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Upadacitinib (M16-046) - (Final Datacut) Final
Table 1.1

Demographic and Baseline Characteristics

(ITT Population)

Upadacitinib Dupilumab Total

(N=348) (N=344) (N=692)
Age (years) n (missing) 348 ( 0) 344 ( 0) 692 ( 0)
Mean (SD) 36.58 ( 14.61) 36.89 ( 14.09) 36.74 ( 14.34

Median 32.00 33.00 33.00
Q1, 03 24.50, 46.50 26.00, 48.00 25.00, 47.00
Min, Max 18.00, 76.00 18.00, 76.00 18.00, 76.00
Age Group (years) - n (%) < 40 228 ( 65.5) 226 ( 65.7) 454 ( 65.6
40 - < 65 102 ( 29.3) 101 ( 29.4) 203 ( 29.3
>=65 18 ( 5.2) 17 ( 4.9) 35 ( 5.1)
Missing 0 ( 0.0) 0 ( 0.0) 0 ( 0.0)
Age Subgroup (years) - n (%) < 40 228 ( 65.5) 226 ( 65.7) 454 ( 65.6
>=40 120 ( 34.5) 118 ( 34.3) 238 ( 34.4
Missing 0 ( 0.0) 0 ( 0.0) 0 ( 0.0)
Sex - n (%) Female 165 ( 47.4) 150 ( 43.6) 315 ( 45.5
Male 183 ( 52.6) 194 ( 56.4) 377 ( 54.5)
Missing 0 ( 0.0) 0 ( 0.0) 0 ( 0.0)
Race - n (%) White 235 ( 67.5) 244 (. 70.9) 479 ( 69.2
Black 25 ( 7.2) 15 ( 4.4) 40 ( 5.8)
Asian 77 ( 22.1) 78 ( 22.7) 155 (1 22.4)
Other 11 ( 3.2) 7 ( 2.0) 18 ( 2.6
Missing 0 ( 0.0) 0 ( 0.0) 0 ( 0.0)
Race Subgroup - n (%) White 235 ( 67.5) 244 ( 70.9) 479 ( 69.2
Asian 77 ( 22.1) 78 (1 22.7) 155 ( 22.4)
Other 36 ( 10.3) 22 ( 6.4) 58 ( 8.4)
Missing 0 ( 0.0) 0 ( 0.0) 0 ( 0.0)
Geographic Region - n (%) US/PR/Canada 140 ( 40.2) 131 ( 38.1) 271 ( 39.2
Other 208 ( 59.8) 213 ( 61.9) 421 ( 60.8)
Missing 0 ( 0.0) 0 ( 0.0) 0 ( 0.0)
Weight (kg) n (missing) 348 ( 0) 344 ( 0) 692 ( 0)
Mean (SD) 78.77 ( 22.28) 75.55 ( 18.39) 77.17 ( 20.49

Median 74.60 73.05 73.85
01, Q3 62.45, 90.00 63.00, 85.80 62.75, 87.40
Min, Max 39.00, 168.30 40.10, 160.00 39.00, 168.30
Weight (kg) - n (%) < Median (73.90) 167 ( 48.0) 179 ( 52.0) 346 ( 50.0
>= Median (73.90) 181 ( 52.0) 165 ( 48.0) 346 ( 50.0
Missing 0 ( 0.0) 0 ( 0.0) 0 ( 0.0)
Body Mass Index (kg/m"2) n (missing) 347 ( 1) 344 ( 0) 691 ( 1)
Mean (SD) 26.99 ( 6.53) 25.99 ( 5.72) 26.49 ( 6.16

Median 25.60 25.05 25.20
01, Q3 22.10, 30.80 21.80, 28.60 22.00, 29.40
Min, Max 15.20, 60.70 15.70, 54.10 15.20, 60.70
Body Mass Index (kg/m*2) - n (%) < 25 161 ( 46.4) 169 ( 49.1) 330 ( 47.8
25 - < 30 93 ( 26.8) 110 ( 32.0) 203 ( 29.4
>= 30 93 ( 26.8) 65 ( 18.9) 158 ( 22.9)
Missing 1 ( 0.3) 0 ( 0.0) 1« 0.1)

N: Number of subjects, n: Number of subjects with non-missing values, SD: Standard Deviation, Ql: 25%-Quartile, Q3: 75%-Quartile, Min: Minimum, Max: Maximum

EASI: Eczema Area and Severity Index, vIGA-AD: validated Investigator Global Assessment for Atopic Dermatitis, hsCRP: high sensitivity C-Reactive Protein, BSA: Body Surface Area
NRS: Numeric Rating Scale, HN-PGIS: Head and Neck - Patient Global Impression of Severity

Disease duration since diagnosis is calculated as (date of first dose of study drug - date of initial diagnosis of atopic dermatitis collected in CRF + 1) divided by 365.25

AbbVie Inc. CONFIDENTIAL Final Datacut Snapshot: L Date of Table Generation: 18MAY2021
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Upadacitinib (M16-046) - (Final Datacut) Final
Table 1.1
Demographic and Baseline Characteristics
(ITT Population)
Upadacitinib Dupilumab Total
(N=348) (N=344) (N=692)
Baseline EASI n (missing) 348 ( 0) 344 ( 0) 692 ( 0)
Mean (SD) 30.75 ( 12.54) 28.81 ( 11.51) 29.79 ( 12.07)
Median 27.30 25.50 26.40
Q1, 03 20.60, 37.95 19.75, 34.45 20.15, 36.45
Min, Max 16.00, 70.80 16.00, 69.60 16.00, 70.80
Baseline EASI - n (%) < Median (26.4) 165 ( 47.4) 180 ( 52.3) 345 ( 49.9)
>= Median (26.4) 183 ( 52.6) 164 ( 47.7) 347 ( 50.1
Missing 0 ( 0.0) 0 ( 0.0) 0 0.0
Baseline vIGA-AD n (missing) 348 ( 0) 344 ( 0) 692 ( 0)
Mean (SD) 3.50 ( 0.50) 3.50 ( 0.50) 3.50 ( 0.50
Median 3.50 4.00 4.00
01, Q3 3.00, 4.00 3.00, 4.00 3.00, 4.00
Min, Max 3.00, 4.00 3.00, 4.00 3.00, 4.00
Baseline VvIGA-AD - n (%) 3 (Moderate) 174 ( 50.0) 171 ( 49.7) 345 ( 49.9
4 (Severe) 174 ( 50.0) 173 ( 50.3) 347 ( 50.1
Missing 0 ( 0.0) 0 ( 0.0) 0 ( 0.0)
Baseline hsCRP n (missing) 348 ( 0) 344 ( 0) 692 ( 0)
Mean (SD) 4.83 ( 8.26) 3.43 ( 5.56) 4.13 ( 7.08
Median 1.99 1.64 1.75
01, Q3 0.77, 5.44 0.58, 3.86 0.67, 4.57
Min, Max 0.20, 60.60 0.20, 45.90 0.20, 60.60
Baseline hsCRP - n (%) < Median (1.745) 161 ( 46.3) 185 ( 53.8) 346 ( 50.0
>= Median (1.745) 187 ( 53.7) 159 ( 46.2) 346 ( 50.0
Missing 0 ( 0.0) 0 ( 0.0) 0 ( 0.0)
Previous Topical Therapy - n (%) With 334 ( 96.0) 327 ( 95.1) 661 ( 95.5
Without 14 ( 4.0) 17 ( 4.9) 31 ¢ 4.5
Missing 0 ( 0.0) 0 ( 0.0) 0 ( 0.0)
Previous Systemic Therapy - n (%) With 180 ( 51.7) 175 ( 50.9) 355 ( 51.3
Without 168 ( 48.3) 169 ( 49.1) 337 ( 48.7)
Missing 0 ( 0.0) 0 ( 0.0) 0 ( 0.0)
Previous Phototherapy - n (%) With 60 ( 17.2) 57 ( 16.6) 117 ( 16.9
Without 288 ( 82.8) 287 ( 83.4) 575 ( 83.1
Missing 0 ( 0.0) 0 ( 0.0) 0 ( 0.0)
Baseline BSA n (missing) 348 ( 0) 344 ( 0) 692 ( 0)
Mean (SD) 48.20 ( 23.96) 44.41 ( 22.83) 46.32 ( 23.47
Median 42.00 40.00 40.00
01, 03 29.00, 70.00 25.50, 60.00 27.00, 65.00
Min, Max 10.00, 100.00 10.00, 98.00 10.00, 100.00
Worst Pruritus NRS (Weekly Average) n (missing) 346 ( 2) 342 ( 2) 688 ( 4)
Mean (SD) 7.44 ( 1.56) 7.51 ( 1.68) 7.47 (1 1.62)
Median 7.50 7.71 7.60
Q1, 03 6.57, 8.50 6.43, 8.71 6.54, 8.57
Min, Max 1.14, 10.00 0.57, 10.00 0.57, 10.00
Worst Pruritus NRS (Weekly Average) - n (%) <=6 64 ( 18.5) 66 ( 19.3) 130 ( 18.9
> 6 282 ( 81.5) 276 ( 80.7) 558 ( 81.1
Missing 2 ( 0.6) 2 ( 0.6) 4 ( 0.6
N: Number of subjects, n: Number of subjects with non-missing values, Standard Deviation, Ql: 25%-Quartile, Q3: Min: Minimum, Max: Maximum

EASI: Eczema Area and Severity Index,
NRS: Numeric Rating Scale,
Disease duration since diagnosis is calculated as

AbbVie Inc. CONFIDENTIAL Final Datacut

Date of Table Generation:

vIGA-AD: validated Investigator Global Assessment for Atopic Dermatitis,
HN-PGIS: Head and Neck - Patient Global Impression of Severity
(date of first dose of study drug - date of initial diagnosis of atopic dermatitis collected in CRF + 1)

18MAY2021
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Upadacitinib (M16-046) - (Final Datacut) Final
Table 1.1
Demographic and Baseline Characteristics
(ITT Population)
Upadacitinib Dupilumab Total
(N=348) (N=344) (N=692)
Baseline HN-PGIS n (missing) 348 ( 0) 341 ( 3) 689 ( 3)
Mean (SD) 3.79 ( 1.60) 3.95 ( 1.46) 3.87 ( 1.53
Median 4.00 4.00 4.00
Q1, 03 3.00, 5.00 3.00, 5.00 3.00, 5.00
Min, Max 0.00, 6.00 0.00, 6.00 0.00, 6.00
Disease duration since diagnosis (years) n (missing) 348 ( 0) 344 ( 0) 692 ( 0)
Mean (SD) 23.46 ( 14.72) 25.05 ( 14.79) 24.25 ( 14.77
Median 23.05 23.52 23.19
01, 03 12.11, 31.35 15.45, 32.33 14.12, 32.06
Min, Max 0.11, 70.18 0.03, 75.44 0.03, 75.44
Any Allergic Comorbidity - n (%) With 249 ( 71.6) 263 ( 76.5) 512 ( 74.0
Without 99 ( 28.4) 81 ( 23.5) 180 ( 26.0
Missing 0 ( 0.0) 0 ( 0.0) 0 ( 0.0)
Medical History of Food Allergy - n (%) With 110 ( 31.6) 122 ( 35.5) 232 ( 33.5
Without 238 ( 68.4) 222 ( 64.5) 460 ( 66.5
Missing 0 ( 0.0) 0 ( 0.0) 0 ( 0.0)
Medical History of Asthma - n (%) With 146 ( 42.0) 144 (1 41.9) 290 ( 41.9)
Without 202 ( 58.0) 200 ( 58.1) 402 ( 58.1)
Missing 0 ( 0.0) 0 ( 0.0) 0 ( 0.0)
Medical History of Allergic Rhinitis - n (%) With 176 ( 50.6) 187 ( 54.4) 363 ( 52.5
Without 172 (1 49.4) 157 ( 45.6) 329 ( 47.5
Missing 0 ( 0.0) 0 ( 0.0) 0 ( 0.0)
Medical History of Eosinophilic Esophagitis - n (%) with 0 0.0) 1 0.3) 1 0.1
Without 348 ( 100.0) 343 99.7) 691 ( 99.9)
Missing 0 0.0) 0 0.0) ( 0.0
Medical History of Nasal Polyps - n (%) With 7 2.0) 6 ( 1.7) 13 ( 1.9
Without 341 98.0) 338 98.3) 679 ( 98.1)
Missing 0 0.0) 0 0.0) 0 ( 0.0)
N: Number of subjects, n: Number of subjects with non-missing values, SD: Standard Deviation, Ql: 25%-Quartile, Q3: 75%-Quartile, Min: Minimum, Max: Maximum

EAST:
NRS:

AbbVie Inc.

Eczema Area and Severity Index,
Numeric Rating Scale,
Disease duration since diagnosis is calculated as

CONFIDENTIAL

HN-PGIS: Head and Neck - Patient Global Impression of Severity

Final Datacut Snapshot: L

Date of Table Generation:

18MAY2021

vIGA-AD: validated Investigator Global Assessment for Atopic Dermatitis,

hsCRP: high sensitivity C-Reactive Protein,

(date of first dose of study drug - date of initial diagnosis of atopic dermatitis collected in CRF + 1)

Page 6 of 199
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Upadacitinib (M16-046) - (Final Datacut) Final
Table 1.2

Subject Disposition

(ITT Population)

Upadacitinib (N=348) Dupilumab (N=344) Total (N=692)
Status n (%) n (%) n (%)
Received study drug 348 (100.0) 344 (100.0) 692 (100.0
Received rescue medication 88 ( 25.3) 85 ( 24.7) 173 ( 25.0
Received topical rescue medication 83 ( 23.9) 82 ( 23.8) 165 ( 23.8
Plain topical corticosteroid 79 (22.7) 75 ( 21.8) 154 ( 22.3
High potency topical corticosteroid 56 ( 16.1) 47 (13.7) 103 ( 14.9
Medium potency topical corticosteroid 31 ( 8.9) 38 ( 11.0) 69 ( 10.0
Low potency topical corticosteroid 17 ( 4.9) 16 ( 4.7) 33 ( 4.8
Topical calcineurin inhibitor 14 ( 4.0) 22 ( 6.4) 36 ( 5.2)
Other topical therapy 0 ( 0.0) 0 ( 0.0) 0 ( 0.0
Received systemic rescue medication 14 ( 4.0) 4 ( 1.2) 18 ( 2.6
Biologic systemic therapy 7 ( 2.0) 2 ( 0.6) 9 ( 1.3
Non-biologic immunomodulating systemic therapy 8 ( 2.3) 2 ( 0.6) 10 ( 1.4)
Other systemic therapy 0 ( 0.0) 0 ( 0.0) 0 ( 0.0
Received rescue phototherapy 0 ( 0.0) 1 ( 0.3) 1 ( 0.1)
Completed study 318 ( 91.4) 320 ( 93.0) 638 ( 92.2
Ongoing study 0 ( 0.0) 0 ( 0.0) 0 ( 0.0
Discontinued study 30 ( 8.6) 24 (1 7.0) 54 ( 7.8
Primary reason
Adverse event 7 ( 2.0) 3 ( 0.9 10 (1 1.4)
Withdrawal of consent 11 ( 3.2) 8 ( 2.3) 19 (2.7
Lost to follow-up 5 ( 1.4) 8 ( 2.3) 13 ( 1.9)
COVID-19 infection 0 ( 0.0) 0 ( 0.0) 0 ( 0.0
COVID-19 logistical restrictions 1 ( 0.3 1 ( 0.3 2 ( 0.3
Other 6 ( 1.7) 4 ( 1.2) 10 (1.4
Completed on study drug 316 ( 90.8) 319 ( 92.7) 635 ( 91.8
Ongoing on study drug 0 ( 0.0) 0 ( 0.0) 0 ( 0.0
Discontinued study drug 32 ( 9.2) 25 (1 7.3) 57 ( 8.2)
Primary reason
Adverse event 10 (2.9 4 ( 1.2) 14 ( 2.0
Withdrawal of consent 8 ( 2.3) 6 ( 1.7) 14 ( 2.0)
Lost to follow-up 4 ( 1.1) 5 ( 1.5) 9 ( 1.3
Lack of efficacy 6 ( 1.7) 3 ( 0.9 9 ( 1.3
EASI score - worsening of 25% 0 ( 0.0) 0 ( 0.0) 0 ( 0.0
Systemic rescue 0 ( 0.0) 0 ( 0.0) 0 ( 0.0
COVID-19 infection 0 ( 0.0) 0 ( 0.0) 0 ( 0.0
COVID-19 logistical restrictions 1 ( 0.3) 2 ( 0.6) 3 ( 0.4)
Other 3 ( 0.9 5 ( 1.5) 8 ( 1.2)

N: Number of subjects, n: Number of subjects with non-missing status, EASI: Eczema Area and Severity Index, COVID: Corona Virus Disease
One patient may receive more than one rescue therapy (topical, systemic, phototherapy).
If a patient receives systemic rescue therapy the primary reason for discontinuation of study drug does not necessarily have to be systemic rescue.

AbbVie Inc. CONFIDENTIAL Final Datacut Snapshot: L Date of Table Generation: 18MAY2021
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Upadacitinib (M16-046) - (Final Datacut) Final
Table 1.3

Duration of Study and Treatment and Endpoint Observation time

(ITT Population)

Upadacitinib Dupilumab Total

(N=348) (N=344) (N=692)
Study duration (Weeks) n (missing) 348 ( 0) 344 ( 0) 692 ( 0)
Mean (SD) 26.23 ( 5.51) 25.78 ( 5.99) 26.01 ( 5.75

Median 24.29 24.29 24.29
Q1, 03 24.14, 27.64 24.14, 25.36 24.14, 26.29
Min, Max 1.29, 38.29 1.14, 39.86 1.14, 39.86
Treatment duration (Weeks) n (missing) 348 ( 0) 344 ( 0) 692 ( 0)
Mean (SD) 23.21 ( 3.52) 22.91 ( 4.27) 23.06 ( 3.91)

Median 24.14 24.00 24.00
Q1, 03 23.86, 24.29 23.86, 24.14 23.86, 24.14
Min, Max 1.14, 26.29 2.00, 26.43 1.14, 26.43
Observation time for safety (Weeks) n (missing) 348 ( 0) 344 ( 0) 692 ( 0)
Mean (SD) 27.49 ( 3.58) 33.05 ( 4.27) 30.25 ( 4.82)

Median 28.43 34.14 29.07
01, 03 28.14, 28.57 34.00, 34.29 28.29, 34.14
Min, Max 5.43, 30.57 12.14, 36.57 5.43, 36.57
Body Surface Area (BSA): Observation time (Weeks) n (missing) 348 ( 0) 344 ( 0) 692 ( 0)
Mean (SD) 23.15 ( 3.87) 22.96 ( 4.58) 23.05 ( 4.23

Median 24.14 24.14 24.14
01, 03 24.00, 24.29 24.00, 24.29 24.00, 24.29
Min, Max 0.14, 25.43 0.14, 25.43 0.14, 25.43
Eczema Area and Severity Index (EASI): Observation time (Weeks) n (missing) 348 ( 0) 344 ( 0) 692 ( 0)
Mean (SD) 23.15 ( 3.87) 22.96 ( 4.58) 23.05 ( 4.23

Median 24.14 24.14 24.14
01, 03 24.00, 24.29 24.00, 24.29 24.00, 24.29
Min, Max 0.14, 25.43 0.14, 25.43 0.14, 25.43
Head and Neck - Patient Global Impression of Severity (HN-PGIS): Observation time (Weeks) n (missing) 348 ( 0) 344 ( 0) 692 ( 0)
Mean (SD) 22.83 ( 4.42) 22.78 ( 4.82) 22.81 ( 4.62

Median 24.14 24.14 24.14
01, 03 24.00, 24.29 24.00, 24.29 24.00, 24.29
Min, Max 0.14, 25.43 0.14, 25.43 0.14, 25.43
Worst Pruritus NRS: Observation time (Weeks) n (missing) 348 ( 0) 344 ( 0) 692 ( 0)
Mean (SD) 23.06 ( 3.56) 22.92 ( 4.30) 22.99 ( 3.94)

Median 24.14 24.14 24.14
01, 03 23.86, 24.29 24.00, 24.29 23.86, 24.29
Min, Max 1.14, 25.00 0.14, 25.00 0.14, 25.00

N: Number of subjects, n: Number of subjects with non-missing values, SD: Standard Deviation, Ql: 25%-Quartile, Q3: 75%-Quartile, Min: Minimum, Max: Maximum, NRS: Numeric Rating Scale

Study duration is calculated as (date of first dose of study drug - minimum(date of end of study, database lock date) + 1) divided by 7

Treatment duration of Upadacitinib is calculated as (date of first dose of study drug - date of last dose of study drug + 1) divided by 7

Treatment duration of Dupilumab is calculated as (date of first dose of study drug - date of last dose of study drug + 14) divided by 7

Observation time for Safety in Upadacitinib arm is calculated as (date of first dose of study drug - minimum(date of last dose of study drug + 30, death date, database lock date) + 1) divided by 7

Observation time for Safety in Dupilumab arm is calculated as (date of first dose of study drug - minimum(date of last dose of study drug + 84, death date, database lock date) + 1) divided by 7

Observation time for endpoints is calculated as (date of first dose of study drug - date of last non-missing evaluation + 1) divided by 7. Evaluations after start of systemic rescue or phototherapy are excluded.

AbbVie Inc. CONFIDENTIAL Final Datacut Snapshot: L Date of Table Generation: 18MAY2021
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Upadacitinib (M16-046) - (Final Datacut) Final
Table 1.4

Overview Completion Rates

(ITT Population)

__ Upadacitinib (N=348) Dupilumab (N=344)
Endpoint Visit n (%) n (%)
Worst Pruritus Numeric Rating Scale Baseline 346 ( 99.4) 342 ( 99.4
Week 1 341 ( 98.0) 340 ( 98.8)
Week 2 342 ( 98.3) 339 ( 98.5
Week 3 344 ( 98.9) 337 ( 98.0
Week 4 340 ( 97.7) 332 ( 96.5
Week 5 337 ( 96.8) 330 ( 95.9
Week 6 336 ( 96.6) 323 ( 93.9
Week 7 334 ( 96.0) 325 ( 94.5
Week 8 333 ( 95.7) 323 ( 93.9
Week 9 329 ( 94.5) 323 ( 93.9
Week 10 328 ( 94.3) 324 ( 94.2)
Week 11 327 ( 94.0) 324 ( 94.2)
Week 12 328 ( 94.3) 320 ( 93.0
Week 13 327 ( 94.0) 320 ( 93.0
Week 14 321 ( 92.2) 319 ( 92.7)
Week 15 318 ( 91.4) 313 ( 91.0
Week 16 310 ( 89.1) 305 ( 88.7)
Week 18 263 ( 75.6) 267 ( 77.6
Week 20 311 ( 89.4) 302 ( 87.8
Week 22 300 ( 86.2) 291 ( 84.6)
Week 24 294 ( 84.5) 299 ( 86.9
Head and Neck - Patient Global Impression of Severity (HN-PGIS) Baseline 348 (100.0) 341 ( 99.1)
Week 1 315 ( 90.5) 315 ( 91.6
Week 2 335 ( 96.3) 327 ( 95.1)
Week 4 330 ( 94.8) 325 ( 94.5
Week 8 327 ( 94.0) 314 ( 91.3
Week 12 320 ( 92.0) 312 ( 90.7)
Week 16 313 ( 89.9) 313 ( 91.0
Week 20 311 ( 89.4) 303 ( 88.1)
Week 24 308 ( 88.5) 307 ( 89.2)
N: Number of subjects, n: Number of subjects with non missing values
All observed data will be used in the analysis.
AbbVie Inc. CONFIDENTIAL Final Datacut Snapshot: L Date of Table Generation: 18MAY2021
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Table 1.5

Overview Missings and Rescue Therapy

(ITT Population)
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Head and Neck - Patient Global Impression of Severity

Eczema Area and Severity Index, BSA: Body Surface Area, HN-PGIS:

EAST:

COVID: Corona Virus Disease,
COVID summarizes the number of subjects with missing data due to COVID-19 infection or logistical restriction,

N: Number of subjects,

No-COVID summarizes all other subjects with missing data.

other topical therapy

topical calcineurin inhibitor,

plain topical corticosteroids, high/medium/low potency topical corticosteroids,

topical summarizes the number of rescued subjects of the following categories:
systemic summarizes the number of rescued subjects of the following categories:

photo summarizes the number of rescued subjects with phototherapy.

other systemic therapy

biologic systemic therapy, non-biologic immunomodulating systemic therapy,

18MAY2021

Date of Table Generation:

L

CONFIDENTIAL Final Datacut Snapshot:

AbbVie Inc.
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Upadacitinib (M16-046) - (Final Datacut) Final
Table 2.1.1

Descriptive Statistics for Mean Values and Change from Baseline - Eczema Area and Severity Index (EASI

(ITT Population)

Upadacitinib (N=348) Dupilumab (N=344
Value at Visit __ Change from Baseline_ Value at Visit __ Change from Baseline_

Visit n n_miss (%) Mean (SD) n Mean (SD) n n_miss (%) Mean (SD) n Mean (SD
Baseline 348 0 ( 0.0) 30.75 ( 12.54) 344 0 ( 0.0) 28.81 ( 11.51

Week 1 325 23 ( 6.6) 17.36 ( 11.72) 325 -13.44 ( 10.24) 319 25 ( 7.3) 22.34 ( 12.35) 319 -6.63 ( 8.09
Week 2 338 10 ( 2.9) 10.68 ( 9.43) 338 -20.37 ( 11.82) 336 8 ( 2.3) 15.81 ( 11.09) 336 -13.09 ( 9.77
Week 4 339 9 ( 2.6) 6.23 ( 7.22) 339 -24.71 ( 12.20) 331 13 ( 3.8) 10.56 ( 8.44) 331 -18.41 ( 10.1e
Week 8 338 10 ( 2.9) 4.21 6.11) 338 -26.60 ( 12.51) 325 19 ( 5.5) 7.33 ( 7.51) 325 -21.73 ( 11.10
Week 12 329 19 ( 5.5) 3.31 ( 5.26) 329 -27.34 ( 12.88) 325 19 ( 5.5) 5.79 ( 6.37) 325 -23.32 ( 11.66
Week 16 321 27 ( 7.8) 2.79 | 4.56) 321 -27.83 ( 12.73) 318 26 ( 7.6) 4.72 ( 5.54) 318 -24.51 ( 11.24
Week 20 321 27 ( 7.8) 3.10 ¢ 6.36) 321 -27.42 ( 13.03) 311 33 ( 9.6) 4.16 ( 5.37) 311 -25.08 ( 11.61
Week 24 312 36 ( 10.3) 2.88 ( 5.22) 312 -27.43 ( 13.09) 313 31 ( 9.0) 3.68 ( 4.66) 313 -25.51 ( 11.30

N: Number of subjects, n: Number of subjects with non missing values, n_miss: Number of subjects with missing values, SD: Standard Deviation
No Imputation Method: all observed data will be used in the analysis, except that measurements after systemic rescue or phototherapy will be treated as missing.

AbbVie Inc. CONFIDENTIAL Final Datacut Snapshot: L Date of Table Generation: 18MAY2021
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Upadacitinib (M16-046) - (Final Datacut) Final
Table 2.1.2
Descriptive Statistics for Mean Values and Change from Baseline - Worst Pruritus Numeric Rating Scale (WP-NRS)
(ITT Population)
Upadacitinib (N=348) Dupilumab (N=344)

Value at Visit __ Change from Baseline_ Value at Visit __ Change from Baseline_
Visit n n_miss (%) Mean (SD) n Mean (SD) n n_miss (%) Mean (SD) n Mean (SD
Baseline 346 2 ( 0.6) 7.44 ( 1.56) 342 2 ( 0.6) 7.51 ( 1.68)
Week 1 341 7 ( 2.0) 5.02 ( 2.18) 339 -2.38 ( 1.93) 340 4 ( 1.2) 6.70 ( 1.83) 338 -0.79 ( 1.33
Week 2 342 6 ( 1.7) 3.87 ( 2.34) 340 -3.53 ( 2.34) 339 5 ( 1.5) 5.92 ( 2.04) 337 -1.58 ( 1.74)
Week 3 344 4 ( 1.1) 3.20 ( 2.32) 342 -4.21 ( 2.41) 337 7 ( 2.0) 5.39 ( 2.19) 335 -2.13 ( 1.93
Week 4 340 8 ( 2.3) 2.90 ( 2.31) 338 -4.51 ( 2.44) 332 12 ( 3.5) 5.00 ¢ 2.31) 330 -2.51 ( 2.08
Week 5 337 11 ( 3.2) 2.60 ( 2.25) 335 -4.81 ( 2.42) 330 14 ( 4.1) 4.62 ( 2.29) 328 -2.90 ( 2.14)
Week 6 336 12 ( 3.4) 2.58 ( 2.31) 334 -4.82 ( 2.50) 323 21 ( 6.1) 4.46 ( 2.31) 321 -3.04 ( 2.20
Week 7 334 14 ( 4.0) 2.51 ( 2.27) 332 -4.90 ( 2.49) 325 19 ( 5.5) 4.26 ( 2.30) 323 -3.25 ( 2.24)
Week 8 333 15 ( 4.3) 2.50 ( 2.23) 331 -4.91 ( 2.45) 323 21 ( 6.1) 4.17 ( 2.34) 321 -3.34 ( 2.32
Week 9 329 19 ( 5.5) 2.43 ( 2.25) 327 -4.96 ( 2.48) 323 21 ( 6.1) 4.00 ¢ 2.27) 321 -3.51 ( 2.30
Week 10 328 20 ( 5.7) 2.44 ( 2.28) 326 -4.95 ( 2.51) 324 20 ( 5.8) 4.00 ( 2.22) 322 -3.50 ( 2.33
Week 11 326 22 ( 6.3) 2.35 ( 2.18) 324 -5.02 ( 2.39) 324 20 ( 5.8) 3.96 ( 2.31) 322 -3.57 ( 2.35)
Week 12 327 21 ( 6.0) 2.35 ( 2.15) 325 -5.02 ( 2.37) 320 24 ( 7.0) 3.87 ( 2.28) 318 -3.64 ( 2.38
Week 13 326 22 ( 6.3) 2.33 ( 2.11) 324 -5.04 ( 2.37) 320 24 ( 7.0) 3.75 ( 2.30) 318 -3.78 ( 2.37)
Week 14 320 28 ( 8.0) 2.36 ( 2.22) 318 -5.00 ¢ 2.47) 318 26 ( 7.6) 3.77 « 2.33) 316 -3.74 ( 2.39)
Week 15 317 31 ( 8.9) 2.29 ( 2.19) 315 -5.09 ( 2.44) 312 32 ( 9.3) 3.55 ( 2.30) 310 -3.96 ( 2.45
Week 16 309 39 ( 11.2) 2.23 ( 2.09) 307 -5.15 ( 2.44) 304 40 ( 11.6) 3.53 ( 2.27) 303 -3.95 ( 2.47
Week 18 262 86 ( 24.7) 2.23 ( 2.27) 260 -5.16 ( 2.66) 266 78 ( 22.7) 3.37 ( 2.35) 265 -4.17 ( 2.56
Week 20 310 38 ( 10.9) 2.26 ( 2.49) 308 -5.13 ( 2.74) 301 43 ( 12.5) 3.28 ( 2.33) 300 -4.23 ( 2.57
Week 22 299 49 ( 14.1) 2.14 ( 2.45) 297 -5.26 ( 2.79) 290 54 ( 15.7) 3.17 ( 2.39) 289 -4.32 ( 2.70
Week 24 291 57 ( 16.4) 2.19 ( 2.51) 289 -5.15 ( 2.98) 298 46 ( 13.4) 3.10 ( 2.37) 297 -4.38 ( 2.65

N: Number of subjects,
No Imputation Method:

AbbVie Inc.

CONFIDENTIAL

n: Number of subjects with non missing values, n_miss: Number of subjects with missing values, SD: Standard Deviation
all observed data will be used in the analysis, except that measurements after systemic rescue or phototherapy will be treated as missing.
Date of Table Generation: 18MAY2021

Final Datacut Snapshot: L
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Upadacitinib (M16-046) - (Final Datacut) Final
Table 2.1.3

Descriptive Statistics for Mean Values and Change from Baseline - Body Surface Area (BSA)

(ITT Population)

Upadacitinib (N=348) Dupilumab (N=344
Value at Visit __ Change from Baseline_ Value at Visit __ Change from Baseline_

Visit n n_miss (%) Mean (SD) n Mean (SD) n n_miss (%) Mean (SD) n Mean (SD
Baseline 348 0 ( 0.0) 48.20 ( 23.96) 344 0 ( 0.0) 44.41 ( 22.83

Week 1 325 23 ( 6.6) 33.60 ( 24.19) 325 -14.95 ( 17.26) 319 25 ( 7.3) 39.43 ( 23.68) 319 -5.17 ( 10.02
Week 2 338 10 ( 2.9) 23.10 ( 21.69) 338 -25.56 ( 20.14) 337 7 ( 2.0) 31.79 ( 22.74) 337 -12.79 ( 14.64
Week 4 339 9 ( 2.6) 14.38 ( 17.41) 339 -34.23 ( 22.06) 331 13 ( 3.8) 23.26 ( 20.35) 331 -21.57 ( 16.78
Week 8 337 11 ( 3.2) 8.98 ( 13.42) 337 -39.32 ( 22.77) 324 20 ( 5.8) 16.05 ( 17.53) 324 -29.32 ( 20.72
Week 12 330 18 ( 5.2) 7.56 ( 12.40) 330 -40.43 ( 23.61) 325 19 ( 5.5) 12.02 ( 14.13) 325 -33.13 ( 21.44
Week 16 321 27 ( 7.8) 6.06 ( 10.45) 321 -41.71 ( 23.30) 317 27 ( 7.8) 10.07 ( 12.77) 317 -35.32 ( 21.40
Week 20 321 27 ( 7.8) 6.49 ( 12.92) 321 -41.37 ( 23.55) 311 33 ( 9.6) 8.96 ( 11.93) 311 -36.63 ( 21.68
Week 24 312 36 ( 10.3) 6.05 ( 11.69) 312 -41.40 ( 23.54) 313 31 ( 9.0) 7.83 ( 11.16) 313 -37.50 ( 21.37

N: Number of subjects, n: Number of subjects with non missing values, n_miss: Number of subjects with missing values, SD: Standard Deviation
No Imputation Method: all observed data will be used in the analysis, except that measurements after systemic rescue or phototherapy will be treated as missing.

AbbVie Inc. CONFIDENTIAL Final Datacut Snapshot: L Date of Table Generation: 18MAY2021
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Upadacitinib (M16-046) - (Final Datacut) Final
Table 2.1.4
Descriptive Statistics for Mean Values and Change from Baseline - Head and Neck - Patient Global Impression of Severity (HN-PGIS)
(ITT Population)
Upadacitinib (N=348) Dupilumab (N=344)

Value at Visit Change from Baseline Value at Visit Change from Baseline
Visit n n_miss (%) Mean (SD) n Mean (SD) n n_miss (%) Mean (SD) n Mean (SD
Baseline 348 0 ( 0.0) 3.79 ( 1.60) 341 3 ( 0.9 3.95 ( 1.46)
Week 1 315 33 ( 9.5) 2.10 ( 1.42) 315 -1.67 ( 1.53) 315 29 ( 8.4) 3.24 ( 1.43) 314 -0.69 ( 1.30
Week 2 335 13 ( 3.7) 1.61 ( 1.26) 335 -2.16 ( 1.60) 327 17 ( 4.9) 2.70 ( 1.37) 326 -1.24 ( 1.36
Week 4 330 18 ( 5.2) 1.45 ( 1.34) 330 -2.37 ( 1.81) 325 19 ( 5.5) 2.34 ( 1.39) 322 -1.61 ( 1.46)
Week 8 327 21 ( 6.0) 1.41 ( 1.34) 327 -2.39 ( 1.79) 314 30 ( 8.7) 2.08 ( 1.31) 312 -1.88 ( 1.58
Week 12 319 29 ( 8.3) 1.39 ( 1.38) 319 -2.39 ( 1.86) 312 32 ( 9.3) 1.96 ( 1.37) 309 -2.04 ( 1.58)
Week 16 313 35 ( 10.1) 1.31 ( 1.32) 313 -2.46 ( 1.84) 312 32 ( 9.3) 1.91 ( 1.37) 309 -2.04 ( 1.66)
Week 20 310 38 ( 10.9) 1.27 ( 1.37) 310 -2.51 ( 1.81) 302 42 ( 12.2) 1.75 ( 1.36) 299 -2.21 ( 1.67
Week 24 305 43 ( 12.4) 1.33 ¢ 1.35) 305 -2.47 ( 1.81) 306 38 ( 11.0) 1.65 ( 1.28) 303 -2.29 ( 1.61

N: Number of subjects,
No Imputation Method:

AbbVie Inc.

CONFIDENTIAL

n: Number of subjects with non missing values, n_miss: Number of subjects with missing values, SD: Standard Deviation
all observed data will be used in the analysis, except that measurements after systemic rescue or phototherapy will be treated as missing.
Date of Table Generation: 18MAY2021

Final Datacut Snapshot: L
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Upadacitinib (M16-046) - (Final Datacut)

Table 2.2.1

Mixed Effects Model with Repeated Measure for Changes from Baseline - Eczema Area and Severity
(ITT Population)

Index (EASI)

Final

Upadacitinib (N=348) Dupilumab (N=344) Difference of

Visit N* N** LSMean (SE) N* N** LSMean (SE) LSMeans (95% CI) p-Value Hedges® g (95% CI) p-Value
Week 1 -12.52 ( 0.59) -7.44 ( 0.59) -5.09 ( -6.72, -3.45

Week 2 -19.44 ( 0.51) -13.98 ( 0.51) -5.46 ( -6.87, -4.05

Week 4 -23.82 ( 0.39) -19.16 ( 0.39) -4.66 ( -5.74, -3.57)

Week 8 -25.80 ( 0.35) -22.43 ( 0.36) -3.37 ( -4.36, -2.38

Week 12 -26.67 ( 0.31) -23.98 ( 0.32) -2.69 ( -3.57, -1.81

Week 16 -27.08 ( 0.28) -25.11 ( 0.28) -1.97 ( -2.74, -1.20

Week 20 -26.76 ( 0.32) -25.67 ( 0.33) -1.09 ( -1.99, -0.19)

Week 24 -26.80 ( 0.29) -26.15 ( 0.29) -0.65 ( -1.46, 0.15

Overall up to Week 24 347 1 -23.61 ( 0.28) 341 3 -20.49 ( 0.28) -3.12 ( -3.89, -2.35) <.0001 -0.61 ( -0.76, -0.45) <.0001
N: Number of subjects, N*: Number of subjects included in model, N**: Number of subjects not included in model, LS: Least Squares, SE: Standard Error, CI: Confidence Interval, NE: Not estimable

No Imputation Method:

AbbVie Inc.

CONFIDENTIAL

Final Datacut

Snapshot:

all observed data will be used in the analysis,
Mixed effects model on change from baseline adjusted for baseline score,

L

Date of Table Generation:

treatment group,

vIGA-AD categories,

18MAY2021

Page 15 of 199

except that measurements after systemic rescue or phototherapy will be treated as missing.
visit and interaction between treatment and visit.
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Table 2.2.2

Mixed Effects Model with Repeated Measure for Changes from Baseline - Worst Pruritus Numeric Rating Scale (WP-NRS)
(ITT Population)

Final

Upadacitinib (N=348) Dupilumab (N=344) Difference of

Visit N* N** LSMean (SE) N* N** LSMean (SE) LSMeans (95% CI) p-Value Hedges® g (95% CI) p-Value
Week 1 -2.38 ( 0.09) -0.78 ( 0.09) -1.60 ( -1.85, -1.36

Week 2 -3.51 ( 0.11) -1.58 ( 0.11) -1.93 ( -2.23, -1.63

Week 3 -4.21 ( 0.11) -2.11 ( 0.11) -2.09 ( -2.40, -1.78

Week 4 -4.48 ( 0.12) -2.49 ( 0.12) -2.00 ( -2.32, -1.67)

Week 5 =4.77 ( 0.12) -2.84 ( 0.12) -1.93 ( -2.26, -1.61)

Week 6 -4.79 ( 0.12) -2.95 ( 0.12) -1.84 ( -2.18, -1.51)

Week 7 -4.86 ( 0.12) -3.18 ( 0.12) -1.68 ( -2.02, -1.34)

Week 8 -4.87 ( 0.12) -3.26 ( 0.12) -1.61 ( -1.95, -1.27)

Week 9 -4.94 ( 0.12) -3.43 ( 0.12) -1.51 ( -1.85, -1.18

Week 10 -4.95 ( 0.12) -3.44 ( 0.12) -1.51 ( -1.85, -1.18

Week 11 -5.01 ( 0.12) -3.49 ( 0.12) -1.52 ( -1.85, -1.18

Week 12 -5.01 ( 0.12) -3.60 ( 0.12) -1.41 ( -1.75, -1.08

Week 13 -5.03 ( 0.12) -3.71 ( 0.12) -1.32 ( -1.65, -0.98

Week 14 -4.99 ( 0.12) -3.66 ( 0.12) -1.33 ( -1.67, -0.98)

Week 15 -5.08 ( 0.12) -3.88 ( 0.12) -1.20 ( -1.55, -0.86

Week 16 -5.09 ( 0.12) -3.87 ( 0.12) -1.22 ( -1.56, -0.88

Week 18 -5.07 ( 0.13) -4.08 ( 0.13) -0.98 ( -1.35, -0.61)

Week 20 -5.06 ( 0.14) -4.18 ( 0.14) -0.88 ( -1.26, -0.51)

Week 22 -5.13 ( 0.14) -4.28 ( 0.14) -0.86 ( -1.25, -0.47

Week 24 -5.02 ( 0.14) -4.34 ( 0.14) -0.68 ( -1.08, -0.28

Overall up to Week 24 346 2 -4.71 ( 0.10) 340 4 -3.26 ( 0.10) -1.46 ( -1.74, -1.17) <.0001 -0.76 ( -0.92, -0.61) <.0001
N: Number of subjects, N*: Number of subjects included in model, N**: Number of subjects not included in model, LS: Least Squares, SE: Standard Error, CI: Confidence Interval, NE: Not estimable

No Imputation Method:

AbbVie Inc.

CONFIDENTIAL

Final Datacut

Snapshot:

all observed data will be used in the analysis,
Mixed effects model on change from baseline adjusted for baseline score,

L

Date of Table Generation:

treatment group,

18MAY2021

vIGA-AD categories,

Page 16 of 199

except that measurements after systemic rescue or phototherapy will be treated as missing.
visit and interaction between treatment and visit.
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Table 2.2.3
Mixed Effects Model with Repeated Measure for Changes from Baseline - Body Surface Area (BSA)
(ITT Population)
Upadacitinib (N=348) Dupilumab (N=344) Difference of
Visit N* N** LSMean (SE) N* N** LSMean (SE) LSMeans (95% CI) p-Value Hedges® g (95% CI) p-Value
Week 1 -13.42 ( 0.95) -6.39 ( 0.96) -7.04 ( -9.69, -4.38
Week 2 -24.38 ( 0.93) -14.16 ( 0.93) -10.22 ( -12.81, -7.64
Week 4 -33.00 ( 0.83) -22.70 ( 0.84) -10.30 ( -12.63, -7.97
Week 8 -38.24 ( 0.77) -30.05 ( 0.78) -8.19 ( -10.35, -6.03
Week 12 -39.63 ( 0.72) -33.95 ( 0.73) -5.68 ( -7.68, -3.67
Week 16 -40.68 ( 0.66) -36.02 ( 0.67) -4.66 ( -6.52, -2.80
Week 20 -40.37 ( 0.70) -37.12 ( 0.71) -3.24 ( -5.20, -1.28
Week 24 -40.47 ( 0.67) -38.32 ( 0.67) -2.15 ( -4.01, -0.28
Overall up to Week 24 347 1 -33.77 ( 0.56) 341 3 -27.34 ( 0.56) -6.43 ( -8.00, -4.87) <.0001 -0.62 ( -0.77, -0.46) <.0001

N: Number of subjects, N*:

No Imputation Method:

AbbVie Inc.

CONFIDENTIAL

Number of subjects included in model, N**: Number of subjects not included in model, LS: Least Squares, SE: Standard Error, CI: Confidence Interval,

Final Datacut

Snapshot:

all observed data will be used in the analysis,
Mixed effects model on change from baseline adjusted for baseline score,

L

treatment group,

Date of Table Generation:

18MAY2021

except that measurements after systemic rescue or phototherapy will be treated as missing.
vIGA-AD categories,

visit and interaction between treatment and visit.

Page 17 of 199

NE: Not estimable
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Table 2.2.4
Mixed Effects Model with Repeated Measure for Changes from Baseline - Head and Neck - Patient Global Impression of Severity (HN-PGIS)
(ITT Population)
Upadacitinib (N=348) Dupilumab (N=344) Difference of
Visit N* N** LSMean (SE) N* N** LSMean (SE) LSMeans (95% CI) p-Value Hedges® g (95% CI) p-Value
Week 1 -1.74 ( 0.07) -0.66 ( 0.07) -1.08 ( -1.27, -0.89
Week 2 -2.21 ( 0.06) -1.18 ( 0.06) -1.03 ¢ -1.21, -0.85
Week 4 -2.38 ( 0.07) -1.56 ( 0.07) -0.82 ( -1.02, -0.63
Week 8 -2.43 ( 0.07) -1.78 ( 0.07) -0.66 ( -0.85, -0.46)
Week 12 -2.45 ( 0.07) -1.93 ( 0.07) -0.52 ( -0.72, -0.31)
Week 16 -2.50 ( 0.07) -1.99 ( 0.07) -0.51 ( -0.71, -0.30
Week 20 -2.52 ( 0.07) -2.15 ( 0.08) -0.38 ( -0.59, -0.17
Week 24 -2.45 (. 0.07) -2.22 ( 0.07) -0.23 ( -0.43, -0.02
Overall up to Week 24 346 2 -2.34 ( 0.05) 338 6 -1.68 ( 0.05) -0.65 ( -0.80, -0.50) <.0001 -0.66 ( -0.81, -0.50) <.0001

N: Number of subjects, N*:

No Imputation Method:

AbbVie Inc.

CONFIDENTIAL

Number of subjects included in model, N**: Number of subjects not included in model, LS: Least Squares, SE: Standard Error, CI: Confidence Interval,

Final Datacut

Snapshot:

all observed data will be used in the analysis,
Mixed effects model on change from baseline adjusted for baseline score,

L

Date of Table Generation:

18MAY2021

except that measurements after systemic rescue or phototherapy will be treated as missing.
treatment group,

vIGA-AD categories, visit and interaction between treatment and visit.

Page 18 of 199

NE: Not estimable
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Table 2.3.1

Eczema Area and Severity Index

(ITT Population)

- (Final Datacut)

(EASI) 75 response

(modified NRI-C)

Final

Upadacitinib Dupilumab
Visit (N=348) (N=344)
Week 1 Number of subjects with Response, n (%) 56 ( 16.1) 20 ( 5.8
Number of imputations (NRI), n (%) 10 ( 2.9) 8 ( 2.3)
Number of imputations due to COVID-19 (MI), n (%) 13 ( 3.7) 17 ( 4.9
Week 2 Number of subjects with Response, n (%) 152 ( 43.8) 62 ( 18.1
Number of imputations (NRI), n (%) 7 ( 2.0) 5 ( 1.5
Number of imputations due to COVID-19 (MI), n (%) 3 ( 0.9) 3 ( 0.9
Week 4 Number of subjects with Response, n (%) 246 ( 70.6) 127 ( 37.0
Number of imputations (NRI), n (%) 2 ( 0.6) 11 ( 3.2)
Number of imputations due to COVID-19 (MI), n (%) 7 ( 2.0) 2 ( 0.6
Week 8 Number of subjects with Response, n (%) 286 ( 82.2) 203 ( 59.0
Number of imputations (NRI), n (%) 5 ( 1.4) 13 ( 3.8)
Number of imputations due to COVID-19 (MI), n (%) 5 ( 1.4) 6 ( 1.7)
Week 12 Number of subjects with Response, n (%) 289 ( 83.0) 227 ( 66.0)
Number of imputations (NRI), n (%) 12 ( 3.4) 14 ( 4.1
Number of imputations due to COVID-19 (MI), n (%) 7 ( 2.0) 5 ( 1.5
Week 16 Number of subjects with Response, n (%) 288 ( 82.7) 255 ( 74.3
Number of imputations (NRI), n (%) 20 (5.7 22 (1 6.4)
Number of imputations due to COVID-19 (MI), n (%) 7 ( 2.0) 4 ( 1.2)
Week 20 Number of subjects with Response, n (%) 285 ( 81.9) 261 ( 75.9
Number of imputations (NRI), n (%) 24 (1 6.9) 26 (7.6
Number of imputations due to COVID-19 (MI), n (%) 3 ( 0.9 7 ( 2.0
Week 24 Number of subjects with Response, n (%) 277 ( 79.6) 263 ( 76.4)
Number of imputations (NRI), n (%) 33 ( 9.5) 29 ( 8.4
Number of imputations due to COVID-19 (MI), n (%) 3 ( 0.9 2 ( 6)
Adjusted Analysis
Odds Ratio 1.207
95% CI 0.841, 1.732
p-value 0.3081
Relative Risk 1.043
95% CI 0.963, 1.129
p-value 0.3034
Risk Difference 0.032
95% CI -0.029, 0.094
p-value 0.3041

N: Number of subjects,
Missings not due to COVID-19 will be imputed as non-responders,
the missing visit. Values after systemic rescue or phototherapy will be counted as non-responders.

CI: Confidence Interval,

The number of subjects with response is displayed as integer.
Adjusted 0Odds Ratio,
Adjusted Relative Risk, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and log-link.

Adjusted Risk Difference,

AbbVie Inc.

CONFIDENTIAL

Final Datacut Snapshot:

L

NE: Not estimable, modified NRI-C: Non-responder imputation incorporating multiple imputation (MI)
except when the subject is a responder both before and after the visit window.

to handle missing data due to COVID-19
Then the subject will be categorized as a responder for

Percentages are based on the exact value for number of subjects with response after imputation.

Date of Table Generation:

18MAY2021

Page 19 of 199

CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and logit-link.

CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and identity-link.
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Table 2.3.1.1

Eczema Area and Severity Ind
(ITT Population)

nal Datacut)

ex (EASI) 75 response

(modified NRI-C)

- Subgroup analysis

Final

Subgroup Upadacitinib (N=348) Dupilumab (N=344) Adjusted Analysis Interaction
Visit Level n/N[s] (%) n/N[s] (%) Relative Risk (95% CI) p-Value p-Value
Week 24 Age 0.1775

< 40 years 188/ 228 ( 82.5) 172/ 226 76.1) 1.084 (0.986, 1.192) 0.0938
>= 40 years 89/ 120 ( 74.2) 91/ 118 77.0) 0.963 (0.833, 1.113) 0.6071

Geographic regions 0.4495
US/PR/Canada 105/ 140 ( 74.8) 90/ 131 68.5) 1.091 (0.938, 1.269) 0.2568
Other 172/ 208 ( 82.9) 173/ 213 81.2) 1.020 (0.933, 1.116) 0.6634

Baseline EASI 0.1601
< Median (26.4) 132/ 165 ( 80.2) 131/ 180 72.8) 1.102 ( 0.980, 1.240) 0.1039
>= Median (26.4) 145/ 183 ( 79.1) 132/ 164 80.4) 0.984 ( 0.885, 1.094) 0.7648

Baseline vIGA-AD 0.4342
3 (Moderate) 141/ 174 ( 81.1) 129/ 171 75.4) 1.076 (0.961, 1.204) 0.2029
4 (Severe) 136/ 174 ( 78.1) 134/ 173 77.4) 1.010 ( 0.902, 1.130) 0.8680

Sex 0.4186
Female 125/ 165 ( 75.8) 113/ 150 75.3) 1.006 (0.887, 1.142) 0.9242
Male 152/ 183 ( 83.1) 150/ 194 77.2) 1.076 (0.973, 1.190) 0.1559

BMI 0.6616
< 25 kg/m2 133/ 161 ( 82.7) 139/ 169 82.2) 1.005 ( 0.909, 1.111) 0.9243
>= 25 - < 30 kg/m2 70/ 93 ( 75.3) 77/ 110 69.8) 1.078 ( 0.910, 1.277) 0.3851
>= 30 kg/m2 73/ 93 ( 78.5) 47/ 65 72.3) 1.086 ( 0.903, 1.305) 0.3825

Race 0.4811
White 186/ 235 ( 79.1) 187/ 244 76.6) 1.033 (0.939, 1.137) 0.5039
Asian 65/ 77 ( 84.9) 59/ 78 75.5) 1.124 ( 0.959, 1.317) 0.1482
Other 26/ 36 ( 71.5) 17/ 22 77.3) 0.925 (0.679, 1.259) 0.6200

Baseline hsCRP 0.4730
< Median (1.745) 131/ 161 ( 81.4) 148/ 185 79.9) 1.019 (0.918, 1.130) 0.7293
>= Median (1.745) 146/ 187 ( 78.1) 115/ 159 72.3) 1.080 ( 0.955, 1.221) 0.2185

Previous systemic therapy 0.3292
With 144/ 180 ( 80.2) 140/ 175 79.9) 1.003 (0.904, 1.113) 0.9511
Without 133/ 168 ( 79.0) 123/ 169 72.7) 1.086 (0.962, 1.226) 0.1810

N: Number of subjects, N[s]:

The number of subjects with response n is displayed as integer.
Adjusted Relative Risk, CI and p-value based on a generalized linear model with treatment as covariate and log-link.

Number of subjects in subgroup,

CI: Confidence Interval, NE: Not estimable, modified NRI-C: Non-responder imputation incorporating multiple imputation
to COVID-19. Missings not due to COVID-19 will be imputed as non-responders,
the missing visit. Values after systemic rescue or phototherapy will be counted as non-responders.

p-Value for interaction from a generalized linear model with treatment,

AbbVie Inc. CONFIDENTIAL

Final Datacut

Snapshot:

L

Date of Table Generation:

except when the subject is a responder both before and after the visit window.

subgroup and treatment by subgroup interaction as covariates with log-link.

18MAY2021

Page 20 of 199

(MT)

to handle missing data due

Then the subject will be categorized as a responder for

Percentages for the response rate n/N are based on the exact value for number of subjects with response n after imputation.
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Table 2.3.2
Eczema Area

and Severity Index (EASI) 90 response

(ITT Population)

(modified NRI-C)

Final

Upadacitinib Dupilumab
Visit (N=348) (N=344)
Week 1 Number of subjects with Response, n (%) 18 ( 5.2) 7 ( 2.1)
Number of imputations (NRI), n (%) 10 ( 2.9) 8 ( 2.3)
Number of imputations due to COVID-19 (MI), n (%) 13 ( 3.7) 17 ( 4.9
Week 2 Number of subjects with Response, n (%) 64 ( 18.4) 20 ( 5.8
Number of imputations (NRI), n (%) 7 ( 2.0) 5 ( 1.5
Number of imputations due to COVID-19 (MI), n (%) 3 ( 0.9) 3 ( 0.9
Week 4 Number of subjects with Response, n (%) 151 ( 43.5) 51 ( 14.8
Number of imputations (NRI), n (% 2 ( 0.6) 11 ( 3.2)
Number of imputations due to COVID-19 (MI), n (%) 7 ( 2.0) 2 ( 0.6
Week 8 Number of subjects with Response, n (%) 214 ( 61.5) 100 ( 29.2
Number of imputations (NRI), n (% 5 ( 1.4) 13 ( 3.8
Number of imputations due to COVID-19 (MI), n (%) 5 ( 1.4) 6 ( 1.7
Week 12 Number of subjects with Response, n (%) 230 ( 66.0) 141 ( 40.8
Number of imputations (NRI), n (%) 12 ( 3.4) 14 ( 4.1
Number of imputations due to COVID-19 (MI), n (%) 7 ( 2.0) 5 ( .5)
Week 16 Number of subjects with Response, n (%) 235 ( 67.5) 154 ( 44.9
Number of imputations (NRI), n (% 20 (5.7 22 (1 6.4)
Number of imputations due to COVID-19 (MI), n (%) 7 ( 2.0) 4 ( 1.2)
Week 20 Number of subjects with Response, n (%) 235 ( 67.5) 169 ( 49.0
Number of imputations (NRI), n (% 24 (1 6.9) 26 ( 7.6)
Number of imputations due to COVID-19 (MI), n (%) 3 ( 0.9 7 ( 2.0
Week 24 Number of subjects with Response, n (%) 227 ( 65.3) 197 ( 57.3
Number of imputations (NRI), n (%) 33 ( 9.5) 29 ( 8.4
Number of imputations due to COVID-19 (MI), n (%) 3 ( 0.9 2 ( 0.6
Adjusted Analysis
Odds Ratio 1.403
95% CI 1.030, 1.911
p-value 0.0315
Relative Risk 1.137
95% CI 1.009, 1.282
p-value 0.0344
Risk Difference 0.080
95% CI 0.007, 0.152
p-value 0.0315

N: Number of subjects, CI: Confidence Interval,
Missings not due to COVID-19 will be imputed as non-responders,
the missing visit. Values after systemic rescue or phototherapy will be counted as non-responders.

The number of subjects with response is displayed as integer.

Adjusted 0Odds Ratio,

NE: Not estimable, modified NRI-C: Non-responder imputation incorporating multiple imputation (MI) to handle missing data due to COVID-19
except when the subject is a responder both before and after the visit window.

Then the subject will be categorized as a responder for

Percentages are based on the exact value for number of subjects with response after imputation.

CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and logit-link.

Adjusted Relative Risk, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and log-link.

Adjusted Risk Difference,

AbbVie Inc.

CONFIDENTIAL Final Datacut

Snapshot:

L

Date of Table Generation:

18MAY2021

Page 21 of 199

CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and identity-link.
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Table 2.3.2.1

Eczema Area and Severity Ind
(ITT Population)

nal Datacut)

ex (EASI) 90 response

(modified NRI-C)

- Subgroup analysis

Final

Subgroup Upadacitinib (N=348) Dupilumab (N=344) Adjusted Analysis Interaction
Visit Level n/N[s] (%) n/N[s] (%) Relative Risk (95% CI) p-Value p-Value
Week 24 Age 0.3906

< 40 years 150/ 228 ( 65.9) 136/ 226 60.0) 1.099 (0.953, 1.267) 0.1959
>= 40 years 77/ 120 ( 64.2) 62/ 118 52.1) 1.231 (0.989, 1.533) 0.0630

Geographic regions 0.2145
US/PR/Canada 89/ 140 ( 63.8) 66/ 131 50.4) 1.266 (1.024, 1.565) 0.0292
Other 138/ 208 ( 66.3) 131/ 213 61.5) 1.078 (0.933, 1.245) 0.3086

Baseline EASI 0.9421
< Median (26.4) 105/ 165 ( 63.7) 101/ 180 56.1) 1.136 (0.955, 1.350) 0.1503
>= Median (26.4) 122/ 183 ( 66.7) 96/ 164 58.5) 1.139 (0.965, 1.345) 0.1232

Baseline vIGA-AD 0.6061
3 (Moderate) 116/ 174 ( 66.9) 104/ 171 60.5) 1.106 (0.942, 1.298) 0.2201
4 (Severe) 111/ 174 ( 63.6) 94/ 173 54.0) 1.178 (0.985, 1.407) 0.0724

Sex 0.8112
Female 106/ 165 ( 64.3) 86/ 150 57.3) 1.122 ( 0.938, 1.342) 0.2071
Male 121/ 183 ( 66.1) 111/ 194 57.2) 1.156 ( 0.984, 1.357) 0.0772

BMI 0.1982
< 25 kg/m2 107/ 161 ( 66.6) 105/ 169 62.1) 1.071 (0.912, 1.259) 0.4022
>= 25 - < 30 kg/m2 53/ 93 ( 57.0) 59/ 110 53.6) 1.063 (0.828, 1.363) 0.6327
>= 30 kg/m2 66/ 93 ( 71.0) 33/ 65 50.8) 1.398 (1.065, 1.836) 0.0160

Race 0.0826
White 151/ 235 ( 64.1) 149/ 244 60.9) 1.054 (0.917, 1.211) 0.4593
Asian 56/ 77 ( 72.9) 41/ 78 51.9) 1.404 (1.088, 1.812) 0.0091
Other 20/ 36 ( 56.4) 8/ 22 36.4) 1.550 (0.830, 2.895) 0.1689

Baseline hsCRP 0.4043
< Median (1.745) 103/ 161 ( 64.2) 110/ 185 59.2) 1.085 (0.919, 1.282) 0.3351
>= Median (1.745) 124/ 187 ( 66.2) 88/ 159 55.0) 1.202 (1.010, 1.432) 0.0387

Previous systemic therapy 0.2813
With 116/ 180 ( 64.5) 106/ 175 60.3) 1.070 (0.910, 1.259) 0.4125
Without 111/ 168 ( 66.1) 92/ 169 54.1) 1.221 (1.023, 1.456) 0.0269

N: Number of subjects, N[s]:

Number of subjects in subgroup,

CI: Confidence Interval, NE: Not estimable, modified NRI-C: Non-responder imputation incorporating multiple imputation

to COVID-19. Missings not due to COVID-19 will be imputed as non-responders,
the missing visit. Values after systemic rescue or phototherapy will be counted as non-responders.

The number of subjects with response n is displayed as integer.
Adjusted Relative Risk, CI and p-value based on a generalized linear model with treatment as covariate and log-link.

p-Value for interaction from a generalized linear model with treatment,

AbbVie Inc. CONFIDENTIAL

Final Datacut

Snapshot:

L

Date of Table Generation:

except when the subject is a responder both before and after the visit window.

subgroup and treatment by subgroup interaction as covariates with log-link.

18MAY2021

Page 22 of 199

(MT)

to handle missing data due

Then the subject will be categorized as a responder for

Percentages for the response rate n/N are based on the exact value for number of subjects with response n after imputation.
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Table 2.3.3
Eczema Area

and Severity Index (EASI) 100 response

(ITT Population)

(modified NRI-C)

Final

Upadacitinib Dupilumab
Visit (N=348) (N=344)
Week 1 Number of subjects with Response, n (%) 2 ( 0.6) 1 ( 0.3
Number of imputations (NRI), n (%) 10 ( 2.9) 8 ( 2.3)
Number of imputations due to COVID-19 (MI), n (%) 13 ( 3.7) 17 ( 4.9
Week 2 Number of subjects with Response, n (%) 10 ( 2.9) 3 ( 0.9
Number of imputations (NRI), n (%) 7 ( 2.0) 5 ( 1.5
Number of imputations due to COVID-19 (MI), n (%) 3 ( 0.9) 3 ( 0.9
Week 4 Number of subjects with Response, n (%) 29 ( 8.3) 6 ( 1.7
Number of imputations (NRI), n (% 2 ( 0.6) 11 ( 3.2)
Number of imputations due to COVID-19 (MI), n (%) 7 ( 2.0) 2 ( 0.6
Week 8 Number of subjects with Response, n (%) 57 ( 16.4) 14 ( 4.1)
Number of imputations (NRI), n (% 5 ( 1.4) 13 ( 3.8
Number of imputations due to COVID-19 (MI), n (%) 5 ( 1.4) 6 ( 1.7
Week 12 Number of subjects with Response, n (%) 77 ( 22.1) 26 ( 7.6)
Number of imputations (NRI), n (%) 12 ( 3.4) 14 ( 4.1
Number of imputations due to COVID-19 (MI), n (%) 7 ( 2.0) 5 1.5
Week 16 Number of subjects with Response, n (%) 103 ( 29.6) 28 ( 8.2
Number of imputations (NRI), n (% 20 (5.7 22 (1 6.4)
Number of imputations due to COVID-19 (MI), n (%) 7 ( 2.0) 4 ( 1.2)
Week 20 Number of subjects with Response, n (%) 104 ( 29.9) 36 ( 10.5
Number of imputations (NRI), n (% 24 (1 6.9) 26 ( 7.6)
Number of imputations due to COVID-19 (MI), n (%) 3 ( 0.9 7 ( 2.0
Week 24 Number of subjects with Response, n (%) 100 ( 28.7) 48 ( 14.0
Number of imputations (NRI), n (%) 33 ( 9.5) 29 ( 8.4
Number of imputations due to COVID-19 (MI), n (%) 3 ( 0.9) 2 ( 0.6
Adjusted Analysis
Odds Ratio 2.508
95% CI 1.706, 3.686
p-value <.0001
Relative Risk 2.049
95% CI 1.505, 2.791
p-value <.0001
Risk Difference 0.146
95% CI 0.087, 0.206
p-value <.0001

N: Number of subjects, CI: Confidence Interval, NE: Not estimable, modified NRI-C: Non-responder imputation incorporating multiple imputation (MI) to handle missing data due to COVID-19

Missings not due to COVID-19 will be imputed as non-responders,
the missing visit. Values after systemic rescue or phototherapy will be counted as non-responders.

The number of subjects with response is displayed as integer.

Adjusted 0Odds Ratio,

except when the subject is a responder both before and after the visit window.

Then the subject will be categorized as a responder for

Percentages are based on the exact value for number of subjects with response after imputation.

CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and logit-link.

Adjusted Relative Risk, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and log-link.

Adjusted Risk Difference,

AbbVie Inc.

CONFIDENTIAL Final Datacut

Snapshot:

L
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CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and identity-link.



Upadacitinib (M16-046) -

Table 2.3.3.1
Eczema Area and Severity Index
(ITT Population)

(EAST)

(Final Datacut)

100 response

(modified NRI-C)

- Subgroup analysis

Final

Subgroup Upadacitinib (N=348) Dupilumab (N=344) Adjusted Analysis Interaction
Visit Level n/N[s] (%) n/N[s] (%) Relative Risk (95% CI) p-Value p-Value
Week 24 Age 0.6679

< 40 years 59/ 228 ( 25.9) 30/ 226 13.3) 1.951 (1.309, 2.907) 0.0010
>= 40 years 41/ 120 ( 34.2) 18/ 118 15.3) 2.240 (1.369, 3.665) 0.0013

Geographic regions 0.7126
US/PR/Canada 51/ 140 ( 36.4) 22/ 131 16.8) 2.169 (1.398, 3.366) 0.0006
Other 49/ 208 ( 23.6) 26/ 213 12.2) 1.931 (1.249, 2.985) 0.0031

Baseline EASI 0.8812
< Median (26.4) 59/ 165 ( 35.8) 30/ 180 16.7) 2.145 (1.459, 3.154) 0.0001
>= Median (26.4) 41/ 183 ( 22.4) 18/ 164 11.0) 2.043 (1.224, 3.411) 0.0063

Baseline vIGA-AD 0.5378
3 (Moderate) 58/ 174 ( 33.3) 30/ 171 17.5) 1.900 (11.290, 2.798) 0.0011
4 (Severe) 42/ 174 ( 24.2) 18/ 173 10.4) 2.322 (1.394, 3.868) 0.0012

Sex 0.8909
Female 59/ 165 ( 35.8) 26/ 150 17.3) 2.064 (1.377, 3.094) 0.0005
Male 41/ 183 ( 22.4) 22/ 194 11.3) 1.976 ( 1.226, 3.183) 0.0051

BMI 0.9821
< 25 kg/m2 48/ 161 ( 29.8) 25/ 169 14.8) 2.017 ( 1.309, 3.108) 0.0015
>= 25 - < 30 kg/m2 24/ 93 ( 25.8) 14/ 110 12.7) 2.028 (1.114, 3.689) 0.0206
>= 30 kg/m2 28/ 93 ( 30.1) 9/ 65 13.8) 2.174 (1.101, 4.296) 0.0254

Race 0.1444
White 70/ 235 ( 29.8) 41/ 244 16.8) 1.774 (1.261, 2.495) 0.0010
Asian 23/ 77 ( 29.9) 6/ 178 7.7) 3.883 (1.674, 9.008) 0.0016
Other 7/ 36 ( 19.4) 1/ 22 4.5) 4.278 ( 0.563, 32.475) 0.1599

Baseline hsCRP 0.1865
< Median (1.745) 49/ 161 ( 30.4) 32/ 185 17.3) 1.760 (1.189, 2.604) 0.0047
>= Median(1.745) 51/ 187 ( 27.3) 16/ 159 10.1) 2.712 (1.612, 4.563) 0.0002

Previous systemic therapy 0.2613
With 42/ 180 ( 23.3) 24/ 175 13.7) 1.701 (1.078, 2.685) 0.0225
Without 58/ 168 ( 34.5) 24/ 169 14.2) 2.432 (1.590, 3.721) <.0001

N: Number of subjects,

N[s]:

Number of subjects in subgroup,

CI: Confidence Interval, NE: Not estimable, modified NRI-C: Non-responder imputation incorporating multiple imputation

to COVID-19. Missings not due to COVID-19 will be imputed as non-responders,
the missing visit. Values after systemic rescue or phototherapy will be counted as non-responders.

The number of subjects with response n is displayed as integer.
Adjusted Relative Risk, CI and p-value based on a generalized linear model with treatment as covariate and log-link.

p-Value for interaction from a generalized linear model with treatment,

AbbVie Inc.

CONFIDENTIAL

Final Datacut

Snapshot:

L

Date of Table Generation:

except when the subject is a responder both before and after the visit window.

subgroup and treatment by subgroup interaction as covariates with log-link.
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(MT)

to handle missing data due

Then the subject will be categorized as a responder for

Percentages for the response rate n/N are based on the exact value for number of subjects with response n after imputation.



Upadacitinib (M16-046) - (Final Datacut) Final
Table 2.3.4

Worst Pruritus Numeric Rating Scale (WP-NRS) improvement from baseline >= 4 (modified NRI-C)

(ITT Population)

Upadacitinib Dupilumab
Visit (N=348) (N=344)
Week 1 Number of subjects with Response, n (%) 75 ( 21.6) 8 ( 2.3
Number of imputations (NRI), n (%) 7 ( 2.0) 3 ( 0.9
Number of imputations due to COVID-19 (MI), n (%) 0 ( 0.0) 1 ( 0.3
Week 2 Number of subjects with Response, n (%) 158 ( 45.4) 35 ( 10.3
Number of imputations (NRI), n (%) 5 ( 1.4) 4 ( 1.2)
Number of imputations due to COVID-19 (MI), n (%) 1 ( 3) 1 ( 0.3)
Week 3 Number of subjects with Response, n (%) 192 ( 55.1) 58 ( 16.9
Number of imputations (NRI), n (%) 3 ( 0.9) 6 ( 1.7)
Number of imputations due to COVID-19 (MI), n (%) 1 ( 0.3) 1 ( 0.3
Week 4 Number of subjects with Response, n (%) 208 ( 59.8) 77 ( 22.5
Number of imputations (NRI), n (%) 7 ( 2.0) 11 ( 3.2)
Number of imputations due to COVID-19 (MI), n (%) 1 ( 0.3) 1 ( 0.3)
Week 5 Number of subjects with Response, n (%) 227 ( 65.2) 97 ( 28.3
Number of imputations (NRI), n (%) 10 ( 2.9) 13 ( 3.8
Number of imputations due to COVID-19 (MI), n (%) 1 ( 0.3) 1 ( 3)
Week 6 Number of subjects with Response, n (%) 226 ( 64.9) 105 ( 30.7
Number of imputations (NRI), n (%) 11 ( 3.2) 20 ( 5.8
Number of imputations due to COVID-19 (MI), n (%) 1 ( 0.3) 1 ( 0.3)
Week 7 Number of subjects with Response, n (%) 225 ( 64.6) 119 ( 34.7)
Number of imputations (NRI), n (%) 13 ( 3.7) 18 ( 5.2)
Number of imputations due to COVID-19 (MI), n (%) 1 ( 0.3) 1 ( 0.3)
Week 8 Number of subjects with Response, n (%) 224 ( 64.3) 122 ( 35.6)
Number of imputations (NRI), n (%) 14 ( 4.0) 20 ( 5.8
Number of imputations due to COVID-19 (MI), n (%) 1 ( 0.3) 1 ( 3
Week 9 Number of subjects with Response, n (%) 226 ( 64.9) 135 ( 39.1
Number of imputations (NRI), n (%) 18 ( 5.2) 20 ( 5.8
Number of imputations due to COVID-19 (MI), n (%) 1 ( 0.3) 1 ( 0.3)
Week 10 Number of subjects with Response, n (%) 231 ( 66.4) 126 ( 36.5
Number of imputations (NRI), n (%) 18 ( 5.2) 19 ( 5.5
Number of imputations due to COVID-19 (MI), n (%) 2 ( 0.6) 1 ( 0.3)
Week 11 Number of subjects with Response, n (%) 224 ( 64.3) 134 ( 38.8
Number of imputations (NRI), n (%) 20 ( 5.7) 19 ( 5.5
Number of imputations due to COVID-19 (MI), n (%) 2 ( 0.6) 1 ( 0.3)
Week 12 Number of subjects with Response, n (%) 225 ( 64.6) 140 ( 40.6)
Number of imputations (NRI), n (%) 19 ( 5.5) 23 (6.7
Number of imputations due to COVID-19 (MI), n (%) 2 ( 0.6) 1 ( 0.3)
Week 13 Number of subjects with Response, n (%) 230 ( 66.0) 136 ( 39.4
Number of imputations (NRI), n (%) 20 ( 5.7) 23 ( 6.7)
Number of imputations due to COVID-19 (MI), n (%) 2 ( 0.6) 1 ( 0.3)

N: Number of subjects, CI: Confidence Interval, NE: Not estimable, modified NRI-C: Non-responder imputation incorporating multiple imputation (MI) to handle missing data due to COVID-19

Missings not due to COVID-19 will be imputed as non-responders, except when the subject is a responder both before and after the visit window. Then the subject will be categorized as a responder for
the missing visit. Values after systemic rescue or phototherapy will be counted as non-responders.

The number of subjects with response is displayed as integer. Percentages are based on the exact value for number of subjects with response after imputation.

Adjusted Odds Ratio, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and logit-link.

Adjusted Relative Risk, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and log-link.

Adjusted Risk Difference, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and identity-1link.

AbbVie Inc. CONFIDENTIAL Final Datacut Snapshot: L Date of Table Generation: 18MAY2021
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Upadacitinib (M16-046) - (Final Datacut) Final
Table 2.3.4

Worst Pruritus Numeric Rating Scale (WP-NRS) improvement from baseline >= 4 (modified NRI-C)

(ITT Population)

Upadacitinib Dupilumab
Visit (N=348) (N=344)
Week 14 Number of subjects with Response, n (%) 223 ( 64.0) 136 ( 39.4)
Number of imputations (NRI), n (%) 26 ( 7.5) 25 (7.3
Number of imputations due to COVID-19 (MI), n (%) 2 ( 0.6) 1 ( 0.3
Week 15 Number of subjects with Response, n (%) 221 ( 63.4) 152 ( 44.1
Number of imputations (NRI), n (%) 29 ( 8.3) 31 ( 9.0
Number of imputations due to COVID-19 (MI), n (%) 2 ( 0.6) 1 ( 0.3
Week 16 Number of subjects with Response, n (%) 219 ( 62.8) 152 ( 44.1
Number of imputations (NRI), n (%) 37 ( 10.6) 39 (11.3
Number of imputations due to COVID-19 (MI), n (%) 2 ( 0.6) 1 ( 0.3)
Week 18 Number of subjects with Response, n (%) 221 ( 63.4) 165 ( 47.8)
Number of imputations (NRI), n (%) 80 ( 23.0) 73 ( 21.2)
Number of imputations due to COVID-19 (MI), n (%) 6 ( 1.7) 5 ( 1.5
Week 20 Number of subjects with Response, n (%) 228 ( 65.4) 169 ( 49.1)
Number of imputations (NRI), n (%) 36 ( 10.3) 39 ( 11.3
Number of imputations due to COVID-19 (MI), n (%) 2 ( 0.6) 4 (1.2
Week 22 Number of subjects with Response, n (%) 226 ( 64.8) 176 ( 51.1
Number of imputations (NRI), n (%) 45 ( 12.9) 50 ( 14.5
Number of imputations due to COVID-19 (MI), n (%) 4 ( 1.1) 4 ( 1.2)
Week 24 Number of subjects with Response, n (%) 212 ( 60.8) 178 ( 51.7)
Number of imputations (NRI), n (%) 55 ( 15.8) 45 ( 13.1)
Number of imputations due to COVID-19 (MI), n (%) 2 ( 0.6) 1 ( 0.3

Adjusted Analysis

Odds Ratio 1.457

95% CI 1.076, 1.972
p-value 0.0150
Relative Risk 1.175

95% CI 1.030, 1.341
p-value 0.0165

Risk Difference 0.092

95% CI 0.018, 0.165
p-value 0.0146

N: Number of subjects, CI: Confidence Interval, NE: Not estimable, modified NRI-C: Non-responder imputation incorporating multiple imputation (MI) to handle missing data due to COVID-19

Missings not due to COVID-19 will be imputed as non-responders, except when the subject is a responder both before and after the visit window. Then the subject will be categorized as a responder for
the missing visit. Values after systemic rescue or phototherapy will be counted as non-responders.

The number of subjects with response is displayed as integer. Percentages are based on the exact value for number of subjects with response after imputation.

Adjusted Odds Ratio, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and logit-link.

Adjusted Relative Risk, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and log-link.

Adjusted Risk Difference, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and identity-1link.

AbbVie Inc. CONFIDENTIAL Final Datacut Snapshot: L Date of Table Generation: 18MAY2021

Page 26 of 199



Upadacitinib (M16-046) -

Table 2.3.4.1

Worst Pruritus Numeric Rating Scale

(ITT Population)

(Final Datacut)

(WP-NRS)

improvement from baseline >= 4

(modified NRI-C)

- Subgroup analysis

Final

Subgroup Upadacitinib (N=348) Dupilumab (N=344) Adjusted Analysis Interaction
Visit Level n/N[s] (%) n/N[s] (%) Relative Risk (95% CI) p-Value p-Value
Week 24 Age 0.9118

< 40 years 143/ 228 ( 62.5) 121/ 226 53.4) 1.171 (1.000, 1.372) 0.0504
>= 40 years 69/ 120 ( 57.5) 57/ 118 48.3) 1.190 (0.935, 1.516) 0.1579

Geographic regions 0.9002
US/PR/Canada 76/ 140 ( 54.1) 61/ 131 46.3) 1.168 ( 0.919, 1.485) 0.2050
Other 136/ 208 ( 65.3) 117/ 213 54.9) 1.189 (1.016, 1.391) 0.0308

Baseline EASI 0.9134
< Median (26.4) 95/ 165 ( 57.5) 89/ 180 49.4) 1.162 ( 0.954, 1.417) 0.1359
>= Median (26.4) 117/ 183 ( 63.8) 89/ 164 54.1) 1.180 (0.987, 1.411) 0.0701

Baseline vIGA-AD 0.7237
3 (Moderate) 100/ 174 ( 57.2) 81/ 171 47.4) 1.208 (0.985, 1.482) 0.0688
4 (Severe) 112/ 174 ( 64.4) 97/ 173 55.9) 1.152 ( 0.969, 1.369) 0.1093

Sex 0.3467
Female 97/ 165 ( 58.5) 80/ 150 53.3) 1.098 ( 0.901, 1.337) 0.3550
Male 115/ 183 ( 62.8) 98/ 194 50.4) 1.248 (1.043, 1.492) 0.0153

BMI 0.7039
< 25 kg/m2 106/ 161 ( 65.6) 90/ 169 53.3) 1.232 (1.028, 1.475) 0.0237
>= 25 - < 30 kg/m2 53/ 93 ( 57.0) 58/ 110 52.5) 1.086 (0.845, 1.397) 0.5175
>= 30 kg/m2 53/ 93 ( 57.0) 30/ 65 46.2) 1.235 ( 0.900, 1.694) 0.1915

Race 0.1691
White 142/ 235 ( 60.4) 132/ 244 54.1) 1.117 ( 0.956, 1.304) 0.1623
Asian 53/ 77 ( 68.6) 36/ 8 45.8) 1.499 (1.126, 1.995) 0.0055
Other 17/ 36 ( 46.6) 10/ 22 45.5) 1.024 (0.574, 1.827) 0.9352

Baseline hsCRP 0.7194
< Median (1.745) 99/ 161 ( 61.2) 94/ 185 50.8) 1.205 (0.999, 1.455) 0.0516
>= Median (1.745) 113/ 187 ( 60.4) 84/ 159 52.6) 1.148 ( 0.951, 1.385) 0.1502

Previous systemic therapy 0.6395
With 109/ 180 ( 60.5) 93/ 175 53.0) 1.141 (0.950, 1.371) 0.1568
Without 103/ 168 ( 61.2) 85/ 169 50.3) 1.216 ( 1.003, 1.474) 0.0462

N: Number of subjects,

N[s]:

Number of subjects in subgroup,

CI:

Confidence Interval,

to COVID-19. Missings not due to COVID-19 will be imputed as non-responders,

p-Value for interaction from a generalized linear model with treatment,

AbbVie Inc.

CONFIDENTIAL

Final Datacut

Snapshot:

L

Date of Table Generation:

subgroup and treatment by subgroup interaction as covariates with log-link.

18MAY2021
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NE: Not estimable, modified NRI-C: Non-responder imputation incorporating multiple imputation
except when the subject is a responder both before and after the visit window.
the missing visit. Values after systemic rescue or phototherapy will be counted as non-responders.

The number of subjects with response n is displayed as integer.
Adjusted Relative Risk, CI and p-value based on a generalized linear model with treatment as covariate and log-link.

(MT)

to handle missing data due

Then the subject will be categorized as a responder for

Percentages for the response rate n/N are based on the exact value for number of subjects with response n after imputation.



Upadacitinib (M16-046) - (Final Datacut) Final
Table 2.3.5

Worst Pruritus Numeric Rating Scale (WP-NRS) = 0 (modified NRI-C)

(ITT Population)

Upadacitinib Dupilumab
Visit (N=348) (N=344)
Week 1 Number of subjects with Response, n (%) 0 ( 0.0) 0 ( 0.0)
Number of imputations (NRI), n (%) 7 ( 2.0) 3 ( 0.9
Number of imputations due to COVID-19 (MI), n (%) 0 ( 0.0) 1 ( 0.3
Week 2 Number of subjects with Response, n (%) 11 ( 3.2) 1 ( 0.3
Number of imputations (NRI), n (%) 5 ( 1.4) 4 ( 1.2)
Number of imputations due to COVID-19 (MI), n (%) 1 ( 0.3) 1 ( 0.3
Week 3 Number of subjects with Response, n (%) 16 ( 4.6) 1 ( 0.3
Number of imputations (NRI), n (%) 3 ( 0.9) 6 ( 1.7)
Number of imputations due to COVID-19 (MI), n (%) 1 ( 0.3) 1 ( 0.3)
Week 4 Number of subjects with Response, n (%) 22 ( 6.3) 3 ( 0.9
Number of imputations (NRI), n (%) 7 ( 2.0) 11 ( 3.2)
Number of imputations due to COVID-19 (MI), n (%) 1 ( 0.3) 1 ( 0.3
Week 5 Number of subjects with Response, n (%) 32 ( 9.2) 5 ( 1.5
Number of imputations (NRI), n (%) 10 ( 2.9) 13 ( 3.8
Number of imputations due to COVID-19 (MI), n (%) 1 ( 0.3) 1 ( 0.3
Week 6 Number of subjects with Response, n (%) 48 ( 13.8) 4 ( 1.2
Number of imputations (NRI), n (%) 11 ( 3.2) 20 ( 5.8
Number of imputations due to COVID-19 (MI), n (%) 1 ( 0.3) 1 ( 0.3
Week 7 Number of subjects with Response, n (%) 51 ( 14.7) 4 (1.2
Number of imputations (NRI), n (%) 13 ( 3.7) 18 ( 5.2)
Number of imputations due to COVID-19 (MI), n (%) 1 ( 0.3) 1 ( 0.3)
Week 8 Number of subjects with Response, n (%) 51 ( 14.7) 7 ( 2.0
Number of imputations (NRI), n (%) 14 ( 4.0) 20 ( 5.8
Number of imputations due to COVID-19 (MI), n (%) 1 ( 0.3) 1 ( 0.3)
Week 9 Number of subjects with Response, n (%) 53 ( 15.2) 8 ( 2.3
Number of imputations (NRI), n (%) 18 ( 5.2) 20 ( 5.8
Number of imputations due to COVID-19 (MI), n (%) 1 ( 0.3) 1 ( 0.3
Week 10 Number of subjects with Response, n (%) 48 ( 13.8) 6 ( 1.7
Number of imputations (NRI), n (%) 18 ( 5.2) 19 ( 5.5
Number of imputations due to COVID-19 (MI), n (%) 2 ( 0.6) 1 ( 0.3
Week 11 Number of subjects with Response, n (%) 52 ( 14.9) 9 ( 2.6)
Number of imputations (NRI), n (%) 20 ( 5.7) 19 ( 5.5
Number of imputations due to COVID-19 (MI), n (%) 2 ( 0.6) 1 ( 0.3)
Week 12 Number of subjects with Response, n (%) 60 ( 17.2) 5 ( 1.5
Number of imputations (NRI), n (%) 19 ( 5.5) 23 ( 6.7
Number of imputations due to COVID-19 (MI), n (%) 2 ( 0.6) 1 ( 0.3
Week 13 Number of subjects with Response, n (%) 60 ( 17.2) 7 ( 2.0
Number of imputations (NRI), n (%) 20 ( 5.7) 23 ( 6.7)
Number of imputations due to COVID-19 (MI), n (%) 2 ( 0.6) 1 ( 0.3
Week 14 Number of subjects with Response, n (%) 60 (17.2) 8 ( 2.3
Number of imputations (NRI), n (%) 26 ( 7.5) 25 (7.3
Number of imputations due to COVID-19 (MI), n (%) 2 ( 0.6) 1 ( 0.3)

N: Number of subjects, CI: Confidence Interval, NE: Not estimable, modified NRI-C: Non-responder imputation incorporating multiple imputation (MI) to handle missing data due to COVID-19

Missings not due to COVID-19 will be imputed as non-responders, except when the subject is a responder both before and after the visit window. Then the subject will be categorized as a responder for
the missing visit. Values after systemic rescue or phototherapy will be counted as non-responders.

The number of subjects with response is displayed as integer. Percentages are based on the exact value for number of subjects with response after imputation.

Adjusted Odds Ratio, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and logit-link.

Adjusted Relative Risk, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and log-link.

Adjusted Risk Difference, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and identity-1link.

AbbVie Inc. CONFIDENTIAL Final Datacut Snapshot: L Date of Table Generation: 18MAY2021
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Upadacitinib (M16-046) - (Final Datacut) Final
Table 2.3.5

Worst Pruritus Numeric Rating Scale (WP-NRS) = 0 (modified NRI-C)

(ITT Population)

Upadacitinib Dupilumab
Visit (N=348) (N=344)
Week 15 Number of subjects with Response, n (%) 66 ( 19.0) 14 ( 4.1)
Number of imputations (NRI), n (%) 29 ( 8.3) 31 ( 9.0
Number of imputations due to COVID-19 (MI), n (%) 2 ( 0.6) 1 ( 0.3
Week 16 Number of subjects with Response, n (%) 63 ( 18.1) 15 ( 4.4
Number of imputations (NRI), n (%) 37 ( 10.6) 39 ( 11.3
Number of imputations due to COVID-19 (MI), n (%) 2 ( 0.6) 1 ( 0.3
Week 18 Number of subjects with Response, n (%) 77 (22.1) 25 (7.3
Number of imputations (NRI), n (%) 80 ( 23.0) 73 ( 21.2)
Number of imputations due to COVID-19 (MI), n (%) 6 ( 1.7) 5 ( 1.5
Week 20 Number of subjects with Response, n (%) 95 ( 27.3) 28 ( 8.1)
Number of imputations (NRI), n (%) 36 (10.3) 39 (11.3
Number of imputations due to COVID-19 (MI), n (%) 2 ( 0.6) 4 ( 1.2)
Week 22 Number of subjects with Response, n (%) 104 ( 29.9) 36 ( 10.5
Number of imputations (NRI), n (%) 45 ( 12.9) 50 ( 14.5)
Number of imputations due to COVID-19 (MI), n (%) 4 ( 1.1) 4 ( 1.2)
Week 24 Number of subjects with Response, n (%) 92 ( 26.4) 29 ( 8.4
Number of imputations (NRI), n (%) 55 ( 15.8) 45 ( 13.1)
Number of imputations due to COVID-19 (MI), n (%) 2 ( 0.6) 1 ( 0.3

Adjusted Analysis

Odds Ratio 3.905
95% CI 2.493, 6.117
p-value <.0001
Relative Risk 3.135
95% CI 2.123, 4.630
p-value <.0001
Risk Difference 0.180
95% CI 0.126, 0.235
p-value <.0001

N: Number of subjects, CI: Confidence Interval, NE: Not estimable, modified NRI-C: Non-responder imputation incorporating multiple imputation (MI) to handle missing data due to COVID-19

Missings not due to COVID-19 will be imputed as non-responders, except when the subject is a responder both before and after the visit window. Then the subject will be categorized as a responder for
the missing visit. Values after systemic rescue or phototherapy will be counted as non-responders.

The number of subjects with response is displayed as integer. Percentages are based on the exact value for number of subjects with response after imputation.

Adjusted Odds Ratio, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and logit-link.

Adjusted Relative Risk, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and log-link.

Adjusted Risk Difference, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and identity-1link.

AbbVie Inc. CONFIDENTIAL Final Datacut Snapshot: L Date of Table Generation: 18MAY2021
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Upadacitinib (M16-046) - (Fi
Table 2.3.5.1

Worst Pruritus Numeric Ratin
(ITT Population)

nal Datacut)

g Scale (WP-NRS)

0 (modified NRI-C)

- Subgroup analysis

Final

Subgroup Upadacitinib (N=348) Dupilumab (N=344) Adjusted Analysis Interaction
Visit Level n/N[s] (%) n/N[s] (%) Relative Risk (95% CI) p-Value p-Value
Week 24 Age 0.4060

< 40 years 58/ 228 ( 25.4) 16/ 226 7.1) 3.593 (2.132, 6.056) <.0001
>= 40 years 34/ 120 ( 28.3) 13/ 118 11.0) 2.572 (1.431, 4.623) 0.0016

Geographic regions 0.5016
US/PR/Canada 43/ 140 ( 30.7) 11/ 131 8.4) 3.658 (1.972, 6.785) <.0001
Other 49/ 208 ( 23.6) 18/ 213 8.5) 2.788 (1.682, 4.620) <.0001

Baseline EASI 0.9066
< Median (26.4) 42/ 165 ( 25.5) 15/ 180 8.3) 3.055 (1.762, 5.296) <.0001
>= Median (26.4) 50/ 183 ( 27.3) 14/ 164 8.5) 3.201 (1.839, 5.569) <.0001

Baseline vIGA-AD 0.6232
3 (Moderate) 46/ 174 ( 26.4) 13/ 171 7.6) 3.477 (1.950, 6.200) <.0001
4 (Severe) 46/ 174 ( 26.4) 16/ 173 9.2) 2.858 (1.685, 4.849) <.0001

Sex 0.8925
Female 46/ 165 ( 27.9) 13/ 150 8.7) 3.217 (1.811, 5.714) <.0001
Male 46/ 183 ( 25.1) 16/ 194 8.2) 3.048 (1.791, 5.187) <.0001

BMI 0.2277
< 25 kg/m2 41/ 161 ( 25.5) 15/ 169 8.9) 2.869 (1.654, 4.976) 0.0002
>= 25 - < 30 kg/m2 22/ 93 ( 23.7) 11/ 110 10.0) 2.366 (1.212, 4.618) 0.0117
>= 30 kg/m2 29/ 93 ( 31.2) 3/ 65 4.6) 6.756 ( 2.149, 21.245) 0.0011

Race 0.0489
White 61/ 235 ( 26.0) 25/ 244 10.2) 2.533 (1.649, 3.893) <.0001
Asian 20/ 77 ( 26.0) 4/ 78 5.1) 5.065 (1.815, 14.135) 0.0019
Other 11/ 36 ( 30.6) 0/ 22 0.0) NE ( NE, NE) NE

Baseline hsCRP 0.2619
< Median (1.745) 40/ 161 ( 24.8) 18/ 185 9.7) 2.553 (1.526, 4.272) 0.0004
>= Median(1.745) 52/ 187 ( 27.8) 11/ 159 6.9) 4.019 (2.173, 7.436) <.0001

Previous systemic therapy 0.6329
With 44/ 180 ( 24.4) 15/ 175 8.6) 2.852 (1.649, 4.932) 0.0002
Without 48/ 168 ( 28.6) 14/ 169 8.3) 3.449 (1.979, 6.012) <.0001

N: Number of subjects, N[s]:

Number of subjects in subgroup,

CI: Confidence Interval, NE: Not estimable, modified NRI-C: Non-responder imputation incorporating multiple imputation

to COVID-19. Missings not due to COVID-19 will be imputed as non-responders,
the missing visit. Values after systemic rescue or phototherapy will be counted as non-responders.

The number of subjects with response n is displayed as integer.
Adjusted Relative Risk, CI and p-value based on a generalized linear model with treatment as covariate and log-link.

p-Value for interaction from a generalized linear model with treatment,
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(MT)

to handle missing data due

Then the subject will be categorized as a responder for

Percentages for the response rate n/N are based on the exact value for number of subjects with response n after imputation.
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Table 2.3.6

Body Surface Area (BSA) = 0 (modified NRI-C)
(ITT Population)

Final

Upadacitinib Dupilumab
Visit (N=348) (N=344)
Week 1 Number of subjects with Response, n (%) 2 ( 0.6) 1 ( 0.3
Number of imputations (NRI), n (%) 10 ( 2.9) 8 ( 2.3)
Number of imputations due to COVID-19 (MI), n (%) 13 ( 3.7) 17 ( 4.9
Week 2 Number of subjects with Response, n (%) 10 ( 2.9) 3 ( 0.9
Number of imputations (NRI), n (%) 7 ( 2.0) 4 ( 1.2)
Number of imputations due to COVID-19 (MI), n (%) 3 ( 0.9) 3 ( 0.9
Week 4 Number of subjects with Response, n (%) 29 ( 8.3) 6 ( 1.7
Number of imputations (NRI), n (% 2 ( 0.6) 11 ( 3.2)
Number of imputations due to COVID-19 (MI), n (%) 7 ( 2.0) 2 ( 0.6
Week 8 Number of subjects with Response, n (%) 57 ( 16.4) 14 ( .1)
Number of imputations (NRI), n (% 6 ( 1.7) 14 ( 4.1)
Number of imputations due to COVID-19 (MI), n (%) 5 ( 1.4) 6 ( .7)
Week 12 Number of subjects with Response, n (%) 77 ( 22.1) 26 ( 7.6)
Number of imputations (NRI), n (%) 12 ( 3.4) 14 ( 4.1
Number of imputations due to COVID-19 (MI), n (%) 6 ( 1.7) 5 1.5
Week 16 Number of subjects with Response, n (%) 104 ( 29.9) 29 ( 8.4
Number of imputations (NRI), n (% 20 (5.7 23 ( 6.7)
Number of imputations due to COVID-19 (MI), n (%) 7 ( 2.0) 4 ( 1.2)
Week 20 Number of subjects with Response, n (%) 105 ( 30.2) 36 ( 10.5
Number of imputations (NRI), n (% 24 (1 6.9) 26 ( 7.6)
Number of imputations due to COVID-19 (MI), n (%) 3 ( 0.9 7 ( 2.0
Week 24 Number of subjects with Response, n (%) 100 ( 28.7) 48 ( 14.0
Number of imputations (NRI), n (%) 33 ( 9.5) 29 ( 8.4
Number of imputations due to COVID-19 (MI), n (%) 3 ( 0.9) 2 ( 0.6
Adjusted Analysis
Odds Ratio 2.506
95% CI 1.705, 3.685
p-value <.0001
Relative Risk 2.049
95% CI 1.504, 2.790
p-value <.0001
Risk Difference 0.146
95% CI 0.087, 0.205
p-value <.0001

N: Number of subjects, CI: Confidence Interval,
Missings not due to COVID-19 will be imputed as non-responders,
the missing visit. Values after systemic rescue or phototherapy will be counted as non-responders.

The number of subjects with response is displayed as integer.

Adjusted 0Odds Ratio,

NE: Not estimable, modified NRI-C: Non-responder imputation incorporating multiple imputation (MI) to handle missing data due to COVID-19
except when the subject is a responder both before and after the visit window.

Then the subject will be categorized as a responder for

Percentages are based on the exact value for number of subjects with response after imputation.

CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and logit-link.

Adjusted Relative Risk, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and log-link.

Adjusted Risk Difference,
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CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and identity-link.
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Table 2.3.6.1

Body Surface Area

(ITT Population)

(BSA) = 0 (modified NRI-C)

- Subgroup analysis

Final

Subgroup Upadacitinib (N=348) Dupilumab (N=344) Adjusted Analysis Interaction
Visit Level n/N[s] (%) n/N[s] (%) Relative Risk (95% CI) p-Value p-Value
Week 24 Age 0.6667

< 40 years 59/ 228 ( 25.9) 30/ 226 ( 13.3) 1.949 (1.308, 2.906) 0.0010
>= 40 years 41/ 120 ( 34.2) 18/ 118 ( 15.3) 2.240 ( 1.369, 3.665) 0.0013

Geographic regions 0.7110
US/PR/Canada 51/ 140 ( 36.4) 22/ 131 ( 16.8) 2.169 (1.398, 3.366) 0.0006
Other 49/ 208 ( 23.6) 26/ 213 ( 12.2) 1.930 (1.249, 2.983) 0.0031

Baseline EASI 0.8792
< Median (26.4) 59/ 165 ( 35.8) 30/ 180 ( 16.7) 2.145 ( 1.459, 3.154) 0.0001
>= Median (26.4) 41/ 183 ( 22.4) 18/ 164 ( 11.0) 2.041 (1.223, 3.408) 0.0064

Baseline vIGA-AD 0.5394
3 (Moderate) 58/ 174 ( 33.3) 30/ 171 ( 17.5) 1.900 (1.290, 2.798) 0.0011
4 (Severe) 42/ 174 ( 24.1) 18/ 173 ( 10.4) 2.320 (1.392, 3.865) 0.0012

Sex 0.8923
Female 59/ 165 ( 35.8) 26/ 150 ( 17.3) 2.063 (1.376, 3.093) 0.0005
Male 41/ 183 ( 22.4) 22/ 194 ( 11.3) 1.976 (1.226, 3.183) 0.0051

BMI 0.9820
< 25 kg/m2 48/ 161 ( 29.8) 25/ 169 ( 14.8) 2.015 (1.308, 3.106) 0.0015
>= 25 - < 30 kg/m2 24/ 93 ( 25.8) 14/ 110 ( 12.7) 2.028 (1.114, 3.689) 0.0206
>= 30 kg/m2 28/ 93 ( 30.1) 9/ 65 ( 13.8) 2.174 ( 1.101, 4.296) 0.0254

Race 0.1440
White 70/ 235 ( 29.8) 41/ 244 ( 16.8) 1.773 (11.260, 2.494) 0.0010
Asian 23/ 77 ( 29.9) 6/ 78 ( 7.7) 3.883 (1.674, 9.008) 0.0016
Other 7/ 36 ( 19.4) 1/ 22 ( 4.5) 4.278 ( 0.563, 32.475) 0.1599

Baseline hsCRP 0.1871
< Median (1.745) 49/ 161 ( 30.4) 32/ 185 ( 17.3) 1.760 (1.189, 2.604) 0.0047
>= Median(1.745) 51/ 187 ( 27.3) 16/ 159 ( 10.1) 2.710 (1.611, 4.560) 0.0002

Previous systemic therapy 0.2621
With 42/ 180 ( 23.3) 24/ 175 ( 13.7) 1.701 (1.078, 2.685) 0.0225
Without 58/ 168 ( 34.5) 24/ 169 ( 14.2) 2.431 (1.589, 3.719) <.0001

N: Number of subjects, N[s]:

Number of subjects in subgroup,
to COVID-19. Missings not due to COVID-19 will be imputed as non-responders,

CI: Confidence Interval, NE: Not estimable, modified NRI-C: Non-responder imputation incorporating multiple imputation
except when the subject is a responder both before and after the visit window.

the missing visit. Values after systemic rescue or phototherapy will be counted as non-responders.

The number of subjects with response n is displayed as integer.

Adjusted Relative Risk, CI and p-value based on a generalized linear model with treatment as covariate and log-link.

p-Value for interaction from a generalized linear model with treatment,
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subgroup and treatment by subgroup interaction as covariates with log-link.

(MT)

to handle missing data due

Then the subject will be categorized as a responder for

Percentages for the response rate n/N are based on the exact value for number of subjects with response n after imputation.
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Table 2.3.7

Head and Neck - Patient Global Impression of Severity (HN-PGIS) = 0 (modified NRI-C)

(ITT Population)

Upadacitinib Dupilumab
Visit (N=348) (N=344)
Week 1 Number of subjects with Response, n (%) 40 ( 11.5) 13 ( 3.9
Number of imputations (NRI), n (%) 21 ( 6.0) 16 ( 4.7
Number of imputations due to COVID-19 (MI), n (%) 12 ( 3.4) 13 ( 3.8
Week 2 Number of subjects with Response, n (%) 65 ( 18.7) 23 (6.7
Number of imputations (NRI), n (%) 10 ( 2.9) 14 ( 4.1
Number of imputations due to COVID-19 (MI), n (%) 3 ( 0.9) 3 ( 0.9
Week 4 Number of subjects with Response, n (%) 88 ( 25.1) 30 ( 8.8
Number of imputations (NRI), n (%) 12 ( 3.4) 15 ( 4.4)
Number of imputations due to COVID-19 (MI), n (%) 6 ( 1.7) 4 ( 1.2)
Week 8 Number of subjects with Response, n (%) 95 ( 27.2) 33 ( 9.7)
Number of imputations (NRI), n (%) 14 ( 4.0) 21 ( 6.1)
Number of imputations due to COVID-19 (MI), n (%) 7 ( 2.0) 9 ( 2.6
Week 12 Number of subjects with Response, n (%) 100 ( 28.7) 41 ( 11.9)
Number of imputations (NRI), n (%) 22 ( 6.3) 25 ( 7.3)
Number of imputations due to COVID-19 (MI), n (%) 7 ( 2.0) 7 ( 2.0
Week 16 Number of subjects with Response, n (%) 107 ( 30.8) 50 ( 14.5
Number of imputations (NRI), n (%) 29 ( 8.3) 28 ( 8.1)
Number of imputations due to COVID-19 (MI), n (%) 6 ( 1.7) 4 ( 1.2)
Week 20 Number of subjects with Response, n (%) 122 ( 34.9) 56 ( 16.1)
Number of imputations (NRI), n (%) 36 ( 10.3) 37 ( 10.8
Number of imputations due to COVID-19 (MI), n (%) 2 ( 0.6) 5 ( 1.5
Week 24 Number of subjects with Response, n (%) 99 ( 28.5) 58 ( 16.9)
Number of imputations (NRI), n (%) 41 ( 11.8) 36 ( 10.5
Number of imputations due to COVID-19 (MI), n (%) 2 ( 0.6) 2 ( 0.6
Adjusted Analysis
Odds Ratio 1.960
95% CI 1.358, 2.828
p-value 0.0003
Relative Risk 1.692
95% CI 1.269, 2.255
p-value 0.0003
Risk Difference 0.114
95% CI 0.051, 0.176
p-value 0.0003

N: Number of subjects, CI: Confidence Interval, NE: Not estimable, modified NRI-C: Non-responder imputation incorporating multiple imputation (MI) to handle missing data due to COVID-19

Missings not due to COVID-19 will be imputed as non-responders, except when the subject is a responder both before and after the visit window. Then the subject will be categorized as a responder for
the missing visit. Values after systemic rescue or phototherapy will be counted as non-responders.

The number of subjects with response is displayed as integer. Percentages are based on the exact value for number of subjects with response after imputation.

Adjusted Odds Ratio, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and logit-link.

Adjusted Relative Risk, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and log-link.

Adjusted Risk Difference, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and identity-1link.
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Table 2.3.7.1
Head and Neck - Patient Global Impression of Severity (HN-PGIS) = 0
(ITT Population)

(modified NRI-C) - Subgroup analysis

Final

Subgroup Upadacitinib (N=348) Dupilumab (N=344) Adjusted Analysis Interaction
Visit Level n/N[s] (%) n/N[s] (%) Relative Risk (95% CI) p-Value p-Value
Week 24 Age 0.0737

< 40 years 62/ 228 ( 27.3) 29/ 226 ( 12.9) 2.116 (1.418, 3.159) 0.0002
>= 40 years 37/ 120 ( 30.8) 29/ 118 ( 24.6) 1.252 (0.827, 1.894) 0.2882

Geographic regions 0.3383
US/PR/Canada 52/ 140 ( 37.3) 25/ 131 ( 19.3) 1.935 ( 1.280, 2.924) 0.0017
Other 47/ 208 ( 22.6) 33/ 213 ( 15.5) 1.462 (0.978, 2.185) 0.0643

Baseline EASI 0.9249
< Median (26.4) 52/ 165 ( 31.6) 33/ 180 ( 18.3) 1.722 (1.176, 2.523) 0.0052
>= Median (26.4) 47/ 183 ( 25.8) 25/ 164 ( 15.4) 1.675 (1.083, 2.593) 0.0206

Baseline vIGA-AD 0.2090
3 (Moderate) 57/ 174 ( 32.9) 28/ 171 ( 16.4) 2.005 (1.344, 2.992) 0.0007
4 (Severe) 42/ 174 ( 24.1) 30/ 173 ( 17.4) 1.384 (0.911, 2.104) 0.1277

Sex 0.8125
Female 53/ 165 ( 32.3) 28/ 150 ( 18.7) 1.729 (1.158, 2.582) 0.0074
Male 46/ 183 ( 25.1) 30/ 194 ( 15.6) 1.613 (1.067, 2.438) 0.0233

BMI 0.6896
< 25 kg/m2 45/ 161 ( 28.1) 26/ 169 ( 15.4) 1.827 (1.186, 2.815) 0.0062
>= 25 - < 30 kg/m2 22/ 93 ( 23.7) 19/ 110 ( 17.5) 1.353 (0.782, 2.341) 0.2791
>= 30 kg/m2 32/ 93 ( 34.4) 13/ 65 ( 20.0) 1.720 (0.981, 3.016) 0.0582

Race 0.5541
White 68/ 235 ( 28.9) 46/ 244 ( 18.9) 1.533 (1.104, 2.129) 0.0108
Asian 19/ 77 ( 24.8) 8/ 78 ( 10.5) 2.371 ( 1.105, 5.088) 0.0267
Other 12/ 36 ( 33.8) 4/ 22 ( 18.2) 1.858 ( 0.684, 5.047) 0.2244

Baseline hsCRP 0.8401
< Median (1.745) 45/ 161 ( 28.1) 30/ 185 ( 16.3) 1.730 (1.147, 2.609) 0.0090
>= Median(1.745) 54/ 187 ( 28.9) 28/ 159 ( 17.7) 1.630 (11.088, 2.443) 0.0179

Previous systemic therapy 0.6452
With 42/ 180 ( 23.4) 26/ 175 ( 15.0) 1.564 ( 1.005, 2.435) 0.0476
Without 57/ 168 ( 34.0) 32/ 169 ( 19.0) 1.793 (1.231, 2.614) 0.0024

N: Number of subjects, N[s]:

Number of subjects in subgroup,
to COVID-19. Missings not due to COVID-19 will be imputed as non-responders,

CI: Confidence Interval, NE: Not estimable, modified NRI-C: Non-responder imputation incorporating multiple imputation
except when the subject is a responder both before and after the visit window.

the missing visit. Values after systemic rescue or phototherapy will be counted as non-responders.

The number of subjects with response n is displayed as integer.

Adjusted Relative Risk, CI and p-value based on a generalized linear model with treatment as covariate and log-link.

p-Value for interaction from a generalized linear model with treatment,
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subgroup and treatment by subgroup interaction as covariates with log-link.

(MT)

to handle missing data due

Then the subject will be categorized as a responder for

Percentages for the response rate n/N are based on the exact value for number of subjects with response n after imputation.
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Figure 2.4.1

Eczema Area and Severity Index (EASI) 75 response

(ITT Population)
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Woche 0 1 2 4 8 12 16 20 24
n=348 n=338 n=341 n=346 n=343 n=336 n=328 n=324 n=315
n=344 n=336 n=339 n=333 n=331 n=330 n=322 n=318 n=315

Behandlungsarm:
O Upadacitinib(N=348) O Dupilumab(N=344)

N=Number of patients, n=Number of patients with non-missing values, modified NRI-C: Non-responder imputation incorporating multiple imputation (MI) to handle missing data due to COVID-19
Missings not due to COVID-19 will be imputed as non-responders, except when the subject is a responder both before and after the visit window. Then the subject will be categorized as a responder for
the missing visit. Values after systemic rescue or phototherapy will be counted as non-responders.
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Figure 2.4.2

Eczema Area and Severity Index (EASI) 90 response

(ITT Population)
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n=348 n=338 n=341 n=346 n=343 n=336 n=328 n=324 n=315
n=344 n=336 n=339 n=333 n=331 n=330 n=322 n=318 n=315

Behandlungsarm:
O Upadacitinib(N=348) O Dupilumab(N=344)

N=Number of patients, n=Number of patients with non-missing values, modified NRI-C: Non-responder imputation incorporating multiple imputation (MI) to handle missing data due to COVID-19
Missings not due to COVID-19 will be imputed as non-responders, except when the subject is a responder both before and after the visit window. Then the subject will be categorized as a responder for
the missing visit. Values after systemic rescue or phototherapy will be counted as non-responders.
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Figure 2.4.3

Eczema Area and Severity Index (EASI) 100 response

(ITT Population)
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n=348 n=338 n=341 n=346 n=343 n=336 n=328 n=324 n=315
n=344 n=336 n=339 n=333 n=331 n=330 n=322 n=318 n=315
Behandlungsarm:
O Upadacitinib(N=348) O Dupilumab(N=344)

N=Number of patients, n=Number of patients with non-missing values, modified NRI-C: Non-responder imputation incorporating multiple imputation (MI) to handle missing data due to COVID-19
Missings not due to COVID-19 will be imputed as non-responders, except when the subject is a responder both before and after the visit window. Then the subject will be categorized as a responder for
the missing visit. Values after systemic rescue or phototherapy will be counted as non-responders.
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Figure 2.4.4

Worst Pruritus Numeric Rating Scale (WP-NRS) improvement from baseline >= 4

(ITT Population)

Verbesserung der WP-NRSum >=4
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n=346 n=341 n=343 n=345 n=341 n=338 n=337 n=335 n=334 n=330 n=330 n=328 n=329 n=328 n=322 n=319 n=311 n=268 n=312 n=303 n=293
n=342 n=341 n=340 n=338 n=333 n=331 n=324 n=326 n=324 n=324 n=325 n=325 n=321 n=321 n=319 n=313 n=305 n=271 n=305 n=294 n=299

Behandlungsarm:
O Upadacitinib(N=348) O Dupilumab(N=344)

N=Number of patients, n=Number of patients with non-missing values, modified NRI-C: Non-responder imputation incorporating multiple imputation (MI) to handle missing data due to COVID-19
Missings not due to COVID-19 will be imputed as non-responders, except when the subject is a responder both before and after the visit window. Then the subject will be categorized as a responder for
the missing visit. Values after systemic rescue or phototherapy will be counted as non-responders.
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Figure 2.4.5

Worst Pruritus Numeric Rating Scale (WP-NRS) = 0

(ITT Population)
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n=342 n=341 n=340 n=338 n=333 n=331 n=324 n=326 n=324 n=324 n=325 n=325 n=321 n=321 n=319 n=313 n=305 n=271 n=305 n=294 n=299
Behandlungsarm:
O Upadacitinib(N=348) O Dupilumab(N=344)

N=Number of patients, n=Number of patients with non-missing values, modified NRI-C: Non-responder imputation incorporating multiple imputation (MI) to handle missing data due to COVID-19
Missings not due to COVID-19 will be imputed as non-responders, except when the subject is a responder both before and after the visit window. Then the subject will be categorized as a responder for
the missing visit. Values after systemic rescue or phototherapy will be counted as non-responders.
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Figure 2.4.6

Body Surface Area (BSA) = 0

(ITT Population)
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n=344 n=336 n=340 n=333 n=330 n=330 n=321 n=318 n=315
Behandlungsarm:
O Upadacitinib(N=348) O Dupilumab(N=344)

N=Number of patients, n=Number of patients with non-missing values, modified NRI-C: Non-responder imputation incorporating multiple imputation (MI) to handle missing data due to COVID-19
Missings not due to COVID-19 will be imputed as non-responders, except when the subject is a responder both before and after the visit window. Then the subject will be categorized as a responder for
the missing visit. Values after systemic rescue or phototherapy will be counted as non-responders.
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Figure 2.4.7

Head and Neck - Patient Global Impression of Severity (HN-PGIS) = 0
(ITT Population)

Final

HN-PGIS =0
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Behandlungsarm:
O Upadacitinib(N=348) O Dupilumab(N=344)

N=Number of patients, n=Number of patients with non-missing values, modified NRI-C: Non-responder imputation incorporating multiple imputation (MI) to handle missing data due to COVID-19
Missings not due to COVID-19 will be imputed as non-responders, except when the subject is a responder both before and after the visit window. Then the subject will be categorized as a responder for
the missing visit. Values after systemic rescue or phototherapy will be counted as non-responders.
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Table 2.5.1

Sensitivity Analysis of Eczema Area and Severity Index (EASI) 75 response (NRI/MI)

(ITT Population)

Upadacitinib Dupilumab
Visit (N=348) (N=344)
Week 1 Number of subjects with Response, n (%) 57 ( 16.4) 20 (5.9
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 23 ( 6.6) 25 (7.3
Week 2 Number of subjects with Response, n (%) 154 ( 44.1) 63 ( 18.2)
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 10 ( 2.9) 8 ( 2.3)
Week 4 Number of subjects with Response, n (%) 246 ( 70.8) 129 ( 37.6)
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 9 ( 2.6) 13 ( 3.8)
Week 8 Number of subjects with Response, n (%) 289 ( 83.0) 208 ( 60.5
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 10 ( 2.9) 19 ( 5.5)
Week 12 Number of subjects with Response, n (%) 295 ( 84.8) 234 ( 67.9
Number of imputations (NRI), n (%) 1 ( 0.3) 0 ( 0.0
Number of imputations (MI), n (%) 18 ( 5.2) 19 ( 5.5
Week 16 Number of subjects with Response, n (%) 300 ( 86.3) 267 ( 77.7)
Number of imputations (NRI), n (%) 1 ( 0.3) 1 ( 0.3
Number of imputations (MI), n (%) 26 ( 7.5) 25 ( 7.3)
Week 20 Number of subjects with Response, n (%) 298 ( 85.7) 274 ( 79.6
Number of imputations (NRI), n (%) 1 ( 0.3) 1 ( 0.3
Number of imputations (MI), n (%) 26 ( 7.5) 32 ( 9.3
Week 24 Number of subjects with Response, n (%) 297 ( 85.3) 281 ( 81.8
Number of imputations (NRI), n (%) 3 ( 0.9) 1 ( 0.3
Number of imputations (MI), n (%) 33 ( 9.5) 30 ( 8.7)
Adjusted Analysis
Odds Ratio 1.290
95% CI 0.841, 1.980
p-value 0.2432
Relative Risk 1.043
95% CI 0.972, 1.120
p-value 0.2390
Risk Difference 0.035
95% CI -0.023, 0.094
p-value 0.2386

N: Number of subjects, CI: Confidence Interval, NE: Not estimable, NRI: Non-responder Imputation, MI: Multiple Imputation

Missing values (missing data due to COVID-19 infection or logistical restriction and all other missing data) will be imputed by MI. Values after systemic rescue or phototherapy will be counted as non-responders.
The number of subjects with response is displayed as integer. Percentages are based on the exact value for number of subjects with response after imputation.

Adjusted Odds Ratio, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and logit-link.

Adjusted Relative Risk, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and log-link.

Adjusted Risk Difference, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and identity-1link.
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Table 2.5.2

Sensitivity Analysis of Eczema Area and Severity Index (EASI) 90 response (NRI/MI)

(ITT Population)

Upadacitinib Dupilumab
Visit (N=348) (N=344)
Week 1 Number of subjects with Response, n (%) 19 ( 5.3) 7T 2.1
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 23 ( 6.6) 25 (7.3
Week 2 Number of subjects with Response, n (%) 65 ( 18.6) 21 ( 6.0
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0)
Number of imputations (MI), n (%) 10 ( 2.9) 8 ( 2.3)
Week 4 Number of subjects with Response, n (%) 151 ( 43.5) 52 ( 15.0
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 9 ( 2.6) 13 ( 3.8)
Week 8 Number of subjects with Response, n (%) 216 ( 62.0) 102 ( 29.8
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 10 ( 2.9) 19 ( 5.5)
Week 12 Number of subjects with Response, n (%) 232 ( 66.7) 143 ( 41.4
Number of imputations (NRI), n (%) 1 ( 0.3) 0 ( 0.0
Number of imputations (MI), n (%) 18 ( 5.2) 19 ( 5.5
Week 16 Number of subjects with Response, n (%) 241 ( 69.3) 158 ( 45.9)
Number of imputations (NRI), n (%) 1 ( 0.3) 1 ( 0.3
Number of imputations (MI), n (%) 26 (7.5 25 (7.3
Week 20 Number of subjects with Response, n (%) 240 ( 68.9) 174 ( 50.7
Number of imputations (NRI), n (%) 1 ( 0.3) 1 ( 0.3
Number of imputations (MI), n (%) 26 ( 7.5) 32 ( 9.3
Week 24 Number of subjects with Response, n (%) 234 ( 67.4) 204 ( 59.4
Number of imputations (NRI), n (%) 3 ( 0.9) 1 ( 0.3
Number of imputations (MI), n (%) 33 ( 9.5) 30 ( 8.7)
Adjusted Analysis
Odds Ratio 1.412
95% CI 1.021, 1.953
p-value 0.0371
Relative Risk 1.130
95% CI 1.003, 1.273
p-value 0.0437
Risk Difference 0.079
95% CI 0.004, 0.153
p-value 0.0386

N: Number of subjects, CI: Confidence Interval, NE: Not estimable, NRI: Non-responder Imputation, MI: Multiple Imputation

Missing values (missing data due to COVID-19 infection or logistical restriction and all other missing data) will be imputed by MI. Values after systemic rescue or phototherapy will be counted as non-responders.
The number of subjects with response is displayed as integer. Percentages are based on the exact value for number of subjects with response after imputation.

Adjusted Odds Ratio, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and logit-link.

Adjusted Relative Risk, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and log-link.

Adjusted Risk Difference, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and identity-1link.
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Table 2.5.3

Sensitivity Analysis of Eczema Area and Severity Index (EASI) 100 response (NRI/MI)

(ITT Population)

Upadacitinib Dupilumab
Visit (N=348) (N=344)
Week 1 Number of subjects with Response, n (%) 2 ( 0.6) 1 ( 0.3
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 23 ( 6.6) 25 (7.3
Week 2 Number of subjects with Response, n (%) 10 ( 2.9) 3 ( 0.9
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 10 ( 2.9) 8 ( 2.3)
Week 4 Number of subjects with Response, n (%) 29 ( 8.3) 6 ( 1.7)
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 9 ( 2.6) 13 ( 3.8
Week 8 Number of subjects with Response, n (%) 57 ( 16.4) 14 ( 4.1
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 10 ( 2.9) 19 ( 5.5)
Week 12 Number of subjects with Response, n (%) 77 (22.2) 26 (7.6
Number of imputations (NRI), n (%) 1 ( 0.3) 0 ( 0.0)
Number of imputations (MI), n (%) 18 ( 5.2) 19 ( 5.5
Week 16 Number of subjects with Response, n (%) 103 ( 29.7) 28 ( 8.2)
Number of imputations (NRI), n (%) 1 ( 0.3) 1 ( 0.3
Number of imputations (MI), n (%) 26 ( 7.5) 25 (7.3
Week 20 Number of subjects with Response, n (%) 104 ( 29.9) 36 ( 10.6
Number of imputations (NRI), n (%) 1 ( 0.3) 1 ( 0.3
Number of imputations (MI), n (%) 26 ( 7.5) 32 ( 9.3
Week 24 Number of subjects with Response, n (%) 100 ( 28.8) 48 ( 14.1
Number of imputations (NRI), n (%) 3 ( 0.9) 1 ( 0.3
Number of imputations (MI), n (%) 33 ( 9.5) 30 ( 8.7)
Adjusted Analysis
Odds Ratio 2.486
95% CI 1.691, 3.656
p-value <.0001
Relative Risk 2.033
95% CI 1.493, 2.767
p-value <.0001
Risk Difference 0.145
95% CI 0.086, 0.205
p-value <.0001

N: Number of subjects, CI: Confidence Interval, NE: Not estimable, NRI: Non-responder Imputation, MI: Multiple Imputation

Missing values (missing data due to COVID-19 infection or logistical restriction and all other missing data) will be imputed by MI. Values after systemic rescue or phototherapy will be counted as non-responders.
The number of subjects with response is displayed as integer. Percentages are based on the exact value for number of subjects with response after imputation.

Adjusted Odds Ratio, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and logit-link.

Adjusted Relative Risk, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and log-link.

Adjusted Risk Difference, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and identity-1link.

AbbVie Inc. CONFIDENTIAL Final Datacut Snapshot: L Date of Table Generation: 18MAY2021

Page 44 of 199



Upadacitinib (M16-046) - (Final Datacut) Final
Table 2.5.4

Sensitivity Analysis of Worst Pruritus Numeric Rating Scale (WP-NRS) improvement from baseline >= 4 (NRI/MI)

(ITT Population)

Upadacitinib Dupilumab
Visit (N=348) (N=344)
Week 1 Number of subjects with Response, n (%) 76 ( 21.9) 8 ( 2.4
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 7 ( 2.0) 4 ( 1.2)
Week 2 Number of subjects with Response, n (%) 158 ( 45.4) 36 ( 10.5
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 6 ( 1.7 5 ( 1.5
Week 3 Number of subjects with Response, n (%) 192 ( 55.3) 59 ( 17.2
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 4 ( 1.1) 7 ( 2.0)
Week 4 Number of subjects with Response, n (%) 210 ( 60.4) 79 ( 22.9
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 8 ( 2.3) 12 ( 3.5)
Week 5 Number of subjects with Response, n (%) 230 ( 66.2) 100 ( 29.0
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 11 ( 3.2) 14 ( 4.1)
Week 6 Number of subjects with Response, n (%) 231 ( 66.4) 109 ( 31.6)
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 12 ( 3.4) 21 ( 6.1
Week 7 Number of subjects with Response, n (%) 231 ( 66.3) 123 ( 35.9
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 14 ( 4.0) 19 ( 5.5)
Week 8 Number of subjects with Response, n (%) 231 ( 66.3) 127 ( 36.8
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 15 ( 4.3) 21 ( 6.1)
Week 9 Number of subjects with Response, n (%) 236 ( 67.8) 141 ( 40.8
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 19 ( 5.5) 21 ( 6.1
Week 10 Number of subjects with Response, n (%) 242 ( 69.5) 131 ( 38.1)
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 20 ( 5.7) 20 ( 5.8
Week 11 Number of subjects with Response, n (%) 236 ( 67.9) 138 ( 40.2
Number of imputations (NRI), n (%) 1 ( 0.3) 0 ( 0.0
Number of imputations (MI), n (%) 21 ( 6.0) 20 ( 5.8
Week 12 Number of subjects with Response, n (%) 237 ( 68.1) 147 ( 42.6
Number of imputations (NRI), n (%) 1 ( 0.3) 0 ( 0.0
Number of imputations (MI), n (%) 20 ( 5.7) 24 (7.0
Week 13 Number of subjects with Response, n (%) 242 ( 69.5) 143 ( 41.6
Number of imputations (NRI), n (%) 1 ( 0.3) 0 ( 0.0
Number of imputations (MI), n (%) 21 ( 6.0) 24 (7.0

N: Number of subjects, CI: Confidence Interval, NE: Not estimable, NRI: Non-responder Imputation, MI: Multiple Imputation

Missing values (missing data due to COVID-19 infection or logistical restriction and all other missing data) will be imputed by MI. Values after systemic rescue or phototherapy will be counted as non-responders.
The number of subjects with response is displayed as integer. Percentages are based on the exact value for number of subjects with response after imputation.

Adjusted Odds Ratio, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and logit-link.

Adjusted Relative Risk, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and log-link.

Adjusted Risk Difference, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and identity-1link.

AbbVie Inc. CONFIDENTIAL Final Datacut Snapshot: L Date of Table Generation: 18MAY2021

Page 45 of 199



Upadacitinib (M16-046) - (Final Datacut) Final
Table 2.5.4

Sensitivity Analysis of Worst Pruritus Numeric Rating Scale (WP-NRS) improvement from baseline >= 4 (NRI/MI)

(ITT Population)

Upadacitinib Dupilumab
Visit (N=348) (N=344)
Week 14 Number of subjects with Response, n (%) 237 ( 68.1) 143 ( 41.6
Number of imputations (NRI), n (%) 1 ( 0.3) 1 ( 0.3)
Number of imputations (MI), n (%) 27 ( 7.8) 25 (7.3
Week 15 Number of subjects with Response, n (%) 238 ( 68.5) 161 ( 46.7)
Number of imputations (NRI), n (%) 1 ( 0.3) 1 ( 0.3)
Number of imputations (MI), n (%) 30 ( 8.6) 31 ( 9.0
Week 16 Number of subjects with Response, n (%) 237 ( 68.2) 161 ( 46.8
Number of imputations (NRI), n (%) 1 ( 0.3) 1 ( 0.3
Number of imputations (MI), n (%) 38 (10.9) 39 (11.3
Week 18 Number of subjects with Response, n (%) 242 ( 69.4) 181 ( 52.6
Number of imputations (NRI), n (%) 1 ( 0.3) 1 ( 0.3)
Number of imputations (MI), n (%) 85 ( 24.4) 77 ( 22.4)
Week 20 Number of subjects with Response, n (%) 244 ( 70.0) 182 ( 52.8
Number of imputations (NRI), n (%) 1 ( 0.3) 1 ( 0.3)
Number of imputations (MI), n (%) 37 ( 10.6) 42 ( 12.2)
Week 22 Number of subjects with Response, n (%) 244 ( 70.1) 190 ( 55.3
Number of imputations (NRI), n (%) 1 ( 0.3) 1 ( 0.3
Number of imputations (MI), n (%) 48 ( 13.8) 53 ( 15.4
Week 24 Number of subjects with Response, n (%) 239 ( 68.7) 200 ( 58.2
Number of imputations (NRI), n (%) 3 ( 0.9 1 ( 0.3
Number of imputations (MI), n (%) 54 ( 15.5) 45 ( 13.1)
Adjusted Analysis
Odds Ratio 1.582
95% CI 1.149, 2.178
p-value 0.0050
Relative Risk 1.180
95% CI 1.051, 1.326
p-value 0.0052
Risk Difference 0.105
95% CI 0.033, 0.178
p-value 0.0046

N: Number of subjects, CI: Confidence Interval, NE: Not estimable, NRI: Non-responder Imputation, MI: Multiple Imputation

Missing values (missing data due to COVID-19 infection or logistical restriction and all other missing data) will be imputed by MI. Values after systemic rescue or phototherapy will be counted as non-responders.
The number of subjects with response is displayed as integer. Percentages are based on the exact value for number of subjects with response after imputation.

Adjusted Odds Ratio, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and logit-link.

Adjusted Relative Risk, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and log-link.

Adjusted Risk Difference, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and identity-1link.
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Table 2.5.5

Sensitivity Analysis of Worst Pruritus Numeric Rating Scale (WP-NRS) = 0 (NRI/MI)

(ITT Population)

Upadacitinib Dupilumab
Visit (N=348) (N=344)
Week 1 Number of subjects with Response, n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 7 ( 2.0) 4 ( 1.2)
Week 2 Number of subjects with Response, n (%) 11 ( 3.2) 1 ( 0.3
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 6 ( 1.7) 5 ( 1.5
Week 3 Number of subjects with Response, n (%) 16 4.6) 1 ( 0.3)
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 4 ( 1.1) 7 ( 2.0)
Week 4 Number of subjects with Response, n (%) 22 ( 6.3) 3 ( 0.9)
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 8 ( 2.3) 12 ( 3.5)
Week 5 Number of subjects with Response, n (%) 32 (9.2 5 ( 1.5
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 11 ( 3.2) 14 ( 4.1)
Week 6 Number of subjects with Response, n (%) 48 ( 13.8) 4 (1.2
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 12 ( 3.4) 21 ( 6.1
Week 7 Number of subjects with Response, n (%) 51 ( 14.7) 4 ( 1.2
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 14 ( 4.0) 19 ( 5.5)
Week 8 Number of subjects with Response, n (%) 51 ( 14.7) 7 ( 2.0
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 15 ( 4.3) 21 ( 6.1)
Week 9 Number of subjects with Response, n (%) 53 ( 15.2) 8 ( 2.3
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 19 ( 5.5) 21 ( 6.1
Week 10 Number of subjects with Response, n (%) 48 ( 13.8) 6 ( 1.7)
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 20 ( 5.7) 20 ( 5.8
Week 11 Number of subjects with Response, n (%) 52 ( 14.9) 9 ( 2.6
Number of imputations (NRI), n (%) 1 ( 0.3) 0 ( 0.0
Number of imputations (MI), n (%) 21 ( 6.0) 20 ( 5.8)
Week 12 Number of subjects with Response, n (%) 60 ( 17.2) 5 ( 1.5
Number of imputations (NRI), n (%) 1 ( 0.3) 0 ( 0.0
Number of imputations (MI), n (%) 20 ( 5.7) 24 (7.0
Week 13 Number of subjects with Response, n (%) 60 ( 17.2) 7 ( 2.0
Number of imputations (NRI), n (%) 1 ( 0.3) 0 ( 0.0
Number of imputations (MI), n (%) 21 ( 6.0) 24 (7.0
Week 14 Number of subjects with Response, n (%) 60 (17.2) 8 ( 2.3
Number of imputations (NRI), n (%) 1 ( 0.3) 1 ( 0.3
Number of imputations (MI), n (%) 27 ( 7.8) 25 (7.3

N: Number of subjects, CI: Confidence Interval, NE: Not estimable, NRI: Non-responder Imputation, MI: Multiple Imputation

Missing values (missing data due to COVID-19 infection or logistical restriction and all other missing data) will be imputed by MI. Values after systemic rescue or phototherapy will be counted as non-responders.
The number of subjects with response is displayed as integer. Percentages are based on the exact value for number of subjects with response after imputation.

Adjusted Odds Ratio, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and logit-link.

Adjusted Relative Risk, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and log-link.

Adjusted Risk Difference, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and identity-1link.
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Table 2.5.5

Sensitivity Analysis of Worst Pruritus Numeric Rating Scale (WP-NRS) = 0 (NRI/MI)

(ITT Population)

Upadacitinib Dupilumab
Visit (N=348) (N=344)
Week 15 Number of subjects with Response, n (%) 66 ( 19.0) 14 ( 4.1
Number of imputations (NRI), n (%) 1 ( 0.3) 1 ( 0.3)
Number of imputations (MI), n (%) 30 ( 8.6) 31 ( 9.0
Week 16 Number of subjects with Response, n (%) 62 ( 17.8) 15 ( 4.4)
Number of imputations (NRI), n (%) 1 ( 0.3) 1 ( 0.3
Number of imputations (MI), n (%) 38 ( 10.9) 39 ( 11.3
Week 18 Number of subjects with Response, n (%) 71 ( 20.4) 23 ( 6.7)
Number of imputations (NRI), n (%) 1 ( 0.3) 1 ( 0.3
Number of imputations (MI), n (%) 85 ( 24.4) 77 ( 22.4)
Week 20 Number of subjects with Response, n (%) 95 ( 27.3) 27 ( 7.8
Number of imputations (NRI), n (%) 1 ( 0.3) 1 ( 0.3)
Number of imputations (MI), n (%) 37 ( 10.6) 42 (12.2)
Week 22 Number of subjects with Response, n (%) 102 ( 29.3) 36 ( 10.5
Number of imputations (NRI), n (%) 1 ( 0.3) 1 ( 0.3
Number of imputations (MI), n (%) 48 ( 13.8) 53 ( 15.4
Week 24 Number of subjects with Response, n (%) 92 ( 26.4) 29 ( 8.4)
Number of imputations (NRI), n (%) 3 ( 0.9 1 ( 0.3
Number of imputations (MI), n (%) 54 ( 15.5) 45 ( 13.1
Adjusted Analysis
Odds Ratio 3.905
95% CI 2.493, 6.117
p-value <.0001
Relative Risk 3.135
95% CI 2.123, 4.630
p-value <.0001
Risk Difference 0.180
95% CI 0.126, 0.235
p-value <.0001

N: Number of subjects, CI: Confidence Interval, NE: Not estimable, NRI: Non-responder Imputation, MI: Multiple Imputation

Missing values (missing data due to COVID-19 infection or logistical restriction and all other missing data) will be imputed by MI. Values after systemic rescue or phototherapy will be counted as non-responders.
The number of subjects with response is displayed as integer. Percentages are based on the exact value for number of subjects with response after imputation.

Adjusted Odds Ratio, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and logit-link.

Adjusted Relative Risk, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and log-link.

Adjusted Risk Difference, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and identity-1link.
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Table 2.5.6

Sensitivity Analysis of Body Surface Area (BSA) = 0 (NRI/MI)

(ITT Population)

Upadacitinib Dupilumab
Visit (N=348) (N=344)
Week 1 Number of subjects with Response, n (%) 2 ( 0.6) 1 ( 0.3
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 23 ( 6.6) 25 (7.3
Week 2 Number of subjects with Response, n (%) 10 ( 2.9) 3 ( 0.9)
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 10 (2.9 7 ( 2.0)
Week 4 Number of subjects with Response, n (%) 29 ( 8.3) 6 ( 1.7)
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 9 ( 2.6) 13 ( 3.8)
Week 8 Number of subjects with Response, n (%) 57 ( 16.4) 14 ( 4.1
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 11 ( 3.2) 20 ( 5.8
Week 12 Number of subjects with Response, n (%) 77 (22.1) 26 (7.6
Number of imputations (NRI), n (%) 1 ( 0.3) 0 ( 0.0
Number of imputations (MI), n (%) 17 ( 4.9) 19 ( 5.5
Week 16 Number of subjects with Response, n (%) 104 ( 29.9) 29 ( 8.4)
Number of imputations (NRI), n (%) 1 ( 0.3) 1 ( 0.3)
Number of imputations (MI), n (%) 26 ( 7.5) 26 (7.6
Week 20 Number of subjects with Response, n (%) 105 ( 30.2) 36 ( 10.5
Number of imputations (NRI), n (%) 1 ( 0.3) 1 ( 0.3
Number of imputations (MI), n (%) 26 ( 7.5) 32 ( 9.3
Week 24 Number of subjects with Response, n (%) 100 ( 28.8) 48 ( 14.0
Number of imputations (NRI), n (%) 3 ( 0.9) 1 ( 0.3)
Number of imputations (MI), n (%) 33 ( 9.5) 30 ( 8.7)
Adjusted Analysis
Odds Ratio 2.502
95% CI 1.702, 3.679
p-value <.0001
Relative Risk 2.045
95% CI 1.502, 2.785
p-value <.0001
Risk Difference 0.146
95% CI 0.087, 0.205
p-value <.0001

N: Number of subjects, CI: Confidence Interval, NE: Not estimable, NRI: Non-responder Imputation, MI: Multiple Imputation

Missing values (missing data due to COVID-19 infection or logistical restriction and all other missing data) will be imputed by MI. Values after systemic rescue or phototherapy will be counted as non-responders.
The number of subjects with response is displayed as integer. Percentages are based on the exact value for number of subjects with response after imputation.

Adjusted Odds Ratio, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and logit-link.

Adjusted Relative Risk, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and log-link.

Adjusted Risk Difference, CI and p-value based on a generalized linear model with treatment and vIGA-AD categories as covariates and identity-1link.
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Upadacitinib (M16-046) - (Final Datacut) Final
Table 2.5.7

Sensitivity Analysis of Head and Neck - Patient Global Impression of Severity (HN-PGIS) = 0 (NRI/MI)

(ITT Population)

Upadacitinib Dupilumab
Visit (N=348) (N=344)
Week 1 Number of subjects with Response, n (%) 41 ( 11.9) 13 ( 3.8
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 33 ( 9.5) 29 ( 8.4)
Week 2 Number of subjects with Response, n (%) 67 ( 19.1) 23 ( 6.7)
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0)
Number of imputations (MI), n (%) 13 ( 3.7 17 ( 4.9)
Week 4 Number of subjects with Response, n (%) 88 ( 25.4) 31 ( 8.9)
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 18 ( 5.2) 19 ( 5.5)
Week 8 Number of subjects with Response, n (%) 95 ( 27.4) 35 ( 10.2
Number of imputations (NRI), n (%) 0 ( 0.0) 0 ( 0.0
Number of imputations (MI), n (%) 21 ( 6.0) 30 ( 8.7)
Week 12 Number of subjects with Response, n (%) 103 ( 29.6) 42 ( 12.1
Number of imputations (NRI), n (%) 1 ( 0.3) 0 ( 0.0
Number of imputations (MI), n (%) 28 ( 8.0) 32 (9.3
Week 16 Number of subjects with Response, n (%) 111 ( 32.0) 52 ( 15.2)
Number of imputations (NRI), n (%) 0 ( 0.0) 1 ( 0.3
Number of imputations (MI), n (%) 35 ( 10.1) 31 ( 9.0
Week 20 Number of subjects with Response, n (%) 126 ( 36.2) 61 ( 17.6
Number of imputations (NRI), n (%) 1 ( 0.3) 1 ( 0.3
Number of imputations (MI), n (%) 37 ( 10.6) 41 ( 11.9)
Week 24 Number of subjects with Response, n (%) 105 ( 30.1) 62 ( 18.0
Number of imputations (NRI), n (%) 3 ( 0.9) 1 ( 0.3
Number of imputations (MI), n (%) 40 ( 11.5) 