR 2.20 49201 ®ee0
follow-up: 16 weeks 116 per 1,000 (170 to 379) (1.47 to 3.28) (3RCTs) "™ Moderate?

CRITICAL




EASI75 392 per 1,000
. RR 1.93 492 SIS1S1@)
f(;):?r\;vc_:\i 16 weeks 203 per 1,000 (293 to 524) (1.44 10 2.58) (3 RCTs) ™ Moderate®
Pruritus improvement 382 per 1,000
Assessed with: PP-NRS, 24- (260 to 561)
point improvement from RR 2.69 389 DPHDD
baseline in PP-NRS score | 42 Per 1,000 (1.83 to 3.95) (2 RCTs) 2 High
follow-up: 16 weeks
CRITICAL
Discontinuation due to 73 per 1,000
Adverse Event 36 per 1.000 (27 to 195) RR 2.02 316 1o1e1@)
follow-up: 16 weeks pert, (0.75t0 5.42) (2 RCTs) 23 Moderate®
CRITICAL
POEM MD 5.19 lower
Assessed with: PO!EM, mean The mean POEM, (6.47 lower to 3.91 373 ODDD
change from baseline mean change from lower) - (2 RCTs) ' High
follow-up: 16 weeks baseline was 0 g
CRITICAL
Serious Adverse Events 32 per 1,000
. RR 1.25 306 SIS1S1@)
fcg):ﬁ\;\/c:f 16 weeks 25 per 1,000 B 7] (0.37 to 4.20) (2 RCTs)2* Moderate®
Flares 54 per 1,000
Assessed with: proportion of (20 to 144)
patients with AD flares
R RR 0.59 220 OOeD
assgs;ed with: patlen_ts ’ 92 per 1,000 (0.2210 1.57) (1RCT)? High
requiring rescue medication
follow-up: 16 weeks
CRITICAL
Quality of life MD 3.18 lower
cnange rombasetne (S : 405 OO0
(2 RCTs) '3 Moderate®

follow-up: 16 weeks baseline was 0

CRITICAL




EASI90 197 per 1,000
follow-up: 16 weeks 96 per 1,000 (125to 310) (1 2:‘:)’2624) 3 Rdg'i) 13 hﬁ?ﬁ?‘gef
INFORMATIVE ) )
Upper Respiratory Tract 34 per 1,000
Infection 19 per 1.000 (8 to 140) RR 1.80 306 121 1@)
follow-up: 16 weeks pert, (0.44t0 7.31) (2 RCTs) 23 Moderate®
INFORMATIVE
Conjunctivitis 9 per 1,000
follow-up: 16 weeks 20 per 1,000 (0 to 208) © 02'::'140321) R FE:Z)T)Z @SNCVZ?
INFORMATIVE ) )
Herpes Simplex 25 per 1,000
follow-up: 16 weeks 19 per 1,000 (6 to 99) © ::t‘cl).g320) 2 R?’C()'Ii) 2 @ﬁﬁi@
INFORMATIVE ) ) g
Treatment-emergent 723 per 1,000
Adverse Events 512 per 1,000 (620 to 840) RR 1.41 404 . 69@6969
follow-up: 16 weeks (1.21to 1.64) (2RCTs)* High
INFORMATIVE
Serious Infections 20 per 1,000

. RR 1.00 404 SIS1S1@)
follow-up: 16 weeks 20 per 1,000 (6to 72) (0.28t0 3.61) (2 RCTs) "3 Moderate®

INFORMATIVE

*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the

intervention (and its 95% CI). Cl: confidence interval; MD: mean difference; RR: risk ratio

Explanations

a. Cl consistent with no meaningful difference and benefit (based on MID of 12%)
b. Cl consistent with no meaningful difference and benefit (based on MID of 15%)
c. Cl consistent with no meaningful difference and harm (based on MID of 10%)
d. Cl consistent with no meaningful difference and harm (based on MID of 2%)

e. Cl consistent with no meaningful difference and benefit (based on MID of 3.3 points)

f. Cl consistent with no meaningful difference and benefit (based on MID of 10%)
g. Very small sample is concerning for precision.
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