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Dr. L. Guenther
Guenther Derm Research Centre
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Dr. K. Papp
K. Papp Clinical Research Inc.

Dr. D. Toth
XLR8 Medical Research

Dr. D. Gratton
Dr. David Gratton Dermatologue

Dr. Y. Poulin
CRDQ

Dr. M. Raman
Dermatology & Cosmetic Surgery

Dr. L. Rosoph
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Dermatology Ottawa Research Centre
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Kingsway Clinical Research
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Bispebjerg Hospital

ITALY

IEC/IRB Committee
Chair and Name of Committee

Investigator / Site

Chair: Gigliola Sica
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Comitato Etico della Fondazione Policlinico Universitario
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Chair: Gianlorenzo Piccioli

Comitato Etico per le Province di L'Aquila e Teramo - Via
Vetoio -

67100 Coppito (L'Aquila)

Prof. M. Fargnoli
Ospedale San Salvatore
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Dr. A. Cristaudo
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Chair: Romano Danesi
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Board
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Chair: Byung Joo Park

Seoul National University Hospital Institutional Review
Board

101, Daehak-ro, Jongno-gu, Seoul, 03080

Dr. K. Kim
Seoul National University Hospital
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Chair: Byung Mann Cho

Pusan National University Hospital Institutional Review

Board
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Dr. M. Kim
Pusan National University Hospital

Chair: Sang Heon Lee
Konkuk University Medical Center
Institutional Review Board
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Konkuk University Medical Center
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Dr. C. Park
Yonsei University Health System
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Institutional Review Board
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Dr. S. Son
Korea University Ansan Hospital

Chair: Jeong Kyu Lee
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Institutional Review Board
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Dr. S. Seo
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Institutional Review Board
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Dr. S. Lee
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Chair: Eugeniusz Matafiej
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Pratia MCM Krakow
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Chair and Name of Committee

Chair: Reverend Nigel Griffin
London-Fulham Research Ethics Committee
Barlow House

3" Floor, 4 Minshull Street

Manchester M1 3DZ

Prof. M. Cork
Royal Hallamshire Hospital

ID# 17/LO/1147

Dr. A. Pink
Guy'’s Hospital

Dr. A. Bewley
Whipps Cross University Hospital

Dr. S. Cliff
East Surrey Hospital

Dr. B. Esdaile
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California Dermatology

Dr. J. Thiele
(Dr. C. Goldsmith, end 20-Sep-2017)
Dermatology Specialists, Inc.

Chair- Michael Bowdish, MD

University of Southern California Institutional Review
Board

1640 Marengo St., Suite 700
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Chair- Michael Bowdish, MD
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Chair- Timothy A Roehrs, PHD
Henry Ford Health System IRB
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Dr. L. Stein-Gold
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Screening

Washout of
previous AD
treatment

31
randomization

(2 weeks for TCS)

Initial treatment

After initial loading
dose of 600 mg

| Tralokinumalb |
300 mg Q2W

Full analysis set
ECZTRA 1 (n=601)

ECZTRA 2 (h=591)

USPI population

ECZTRA 1(n=601)
ECZTRA 2 (n=577)

-6
weeks

— Placebo Q2W 1

WEELS

Full analysis set
ECZTRA 1(n=197)

ECZTRA 2 (n=201)

USPI population
ECZTRA 1(n=197)

ECZTRA 2 (n=193)

Maintenance treatment Safety
Patients with clinical response IGA 0/1 or EASI-75
re-randomized 2:2:1

Tralokinumalb 300 mg Q2W

Tralokinumatb 300 mg Q4W

Placebo Q2W

Patients not achieving IGA 0/1 or EASI-75 at 16 weeks
Open-label Tralokinumab 300 mg Q2W

Patients with clinical response IGA 0/1 or EASI-75

Patients not achieving IGA 0/1 or EASI-75 at 16 weeks

Open-label Tralokinumab 300 mg Q2W
+ optional TCS

0

follow-up

+ optional TCS

Placebo Q2W

Fig. S1 ECZTRA 1 and 2 trial design. AD: atopic dermatitis. EASI: Eczema Area Severity Index.
EASI-75: at least 75% improvement in EASI. IGA: Investigator’'s Global Assessment. Q2\W:
once every 2 weeks. Q4W: once every 4 weeks. TCS: topical corticosteroids.
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Table S1 Baseline characteristics for ECZTRA 1 and 2 non-responders at Week 16 split by
achievement of at least one clinically meaningful response

Not Achieving at least one clinically meaningful - . a
response? at Week 16 At least one clinically meaningful response? at Week 16
NRI dataset AO dataset NRI dataset AO dataset
Tralo PBO Tralo PBO Tralo PBO Tralo PBO
(N=495) (N=259) (N=160) (N=115) (N=471) (N=103) (N=741) (N=213)
Mean age, y (SD) 38.6(14.2) 36.0(14.2) 37.7(151) 34.0(12.9) | 37.4(14.4) 40.9(16.2) 38.2(14.1) 39.0(14.9)
Male, n (%) 306 (61.8) 159 (61.4) 112 (70.0) 66 (57.4) 281 (59.7) 55 (53.4) 443 (59.8) 127 (59.6)
Race, n (%)
White 312 (63.2) 166 (64.6) 107 (66.9) 71 (61.7) 317 (67.3) 74 (72.5) 483 (65.3) 150 (71.4)
Black or
African American 30 (6.1) 16 (6.2) 8 (5.0) 8(7.0) 35 (7.4) 6 (5.9) 44 (5.9) 8(3.8)
Asian 136 (27.5) 68 (26.5) 42 (26.3) 33 (28.7) 102 (21.7) 20 (19.6) 187 (25.3) 48 (22.9)
American
Indian or
Alaska 1(0.2) 0 (0.0) 1 (0.6) 0(0.0) 2(0.4) 0(0.0) 2(0.3) 0 (0.0)
Native
Native
Ha""a“ano‘i;er 4(0.8) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 2(0.3) 0(0.0)
Pacific Islander
Other 11 (2.2) 7(2.7) 2 (1.3) 3(2.6) 14 (3.0) 2 (2.0) 22 (3.0) 4(1.9)
g Missing 1 2 0 0 0 1 1 3
ata
X'Ee)a; ?gg‘)‘t'o” of  285(156) 287(141) 245(136) 27.6(13.9) | 27.7(148 300(16.9) 28.9(155)  30.2 (15.0)
Mean BSA
involvement with 58.2(25.3) 57.2(255) 52.5(25.0) 525(22.8) | 52.4(23.8) 51.0(23.7) 56.2(245) 57.6(25.7)
AD, % (SD)
IGA, n (%)
IGA 3
(moderate) 204 (41.2) 115 (44.4) 81 (50.6) 62 (53.9) 240 (51.0) 53 (51.5) 327 (44.1) 88 (41.3)
(severe) IGA 4 291(58.8) 144 (55.6)  79(49.4)  53(46.1) | 231(49.0) 50(485)  414(559) 125 (58.7)
Mean EASI (SD) 34.6 (14.6) 34.3(14.1) 32.0(14.0) 32.2(12.3) | 32.6(14.1) 31.8(13.3) 34.1(14.4) 34.5(14.5)
Mean weekly
average worst 8.0 (1.4), 8.0 (1.3), 7.8 (1.3), 7.7 (1.5), 7.9 (1.5), 8.0 (1.3),
daily pruritus NRS n=489 n=257 n=159 77 (14) n=469 77 (13) n=737 n=211
(SD)
17.8 (7.3), 17.9 (7.0), 15.6 (7.6), 17.5 (6.9), 18.0 (6.9), 18.7 (6.5),
Mean DLQI (SD) nN=488 n=256 n=158 16.1(6.9) n=468 17.7(6.3) n=735 n=211

2EASI-50, 23-point improvement in itch NRS, or 24-point improvement in DLQI.

AO: as observed. AD: atopic dermatitis. BSA: body surface area. DLQI: Dermatology Life Quality Index. EASI: Eczema Area and
Severity Index. EASI-50: at least 50% improvement in EASI. IGA: Investigator's Global Assessment. NRI: non-responder imputation.
NRS: numeric rating scale. n: number of subjects in analysis set. PBO: placebo. Q2W: every 2 weeks. SD: standard deviation.
Tralo: tralokinumab.
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Table S2 Week 16 outcomes for ECZTRA 1 and 2 non-responders at Week 16

NRI dataset AO dataset®
Tralo PBO Tralo PBO

(N=966) (N=362) (N=901) (N=328)
EASI, n 966 362 899 328
Mean (SD) 24.4 (16.7) 29.9 (15.7) 17.7 (13.7) 23.6 (14.8)
Absolute change from baseline, Mean (SD) -9.2 (12.5) -3.7 (10.2) -16.1 (13.4) -10.1 (14.5)
\’/\lvgeslflz average worst daily pruritus 958 360 827 301
Mean (SD) 6.5 (2.4) 7.3(2.1) 5.4 (2.4) 6.1 (2.3)
Absolute change from baseline, Mean (SD) -1.4 (2.2) -0.6 (1.6) -2.5(2.2) -1.8 (2.2)
(esclzeir;)a’-\lrglstid sleep interference 958 360 827 301
Mean (SD) 5.7 (2.8) 6.5 (2.5) 4.4 (2.7) 5.2 (2.7)
Absolute change from baseline, Mean (SD) -1.4 (2.2) -0.6 (1.7) -2.6 (2.5) -1.9 (2.5)
SCORAD, n 966 362 899 327
Mean (SD) 57.6 (20.4) 65.9 (17.3) 47.8 (18.7) 56.2(18.4)
Absolute change from baseline, Mean (SD) -13.7 (17.1) -6.1 (13.8) -23.6 (17.3) -15.8 (19.1)
DLQI, n 961 359 873 319
Mean (SD) 13.1 (8.5) 15.6 (8.1) 9.5 (7.2) 11.8 (7.8)

-4.5 (6.7), -8.1 (7.3),

Absolute change from baseline, Mean (SD) -2.2 (5.3), n=360 -6.0 (7.5), n=318

n=958 n=866
2Fewer patients compared to NRI dataset since patients with missing observations were omitted.

AO: as observed. DLQI: Dermatology Life Quality Index. EASI: Eczema Area and Severity Index. NRI: non-responder imputation.
NRS: numeric rating scale. n: number of subjects in analysis set. PBO: placebo. SD: standard deviation. SCORAD: SCORing Atopic

Dermatitis. Tralo: tralokinumab.
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Results from analyses based on the United States Prescribing Information (USPI)*

are provided here:

*Two sites in the ECZTRA 2 trial were closed due to GCP non-compliance issues. The US Food
and Drug Administration (FDA) review team decided to exclude the data from these sites (22

patients) from the efficacy and safety analysis in the USPI.
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Table S3 Baseline characteristics for ECZTRA 1 and 2 responders (IGA 0/1 without rescue
medication) versus non-responders at Week 16 (USPI population)

IGA >12 IGA 0/1°
at Week 16 at Week 16
NRI dataset AO dataset® NRI and AO datasets?
Tralo PBO Tralo PBO Tralo PBO
(N=960)  (N=358)  (N=898)  (N=327) | (N=218)  (N=32)
Mean age, y (SD) 38.0 (14.3) 37.3(14.9) 38.1(143) 37.2(14.4)| 37.3(14.1) 34.7 (13.6)
Male, n (%) 584 (60.8) 211 (58.9) 553 (61.6) 193 (59.0) | 113 (51.8) 19 (59.4)
Race, n (%)
White 628 (65.5) 240 (67.6) 589 (65.7) 221(68.2) | 166 (76.5) 20 (62.5)
Black or
African oo 60(6.3) 18(5.1) 50(56) 15(46) | 12(55)  8(25.0)
Asian 238 (24.8) 88(24.8) 229(255) 81(25.0) | 36(16.6) 4 (12.5)
American
Indian or
Alaska 3(0.3) 0 (0.0) 3(0.3) 0 (0.0) 0(0.0) 0(0.0)
Native
Native
Hawaiian or
o o Pacific 5 (0.5) 0 (0.0) 2(0.2) 0(0.0) 1(0.5) 0(0.0)
Islander
Other 25(2.6) 9 (2.5) 24 (2.7) 7(2.2) 2 (0.9) 0(0.0)
Missing data 1 3 1 3 1 0
L\,"(es""g)d“ra“on OfAD,  280(152) 29.1(15.0) 28.1(152) 29.3(146)| 27.7(152) 22.0(14.4)
Mean BSA
involvement with AD, ~ 55.5 (24.7) 55.8 (25.0) 55.6 (24.6) 55.9 (24.8) | 41.4 (21.4) 37.9 (19.3)
% (SD)
IGA, n (%)
IGA 3
(moderat) 440 (45.8) 165 (46.1) 406 (45.2) 150 (45.9) | 152(69.7) 23 (71.9)
IGA 4
(severs) 520 (54.2) 193 (53.9) 492 (54.8) 177 (54.1) | 66(30.3) 9 (28.1)
Mean EASI (SD) 33.7 (14.4) 33.7(13.9) 33.8(144) 33.7(13.8)| 26.2(102) 24.6(9.7)
Mean ;"a‘?g“gj‘r‘i’tﬂs""ge 79(14), 79(13), 79014, 79013, | 75015, 70(16),
NRS (o) n=952 =356 =893 n=325 =217 n=31
Mean SCORAD (SD)  71.3(13.1) 71.9(12.3) 71.4(13.1) 71.9(12.1)| 65.5(12.7) 62.2(11.2)
17.7(7.1), 17.9(6.7), 17.6(7.1), 17.8(6.7), | 157(6.9), 13.4(8.2),
Mean DLQI (SD) n=950 n=355 n=890 n=325 n=214 n=31
g’l'eegg eczema-reiated 7120, 710, 71@1, 7120, | 6820, 59(23)
o YRS () n=952 =356 =893 n=325 n=217 n=31

aPatients who did not achieve IGA 0/1 at Week 16 and/or used rescue medication.

bWithout rescue medication.

‘Fewer patients compared to NRI dataset since patients with missing observations were omitted.

dFor the responder population, the AO and NRI datasets are identical.

AO: as observed. AD: atopic dermatitis. BSA: body surface area. DLQI: Dermatology Life Quality Index. EASI: Eczema Area and
Severity Index. IGA: Investigator's Global Assessment. NRI: non-responder imputation. NRS: numeric rating scale. n: number of
subjects in analysis set. PBO: placebo. Q2W: every 2 weeks. SCORAD: SCORing Atopic Dermatitis. SD: standard deviation. Tralo:
tralokinumab. USPI: United States Prescribing Information.
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Table S4 Baseline characteristics for ECZTRA 1 and 2 non-responders at Week 16 split by
achievement of at least one clinically meaningful response (USPI population)

Not Achieving at least one clinically meaningful
response? at Week 16

At least one clinically meaningful response? at Week 16

NRI dataset AO dataset NRI dataset AO dataset
Tralo PBO Tralo PBO Tralo PBO Tralo PBO
(N=492) (N=255) (N=160) (N=114) (N=468) (N=103) (N=738) (N=213)
Mean age,y (SD)  38.6 (14.2) 359 (14.1) 37.7(15.1) 33.8(12.8) | 37.3(14.3) 40.9(16.2) 38.2(14.1)  39.0 (14.9)
Male, n (%) 305 (62.0) 156 (61.2) 112 (70.0) 66 (57.9) 279 (59.6)  55(53.4)  441(59.8) 127 (59.6)
Race, n (%)

White 312 (63.5) 166 (65.6) 107 (66.9) 71 (62.3) 316 (67.5) 74 (725)  482(65.4) 150 (71.4)

Black or 27 (5.5) 12 (4.7) 8 (5.0) 7 (6.1) 33 (7.1) 6 (5.9%) 42 (5.7) 8 (3.8)
African American ) ' ) ) ) ' ) '

Asian 136 (27.7) 68 (26.9) 42 (26.3) 33 (28.9) 102 (21.8) 20 (19.6%) 187 (25.4) 48 (22.9)

American
Indian or

Alaska 1(0.2) 0 (0.0) 1(0.6) 0 (0.0) 2 (0.4) 0 (0.0) 2(0.3) 0 (0.0)
Native

Native
Hawa"ano‘:{]er 4(0.8) 0(0.0) 0 (0.0) 0(0.0) 1(0.2) 0(0.0) 2(0.3) 0(0.0)
Pacific Islander

Other 11 (2.2) 7 (2.8) 2 (1.3) 3(2.6) 14 (3.0) 2 (2.0) 22 (3.0) 4 (1.9)

. Missing 1 2 0 0 0 1 1 3

ata
X'Sag ?S”B"’)‘“O” of  284(156) 28.8(14.1) 245(136) 27.8(13.9) | 27.7(148) 30.0(16.9) 28.9(154) 30.2 (15.0)
Mean BSA
involvement with 58.4 (25.2) 57.8(25.3) 52.5(25.0) 52.8(22.7) | 52.5(23.8) 51.0(23.7) 56.3(24.5) 57.6 (25.7)
AD, % (SD)
IGA, n (%)

IGA 3 202 (41.1)  112(43.9) 81 (50.6) 62 (54.4) 238 (50.9) 53 (51.5) 325 (44.0) 88 (41.3)
(moderate) ' ’ ) ) ' ) ' '
(severe) IGA 4 290 (58.9) 143 (56.1) 79 (49.4) 52 (45.6) 230 (49.1)  50(485)  413(56.0) 125 (58.7)
Mean EASI (SD) 347 (14.6) 345(14.1) 32.0(14.0) 32.2(12.4) | 32.6(14.1) 31.8(13.3) 34.2(145) 345 (14.5)
Mean weekly
average worst 8.0 (1.4), 8.0 (1.3), 7.8 (1.3), 7.7 (1.5), 7.9 (1.5), 8.0 (1.3),
daily pruritus NRS n=486 n=253 n=159 77 (14) n=466 77 (13) n=734 n=211
(SD)

17.8(7.3),  18.0(6.9),  15.6 (7.6), 17.6 (6.8), 18.0 (6.9),  18.7 (6.5),
Mean DLQI (SD) n=485 n=252 n=158 16.2(6.9) n=465 17.7.(6.9) n=732 n=211

#EASI-50, 23-point improvement in itch NRS, or 24-point improvement in DLQI.

AO: as observed. AD: atopic dermatitis. BSA: body surface area. DLQI: Dermatology Life Quality Index. EASI: Eczema Area and

Severity Index. EASI-50: at least 50% improvement in EASI. IGA: Investigator's Global Assessment. NRI: non-responder imputation.

NRS: numeric rating scale. n: number of subjects in analysis set. PBO: placebo. Q2W: every 2 weeks. SD: standard deviation.
Tralo: tralokinumab. USPI: United States Prescribing Information.



ECZTRA 1&2 Clinically Meaningful Responses

Table S5 Week 16 outcomes for ECZTRA 1 and 2 non-responders at Week 16 (USPI
population)

NRI dataset AO dataset?
Tralo PBO Tralo PBO

(N=960) (N=358) (N=898) (N=327)
EASI 960 358 896 327
Mean (SD) 24.5 (16.7) 30.0 (15.7) 17.7 (13.8) 23.6 (14.8)
Absolute change from baseline, Mean (SD) -9.2 (12.6) -3.7 (10.3) -16.1 (13.5) -10.1 (14.5)
weekly average worst daily pruritus 952 356 824 300
NRS, n
Mean (SD) 6.5 (2.4) 7.3(2.1) 5.4 (2.4) 6.1 (2.3)
Absolute change from baseline, Mean (SD) -1.4 (2.1) -0.6 (1.6) -2.5(2.2) -1.8 (2.2)
(esclzzr;)al-\lrslstend sleep interference 952 356 824 300
Mean (SD) 5.7 (2.8) 6.5 (2.5) 4.4 (2.7) 5.2 (2.7)
Absolute change from baseline, Mean (SD) -1.4 (2.2) -0.6 (1.7) -2.6 (2.5) -1.9 (2.5)
SCORAD, n 960 358 896 326
Mean (SD) 57.6 (20.4) 65.8 (17.4) 47.9 (18.8) 56.1 (18.5)
Absolute change from baseline, Mean (SD) -13.7 (17.1) -6.1 (13.9) -23.5 (17.3) -15.8 (19.1)
DLQI, n 955 355 870 318
Mean (SD) 13.1 (8.4) 15.7 (8.1) 9.5 (7.3) 11.8 (7.8)
Absolute change from baseline, Mean (SD) 4n5:§()6527) -2.2 (5.3), n=356 8n1:é2§’) -6.0 (7.5), n=317

2Fewer patients compared to NRI dataset since patients with missing observations were omitted.
AO: as observed. DLQI: Dermatology Life Quality Index. EASI: Eczema Area and Severity Index. NRI: non-responder imputation.

NRS: numeric rating scale. n: number of subjects in analysis set. PBO: placebo. SD: standard deviation. SCORAD: SCORing Atopic

Dermatitis. Tralo: tralokinumab. USPI: United States Prescribing Information
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Fig. S2 Greater proportion of tralokinumab-treated patients achieved clinically meaningful
responses relative to placebo at Week 16 (USPI population). Patients who did not achieve IGA
0/1 at Week 16 and/or used rescue medication. P-values compare tralokinumab (NRI: n=960;
AQO: n=898) versus placebo (NRI: n=358; AO: n=327). AO: as observed. DLQI: Dermatology
Life Quality Index. EASI: Eczema Area and Severity Index. EASI-50: at least 50% improvement
in EASI. IGA: Investigator's Global Assessment. NRI: non-responder imputation. NRS: numeric
rating scale. Q2W: every 2 weeks. USPI: United States Prescribing Information.
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82.2% (738/898) of patients achieved at least one outcome
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Placebo Q2W

EASI-50

2%

™

itch
improvement 23
n=34

DLQI

improvement 24
n=87

28.8% (103/358) of patients achieved at least one outcome

EASI-50
n=102

2%

Itch
improvement 23
n=87

DLQI
improvement 24
n=184

65.1% (213/327) of patients achieved at least one outcome

Fig. S3 Greater proportion of tralokinumab-treated patients achieved all three measures of
clinically meaningful response relative to placebo at Week 16 (USPI population). Patients who
did not achieve IGA 0/1 at Week 16 and/or used rescue medication. AO: as observed. DLQI:
Dermatology Life Quality Index. EASI: Eczema Area and Severity Index. EASI-50: at least 50%
improvement in EASI. NRI: non-responder imputation. n: number of subjects in analysis set.
Q2W: every 2 weeks. USPI: United States Prescribing Information.
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Fig. S4 Greater proportion of tralokinumab-treated patients achieved EASI-75, EASI-90, 23-
point improvement in sleep NRS, and DLQI<5 relative to placebo at Week 16 (USPI population).
Patients who did not achieve IGA 0/1 at Week 16 and/or used rescue medication. P-values
compare tralokinumab (NRI: n=960; AO: n=898) versus placebo (NRI: n=358; AO: n=327). AO:
as observed. EASI: Eczema Area and Severity Index. EASI-75: at least 75% improvement in
EASI. EASI-90: at least 90% improvement in EASI. IGA: Investigator's Global Assessment. NRI:
non-responder imputation. NRS: numeric rating scale. Q2W: every 2 weeks. USPI: United
States Prescribing Information.
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