THE LANCET

Supplementary appendix 1

This appendix formed part of the original submission and has been peer reviewed.
We post it as supplied by the authors.

Supplement to: Silverberg JI, Rosmarin D, BieberT, et al. Rezpegaldesleukin treatment
of moderate-to-severe atopic dermatitis (REZOLVE-AD): final results from the 16-week
induction period of an international, double-blind, placebo-controlled, randomised
phase 2b study. Lancet 2026; published online Aug 21. https://doi.org/10.1016/50140-
6736(26)01143-8.



Supplementary Appendix

Supplement to: Silverberg JI, Rosmarin D, Bieber T, et al. Rezpegaldesleukin treatment of
moderate-to-severe atopic dermatitis (REZOLVE-AD): final results from the 16-week
induction period of an international, double-blind, placebo-controlled, randomised
phase 2b study.

This appendix has been provided by the authors to give readers additional information
about the work.



Contents

LISt Of INVESTIGatONS cu ettt et e et e et e et e s e eneaaneanenens 4
SUPPLlEMENTArY METhOAS . e e e e e e e e s e aeaaaans 11
EXPLOratory ASSESSIMEBNTS. . ettt ettt ee et et eae e eaeteeneeetneaseneneeasnseneennennn 11
Schedule Of ASSESSMENTS....iuu ittt et e e ee e e e e e eneneennens 12
Pharmacokinetics and PharmacodynNamiCs .....ccveeiiiiiiiiiiiiieiieieiiereeeieeeeeeeeenenes 12
BIOMAIKEIS « ..ttt ettt ettt ettt e e e e e 13
R = U o 1 AN g T= | T =T R 14
Figure S1. REZOLVE-AD Study DeSigN...cuiuiniiiiiiiieiniieie et r e eee e e eeeneeaneans 17
Figure S2. Time Course for EASI Percentage Reduction from Baseline (mITT Population)
.............................................................................................................................. 18
Figure S3. EASI Percentage Reduction from Baseline in the Subpopulations of Patients
With Baseling VIGA-AD Of B 0r 4. ..ttt et e e e e e eaenennes 19
Figure S4. EASI-75 and EASI-90 Response Rates in the Subpopulations of Patients with
Baseline VIGA-AD Of 30T 4. .u ittt et et e e e e et et e e e e eaeneennens 20
Figure S5. Itch NRS and EASI-75 Response Rates in the Subpopulation of Patients with
Baseline ITCh INRS 27... e ittt et et et e e e e e e enennens 21
Figure S6. Time Course for BSA Percentage Reduction From Baseline (mITT Population)
.............................................................................................................................. 22
Figure S7. Week 16 Exploratory EffiCACY .....ceuieiiiiiiiii e ee s 23
Figure S8. Mean (+ SE) REZPEG Trough Concentrations Over Time for the Induction
Period (PK POPULATION) .ouiuiriiiiriie ettt e e e e s e e e e e s e e e e e enenensnaanes 24
Figure S9. Fold Change from Baseline in CD25"€" Regulatory T Cells ........ccceevnevnnennnne. 25
Figure S10. Atopic Dermatitis Biomarkers. ..o i iiiiiiiiiiiiie i ee e e eans 26
Figure S11. Time Course for EASI Percentage Reduction from Baseline for the
Subpopulations of Patients With and WithoUt ISR EVENtS.......cccoeviiiiiiiiiiiiiiiiiiiiiieeeeens 27
Table S1. Summary of Important Protocol Deviations for the Induction Period (mITT
o] o101 K= {1 ] o | 28
Table S2. Summary of Demographics and Baseline Disease Characteristics (ITT
[ 2de] o]U1 K= (o] ¢ ) IS PP 29
Table S3. Sensitivity Analyses for the Primary Endpoint of Percentage Change from
Baseline in EASI at Week 16 Without Multiple Imputation ......c.cccoivviviiiiiiiiiiiiinineneenene. 32

2



Table S4. Rescue Medication Use and Intercurrent Events in the Induction Period (mITT

POPULATION) «eieeiiiiie ettt e et et et et e e e e eaten s e e ea e eanaenaaanaans 33
Table S5. Severity of Injection Site REACTIONS ...cuininiiiiiiiieeerrr e e nes 34
Table S6. Supportive Analyses of Week 16 Efficacy Outcomes (mITT Population).......... 35
SUPPLEMENTANY REIEIENCES o ettt e et eee e e e e e e eneaeseeaaasnnns 37



List of Investigators

Investigator Name

Site Address

United States

Idalia A. Acosta, MD

San Marcus Research Clinic, Inc.
Miami Lakes, FL 33014

Eddie Armas, MD

Well Pharma Medical Research, Corp.
Miami, FL 33173

Ali Moiin, MD

Revival Research Institute, LLC
Troy, MI 48084

Katherine Reed, MD

Dermatology Specialists of Spokane
Spokane, WA 99202

Elliot Shin, MS, MD, CPI

Jubilee Clinical Research, Inc.
Las Vegas, NV 89106

Vivian T. Laquer, MD

First OC Dermatology Research, Inc.
Fountain Valley, CA 92708

Paul S. Yamauchi, MD, PhD

Clinical Science Institute
Santa Monica, CA 90404

Jorge Garcia-Zuazaga, MD

Apex Clinical Research Center, LLC
Mayfield Heights, OH 44124

Ricardo A. Tan, MD

California Allergy and Asthma Medical Group
Los Angeles, CA 90025

Mark Knautz, MD

Marietta Dermatology Clinical Research, Inc.
Marietta, GA 30060

Wanda Boote, MD

GCP research, Global Clinical Professionals
St. Petersburg, FL 33705

Matthew Zook, MD, PhD

Olympian Clinical Research
Tampa, FL 33615

Neil S. Sadick, MD

Sadick Research Group
New York, NY 10075

David Rosmarin, MD

Indiana University School of Medicine, Dermatology
Indianapolis, IN 46202

William P. Werschler, MD, FAAD, FAACS

Premier Clinical Research
Spokane, WA 99202

Brian J. Feinstein, DO

Encore Medical Research, LLC
Hollywood, FL 33024

Bruce Torkan, MD

L.A. Universal Research Center, Inc.
Los Angeles, CA 90057

Craig Rohan, MD

Wright State Physicians
Fairborn, OH 45324

4




Investigator Name

Site Address

Adelaide Hebert, MD

The University of Texas Health Science Center at Houston
Bellaire, TX 77401

James Y. T. Wang, MD, MBA, FAAD

Metropolis Dermatology — Brentwood
Los Angeles, CA 90025

Miguel A. Aponte, MD, CIME, MHA

3Sync LLC
Miami Lakes, FL 33014

Dowling B. Stough, MD

Dermatology Trials Associates
Bryant, AR 72022

Lauren S. Campbell, MD, FAAD

Studies in Dermatology, LLC
Cypress, TX 77429

Megan B. Vissing, MD

DS Research of Southern Indiana
Clarksville, IN 47129

Cindy E. Owen, M.D.

DS Research of Kentucky
Louisville, KY 40241

Suresh Anne, MD

Onyx Clinical Research
Flint, MI 48507

Australia

Jessie Lee, FRACP, FRCPA, MBBS, BSc
(Med)

Holdsworth House Medical Practice
Darlinghurst, New South Wales, 2010

Lynda Spelman, MB BS, FACD

Veracity Clinical Research Pty Ltd
Brisbane, Queensland, 4102

Samantha Eisman, MBChB, MRCP,
FCDerm, FACD

Sinclair Dermatology
East Melbourne, Victoria, 3002

Shireen K. Sidhu, MB BS, FRCP, FACD

North Eastern Health Specialists
Campbelltown, South Australia, 5074

Dedee F. Murrell, MA, BMBCh, MD,
FAAD, FACD, FRCP, DSc

Premier Specialist
Kogarah, New South Wales, 2217

Pablo Fernandez-Penas, MD, PhD

Westmead Hospital
Westmead, New South Wales, 2145

Johannes S. Kern, MD, PhD, FEBDYV,
FACD

The Alfred Hospital
Melbourne, Victoria, 3004

Bulgaria

Kamelia Vekovska, MD

Medical Center Medconsult Pleven OOD
Pleven, Pleven, 5800

Petyo Brezoev, MD

Diagnostic-consultative Center Aleksandrovska EOOD
Sofia, Sofia, 1431




Investigator Name

Site Address

Nadya Tosheva, MD

Medical center SYNEXUS SOFIA EOOD
Sofia, Sofia, 1784

Marina Sankeva, MD

Medical center Unimed EOOD
Sevlievo, Gabrovo, 5400

Katya Zaharieva, MD

Diagnostic Consultative Center XX VIII-Sofia EOOD
Sofia, Sofia, 1528

Todor A. Popov, MD

Medical Center Excelsior OOD
Sofia, Sofia, 1407

Maria Ratkova, MD

Medical Center Hera EOOD
Sofia, Sofia, 1510

Grisha Mateev, MD, PhD

Diagnostic Consultative Center — Fokus-5 — Medical Establishment for
Outpatient Care OOD

Sofia, 1463

Krasimira Vasileva, MD

Medical Center Medconsult Pleven OOD
Lovech, 5500

Boyka Stoyanova, MD

Medical Center Asklepii OOD
Dupnitsa, 2600

Canada

Maryam Shayesteh Alam, MD

SimcoDerm Medical and Surgical Dermatology Center
Barrie, Ontario, L4M 7G1

Mani Raman, MD, FRCPC, FAAD

The Centre for Dermatology
Richmond Hill, Ontario, L4B 1A5

Maxwell B. Sauder, MD, FRCPC, DABD

Toronto Research Centre
Toronto, Ontario, M3H 5Y8

Vimal H. Prajapati, MD, FRCPC, DABD

Dermatology Research Institute
Calgary, Alberta, T2J 7E1

Lorne E. Albrecht, MD, FRCPC

Enverus Medical Research
Surrey, British Columbia, V3V 0C6

Melinda J. Gooderham, MSc, MD, FRCPC

SKiN Centre for Dermatology
Peterborough, Ontario, K9J SK2

Charles W. Lynde, BSc, MD, FRCPC

Lynderm Research Inc.
Markham, Ontario, L3P 1X3

Sameh (Sam) Hanna, MD, FAAD, DABD

Research Toronto
Toronto, Ontario, M4W 2N4

Virginie Kelly, MD

Centre de Recherche Saint-Louis (Québec)
Québec, Québec, G1W 4R4

Anil Kurian, MD, FRCPC, FAAD

Vida Clinical Research
Edmonton, Alberta, T6H 4J8

6




Investigator Name

Site Address

Dianne E. Burrows, MD, FRCPC

Interior Dermatology Centre
Kelowna, British Columbia, VIW 4V5

Croatia

Iva Blajic, MD, PhD

Solmed Polyclinic
Zagreb, 10 000

Gordana Krnjevic-Pezic, MD

Special Hospital for Medical Rehabilitation Naftalan
Ivanic Grad, 10 310

Suzana L. Hadzavdic, MD, PhD

University Hospital Centre Zagreb (KBC Zagreb)
Zagreb, 10 000

Czechia

Andrea Bartlova, MD

Pratia Pardubice a.s.
Pardubice, 530 02

Spyridon Gkalpakiotis, MD, Ph.D., Prof.,
MBA

Fakultni nemocnice Kralovské Vinohrady, Dermatovenerologicka klinika
Praha 10, 100 34

Andrea Vocilkova, MD

Praglandia s.r.o.
Praha 5, 150 00

Simona Bukalova, MD

Pratia Brno s.r.o.
Brno, 602 00

Germany

Margitta Worm, MD

Charité - Universitatsmedizin Berlin
Klinik fur Dematologie, Venerologie und Allergologie
Berlin, 10117

Oliver Weirich, MD

Rosenpark Research GmbH
Darmstadt, 64283

Jan C. Simon, MD, PhD, Prof.

Universitatsklinikum Leipzig AoR Klinik und Poliklinik fur Dermatologie,
Venerologie und Allergologie

Klinische Forschungseinheit (KFE) - Haus 10
Leipzig, 04103

Virgil-Oreste Mihaescu, MD

Hautarztpraxis Dr. Mihaescu
Augsburg, 86150

Athanasios Tsianakas, MD

Fachklinik Bad Bentheim
Klinisches Studienzentrum
Bad Bentheim, 48455

Margrit Simon, MD

ISA - Interdisciplinary Study Association GmbH
Berlin, 10789

Michael Sticherling, MD

Universitatsklinikum Erlangen
Hautklinik
Erlangen, 91054




Investigator Name

Site Address

Petra Staubach-Renz, MD

University Medical Center Mainz
Department of Dermatology and Allergy, Clinical Research Center
Mainz, 55131

Andreas Pinter, MD, PhD

Universitatsklinikum Frankfurt

Klinik fur Dermatologie, Venerologie und Allergologie
Klinische Forschung

Frankfurt, 60590

Franziska Ruéff, MD

Klinik und Poliklinik fur Dermatologie und Allergologie
Klinikum der Universitat Munchen
DASZ-Dermato-Allergologisches Studienzentrum
Munchen, 80337

Andreas Wollenberg, MD

Universitatsklinikum Augsburg

Klinik fur Dermatologie und Allergologie
Campus Siid

Augsburg, 86179

Diamant Thaci, MD

Universitatsklinikum Schleswig-Holstein
Campus Lubeck

Institut fur Entzundungsmedizin

Lubeck, 23538

Hungary

Mariann Téth, MD Synexus Magyarorszag Egészségiigyi Szolgaltato Kft.
Gyula, Békés, 5700

Poland

Adam Reich, MD, Ph.D. Prof.

Klinika Dermatologii

Uniwersytecki Szpital Kliniczny im. Fryderyka Chopina w Rzeszowie

Rzeszow, Podkarpackie, 35-055

Bernadetta Majorek-Olechowska, MD

Alergo-Med Osrodek Badan Klinicznych Spolka z o.0.
Tarnow, Malopolskie, 33-100

Marcin Zakrzewski, MD

Synexus Polska Sp. z 0.0., Oddzial w Katowicach
Katowice, Slaskie, 40-040

Joanna Kolinek, MD

MICS Centrum Medyczne Warszawa
Warszawa, mazowieckie, 00-872

Justyna Skibinska, MD

Klinika Ambroziak Dermatologia
Warszawa, Mazowieckie, 02-953

Aleksandra Okuniewska, MD

Centrum Badan Klinicznych PI-House Sp. z 0.0.
Gdansk, Pomorskie, 80-546

Ryszard Galus, MD, PhD

Synexus Polska Sp, z 0.0. Oddzial w Warszawie
Warszawa, Mazowieckie, 02-672




Investigator Name

Site Address

Joanna Renczynska-Matysko, MD

AES - DRS - Synexus Polska Sp. z 0.0. Oddzial w Gdansku
Gdansk, Pomorskie, 80-382

Anna Luty, MD, PhD

Przychodnia EuroMediCare, Wroctaw Lowiecka
Wroclaw, Dolnoslaski, 54-239

Wojciech Baran, MD, PhD

WROMEDICA I. Bielicka, A. Strzalkowska s. c.
Wroclaw, Dolnoslaskie, 51-685

Tomasz Kolodziej, MD, PhD

Synexus Polska Sp. z 0. 0. Odzial we Wroclawiu
Wroclaw, Dolnoslaskie, 50-381

Anna Janowicz, MD

AES — DRS Synexus Polska Sp. Z 0.0. Oddzial w Czestochowie
Czestochowa, Slaskie, 42-202

Rafal Slugocki, MD

Synexus Polska Sp. z 0. 0. Oddzial w Gdyni
Gdynia, Pomorskie, 81-537

Jolanta Weglowska, MD, PhD

dermMEDICA Sp. z 0.0.
Wroclaw, Dolnoslaskie, 51-503

Dorota Kolodziejczyk, MD

Pratia MCM Krakow
Krakow, Malopolskie, Poland 30-727

Irena Walecka-Herniczek, MD, PhD, Prof.,
MBA

Panstwowy Instytut Medyczny Ministerstwa Spraw Wewnetrznych i
Administarcji Klinika Dermatologii

Warszawa, Mazowieckie, 02-507

Joanna Sieniawska, MD, PhD

Synexus Polska Sp. z 0.0. Oddzial w Lodzi
Lodz, Lodzkie, 90-127

Karolina Antkowiak-Piatyszek, MD

Synexus Polska Sp. z 0.0. Oddzial w Poznaniu
Poznan, Wielkopolskie, 60-702

Jacek Szepietowski, MD, PhD, Prof.

Cityclinic Przychodnia Lekarsko-Psychologiczna Matusiak Spolka
Partnerska

Wroclaw, Dolnoslaskie, 50-566

Grazyna Pulka, MD, PhD

Centrum Medyczne All-Med Badania Kliniczne
Krakow, Malopolski, 30-033

Witold Owczarek, MD, PhD, Prof.

Royalderm Agnieszka Nawrocka

Warszawa, Mazowieckie, 02-962

Tadeusz Debniak, MD, PhD, Prof.

Twoja Przychodnia Szczecinskie Centrum Medyczne Sp. z 0.0.
Szczecin, Zachodniopomorskie, 71-500

Kamila Padlewska, MD, PhD

Clinical Research Group Sp. z 0.0.
Warszawa, Mazowieckie, 01-142

Aleksandra Lesiak, MD, PhD, Prof.

Dermoklinika Centrum Medyczne s.c. M. Kierstan, J. Narbutt, A. Lesiak

Lodz, Lodzkie, 90-436

Malgorzata Dyczek, MD

Centrum Nowoczesnych Terapii Dobry Lekarz Sp. z o.0.
Krakow, Malopolski, 31-011




Investigator Name

Site Address

Michat Seneczko, MD

Osrodek Badan Klinicznych B.D. Research sp. z 0.0.
Ilawa, Warminsko-mazurskie, 14-202

Spain

Lara Ferrandiz-Pulido, MD, PhD

Hospital Universitario Virgen Macarena
Dermatology Service
Sevilla, Sevilla, 41009

Juan Francisco Silvestre Salvador, MD,
PhD

Hospital General Universitario Dr. Balmis
Alicante, Valencia, 03010

Servando M. Moya, Prof, MD, PhD

Hospital Universitario Miguel Servet
Dermatology Department
Zaragoza, Zaragoza, 50009

Trinidad Montero-Vilchez, MD, PhD

Hospital Universitario Virgen de las Nieves
Servicio de Dermatologia
Granada, Andalucia, 18014

Juan Ruano-Ruiz, MD

Hospital Universitario Reina Sofia
Cordoba, Andalucia, 14004

10




Supplementary Methods

Exploratory Assessments

The Dermatology Life Quality Index (DLQI) is a patient-reported, 10-item, quality of life
questionnaire that covers 6 domains (symptoms and feelings, daily activities, leisure, work
and school, personal relationships, and treatment). The recall period of the scale is over
the last week. Response categories include “not at all,” “a little,” “a lot,” and “very much,”
with corresponding scores of 0, 1, 2, and 3, respectively, and unanswered (or “not
relevant”) responses scored as 0. Scores range from 0 to 30 with higher scores indicating
greater impairment of quality of life. A DLQI total score of 0 to 1 is considered as having no
effect on a patient’s health-related quality of life,” and a 4-point reduction from baseline is

considered as the minimal clinically important difference threshold.?

The Patient-Oriented Ezema Measure (POEM) is a patient-reported 7-item scale that
assesses disease severity in adults. Patients respond to questions about the frequency of
7 symptoms (itching, sleep disturbance, bleeding, weeping or oozing, cracking, flaking, and
dryness or roughness) over the past week. Response categories include “no days,”

“1-2 days,” “3-4 days,” “5-6 days,” and “every day” with corresponding scores of 0, 1, 2, 3,
and 4, respectively. Scores range from 0 to 28, with higher total scores indicating greater
disease severity.® A 4-point reduction from baseline in POEM score is the threshold applied

for the response analysis.

The Atopic Dermatitis Control Tool (ADCT) is a patient-reported tool that evaluates 6
symptoms and effects associated with AD over the past week: overall severity of
symptoms, days with intense episodes of itching, intensity of bother, problem with sleep,
impact on daily activities, and impact on mood or emotions. Each of the 6 ADCT items has
a score range from 0 (no problem) to 4 (worst), rating the severity of each concept. A score
of 27 points was derived as the threshold to identify patients “not in control.” The threshold

for meaningful within-person change was estimated to be 5 points.**

The Atopic Dermatitis Sleep Scale (ADSS) is a patient-reported questionnaire developed to

assess the impact of itch on sleep, including difficulty falling asleep, frequency of waking,
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and difficulty getting back to sleep in the past night. Patients rate their difficulty falling
asleep in Item 1 using a 5-point Likert-type scale. Response options include “not at all,” “a

¢«

little bit,” “somewhat,” “quite a bit,” and “very difficult,” with corresponding scores of 0, 1, 2,
3, and 4, respectively.® The estimated threshold for a meaningful within-person reduction in

ADSS Item 1 was approximately 1.25 points.’

The Skin Pain Numerical Rating Scale (NRS) is a patient-reported, 11-point scale anchored
at 0 and 10, with 0 representing “no pain” and 10 representing “worst pain imaginable.”
Overall severity of a patient’s skin pain is indicated by selecting the number that best
describes the worst level of skin pain in the past 24 hours.” 2 A 4-point reduction from

baseline in Pain NRS is considered meaningful.’

Schedule of Assessments

Patients were instructed to complete Itch NRS, Pain NRS, and ADSS dairies daily. Diary
entries were aggregated on a weekly basis for analysis. The average of all available scores
from the 7 days preceding (but not including) each visit day was used, provided that at least
3 days of data were reported; otherwise, the assessment for that visit was considered

missing.

In addition, patients completed the DLQI, POEM, and ADCT questionnaires on site during
scheduled visits. Following the patient-reported assessments, clinicians performed the

EASI, vIGA-AD, and BSA evaluations.

Pharmacokinetics and Pharmacodynamics

REZPEG was measured in human plasma samples with a validated sandwich enzyme-
linked immunosorbent assay (ELISA) and detected at a minimum required dilution of 1:100.
Capture of REZPEG was achieved by coating with two capture reagents: a custom product-
specific mouse anti-human IL-2 antibody and an anti-human IL-2 antibody (MabTech).

Detection was achieved by using a biotin-conjugated anti-polyethylene glycol (PEG)
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antibody (Abcam) as secondary, followed with streptavidin-conjugated horseradish
peroxidase and color produced with 3,3’,5,5’-tetramethylbenzidine (TMB). The lower limit of
quantitation (LLOQ) was 2.0 ng/mL. Accuracy and precision were £20% over the
quantitative range and £25% at the LLOQ and upper limit of quantitation. Concentrations
were reported as IL-2 protein equivalents. Pharmacokinetic concentration data were

analysed using SAS Version 9-4.

For flow cytometry of peripheral whole blood samples, fluorescent antibodies against
CD45, CDS3, CD4, CD25, and FoxP3 were obtained from BioLegend (San Diego, CA) or BD
Biosciences (San Jose, CA). Flow cytometry samples were analysed using a Fortessa X-20
(Becton Dickinson) and instrument settings were set with machine software in conjunction
with calibration beads. Data were acquired using BD FACSDiva software (San Jose, CA) and
processed using De Novo FCS Express Flow Clinical Edition (Pasadena, CA).

CD25"" Tregs were defined as CD45+ CD3+ CD4+ CD25++ FoxP3+. Immunophenotyping
results were enumerated as relative percentage (%) values for each phenotype. Positive
Treg populations were identified based on fluorescence minus one control. To ensure
comparability across longitudinal samples, the baseline CD25€" Treg gate was set at
approximately 0-5% (0-4-0-6%) of CD4 + T cells for each individual, and this gate position
was maintained across the individual’s timepoints. The gating strategy for the CD25+ Treg

population is based on that previously described in Silverberg 2024.°

Biomarkers

Protein biomarkers were measured in serum purified from peripheral whole blood using
commercially available assays by Rules Based Medicine, an IQVIA Business (Austin, TX).
Interleukin-19 (IL-19) was measured using the single-molecule array (SiM0oA®) singleplex
platform and thymus and activation-regulated chemokine (TARC)/CCL17, macrophage-
derived chemokine (MDC)/CCL22, and Periostin were measured using the Luminex multi-

analyte profile (MAP) platform.
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Statistical Analyses

The primary estimand of interest for the primary endpoint was a hybrid estimand for the
question: what is the difference in mean EASI percentage change from baseline in the
target population between treatment conditions, (i.e., REZPEG vs placebo), after
completing 16 weeks of treatment when using rescue medication outside protocol
specifications or treatment discontinuation due to lack of efficacy is informative about the
outcome (ie, no clinical benefit or treatment failure), if all patients continue with treatment

except those who discontinue due to lack of efficacy?

The primary estimands for efficacy endpoints in the Induction Period were described by the

following attributes:

A. Population: Adult patients with moderate-to-severe AD defined through appropriate

inclusion and exclusion criteria.

B. Treatment: Rezpegaldesleukin (REZPEG) 24 ug/kg every two weeks (q2w), REZPEG
24 pg/kg every four weeks (q4w), REZPEG 18 pg/kg q2w, and placebo.

C. Endpoint: Applied to the primary, secondary and important exploratory efficacy
endpoints
D. The following were considered as the intercurrent events (ICEs) in the study:

a. Use of rescue medication after randomization outside specifications per the
protocol version patients were enrolled under or discontinuation of treatment

due to lack of efficacy prior to Week 16

b. Early discontinuation of study treatment due to reasons other than lack of

efficacy prior to Week 16
The ICEs were accounted as:

o Patients who used rescue medications outside specifications per the
protocol version they were enrolled under or who discontinued due to lack of

efficacy prior to the Week 16 study treatment (REZPEG or placebo) were
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considered as treatment failures after the ICEs. A composite strategy was
used.

o For patients who discontinued treatment due to reasons other than lack of
efficacy prior to Week 16, it was of interest to estimate what the treatment
effect would have been if all patients had continued with the study
treatment. Therefore, a hypothetical strategy was used for these types of

ICEs.

E. Population-level summary: Difference between treatment conditions in means of
percentage change from baseline, means of change from baseline, or response

proportions.

In the estimation of the primary estimand, we imputed data subsequent to the use of
rescue medication, or treatment discontinuation due to lack of efficacy with baseline
values for continuous endpoint and non-response for binary endpoint. Data after treatment
discontinuation due to other reasons were treated as missing data, and all missing data
were imputed with multiple imputation (MI). The imputation was conducted within
treatment arms and repeated 50 times with the use of the PROC Ml procedure in SAS. For
all binary endpoints, logistic regression with treatment group, baseline value, and
randomization stratification factors as covariates were used. The differences in response
rates were based on Mantel-Haenszel method and adjusted by the stratification factors:
disease severity measured by vVIGA-AD (score of 3 [moderate] versus 4 [severe]) and region
(North America versus rest of world). The analysis on continuous endpoints were based on
mixed models for repeated measures (MMRM) with baseline value, randomization
stratification factors, treatment group, visit, and treatment-by-visit interaction as factors.
The differences in least square (LS) means between each REZPEG dosing regimen and

placebo were derived from the MMRM models.

The supportive estimands applied the treatment policy strategy for the ICE of treatment

discontinuation due to reasons other than lack of efficacy and all observed data after this
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type of ICE were included in the analyses (Table S6). The strategy for the other ICEs (ie, use
of rescue medication or treatment discontinuation due to lack of efficacy) and analyses

methods remained the same as the primary estimands.

To assess the robustness of the primary analysis results, a prespecified sensitivity analysis
was conducted on the primary endpoint of EASI percentage change where MMRM was

directly performed without the imputation of missing data (Table S3).
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Figure S1. REZOLVE-AD Study Design

Screening Induction Period Maintenance Period Follow-up
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Discontinue
Non-Responders

AD=atopic dermatitis. BSA=body surface area. EASI=Eczema Area and Severity Index. EASI-XX=Eczema Area
and Severity Index reduced by at least XX% relative to baseline score. JAKi=Janus kinase inhibitor. q12w=every

12 weeks. q2w=every 2 weeks. gdw=every 4 weeks. REZPEG=rezpegaldesleukin. viIGA-AD=Validated Global
Assessment for Atopic Dermatitis. Wk=week.

Note: Only data from the 16-week induction period are presented in this article.
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Figure S2. Time Course for EASI Percentage Reduction from Baseline
(mITT Population)

—o— REZPEG 24 ug/kg, g2w (N=104) —e— REZPEG 18 pg/kg, g2w (N=106)
—e— REZPEG 24 pg/kg, g4w (N=110) —e— Placebo, 2w (N=73)
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Data include the integrated estimates from 50 datasets in which missing values were imputed with the
multiple imputation method. The primary estimand applied a hybrid approach of having a composite strategy
for the use of rescue mediations outside of protocol specifications and end of treatment due to lack of
efficacy, and a hypothetical strategy for end of treatment due to other reasons. Efficacy analyses were based
on a modified intent-to-treat population of all randomized patients who received at least one dose of study
drug that excluded data for three patients from GCP noncompliant sites. EASI=Eczema Area and Severity
Index. GCP=Good Clinical Practice. LS=least square. mITT=modified intent-to-treat. g2w=every 2 weeks.
q4w= every 4 weeks. REZPEG=rezpegaldesleukin. SEM=standard error of the mean. *** indicates p<0.001.
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Figure S3. EASI Percentage Reduction from Baseline in the
Subpopulations of Patients with Baseline vIGA-AD of 3 or 4
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(A) Time course for EASI percentage reduction from baseline in the subpopulation of patients with baseline
VvIGA-AD of 3 and (B) baseline vIGA-AD of 4. EASI=Eczema Area and Severity Index. LS=least square.
g2w=every 2 weeks. gdw=every 4 weeks. REZPEG=rezpegaldesleukin. SEM=standard error of the mean.
vIGA-AD=Validated Investigator Global Assessment for Atopic Dermatitis. * indicates p<0.05, ** indicates
p<0.01, *** indicates p<0.001.
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Figure S4. EASI-75 and EASI-90 Response Rates in the Subpopulations
of Patients with Baseline vIGA-AD of 3 or 4
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EASI-75 and EASI-90 response over time for the subpopulation of patients with baseline vIGA-AD of 3 (Panels
A and C, respectively), and baseline vIGA-AD of 4 (Panels B and D, respectively). For patients with baseline
VIGA-AD of 3: n=51, 71, 70, and 75 for placebo, REZPEG 24 ug/kg g2w, 18 pg/kg 2w, and 24 pg/kg g4w,
respectively. For patients with baseline vIGA-AD of 4: n=22, 33, 36, and 35 for placebo, REZPEG 24 ug/kg q2w,
18 ug/kg g2w, and 24 ug/kg q4w, respectively. EASI=Eczema Area and Severity Index. EASI-XX=Eczema Area
and Severity Index reduced by at least XX% relative to baseline score. g2w=every 2 weeks. gdw=every

4 weeks. REZPEG=rezpegaldesleukin. vIGA-AD=Validated Investigator Global Assessment for Atopic

Dermatitis. * indicates p<0.05, ** indicates p<0.01.
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Figure S5. Itch NRS and EASI-75 Response Rates in the Subpopulation of
Patients with Baseline Itch NRS =7

A
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(A) Itch NRS and (B) EASI-75 response over time for the subpopulation of patients with baseline Itch NRS 27.
EASI=Eczema Area and Severity Index. EASI-XX=Eczema Area and Severity Index reduced by at least XX%
relative to baseline score. NRS=Numerical Rating Scale. g2w=every 2 weeks. gdw=every 4 weeks.
REZPEG=rezpegaldesleukin. * indicates p<0.05.
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Figure S6. Time Course for BSA Percentage Reduction From Baseline
(mITT Population)

—o— REZPEG 24 pg/kg, g2w (N=104) —e— REZPEG 18 pg/kg, g2w (N=106)
—o— REZPEG 24 ug/kg, g4w (N=110) —e— Placebo, q2w (N=73)
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BSA=body surface area. LS=least square. mITT=modified intent-to-treat. g2w=every 2 weeks. gdw=every
4 weeks. REZPEG=rezpegaldesleukin. SEM=standard error of the mean. *** indicates p<0.001.

22

XXX



Figure S7. Week 16 Exploratory Efficacy
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Percentage of patients with (A) ADCT, (B) DLQI, (C) ADSS, (D) Pain NRS, and (E) POEM responses at Week 16.
ADCT response was defined as a 25-point change from baseline in ADCT score (range, 0 to 24, with higher
scores indicating greater severity) in the subpopulation of patients with baseline ADCT =5. DLQI response
was defined as a 24-point reduction from baseline in the DLQI score (range, 0 to 30, with higher scores
indicating greater impairment of quality of life) in the subpopulation of patients with baseline DLQI =4. ADSS
response was defined as 21.25-point reduction from baseline in ADSS Item 1 score (range, 0 to 4, with higher
scores indicating worse sleep impact) in the subpopulation of patients with baseline ADSS Item 1 21.25. Pain
NRS response was defined as 24-point reduction from baseline in Pain NRS score (range, 0 to 10, with higher
scores indicating greater severity) in the subpopulation of patients with baseline Pain NRS 24. POEM
response was defined as a 24-point reduction from baseline in POEM (range, 0 to 28, with higher total scores
indicating greater disease severity) in the subpopulation of patients with baseline POEM 24. The number of
patients analysed in each group is indicated in the numbers at the base of each bar; numerical response
rates are shown above each bar. ADCT=Atopic Dermatitis Control Tool. ADSS=Atopic Dermatitis Sleep Scale.
DLQI=Dermatology Life Quality Index. NRS=Numerical Rating Scale. POEM=Patient-Oriented Eczema
Measure. g2w=every 2 weeks. gdw=every 4 weeks. REZPEG=rezpegaldesleukin. * indicates p<0.05, **
indicates p<0.01, *** indicates p<0.001.
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Figure S8. Mean (= SE) REZPEG Trough Concentrations Over Time for the
Induction Period (PK Population)
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The PK population included all patients who were randomised to treatment, received at least one dose of
REZPEG, and had available and applicable PK data. Week 2 PK data for the 24 pg/kg q4w arm was available
but notincluded since it was not a trough datapoint of the q4w dosing schedule. PK samples collected
according to the protocol-defined dosing and sampling schedule were included in the summary statistics.
PK=pharmacokinetic. g2w=every 2 weeks. g4w=every 4 weeks. REZPEG=rezpegaldesleukin. SE=standard
error.
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Figure S9. Fold Change from Baseline in CD25""€" Regulatory T Cells
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Dosing time points indicated by triangles, with colors corresponding to dosing arms. g2w=every 2 weeks.
qg4w=every 4 weeks. REZPEG=rezpegaldesleukin. SEM=standard error of the mean. Tregs=regulatory T cells.
W=week.
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Figure S10. Atopic Dermatitis Biomarkers

% Difference from
Baseline to Week 16

30 1 I Placebo
T I Rezpeg 24 pg/kg q2w
I Rezpeg 18 pg/kg q2w
Il Rezpeg 24 pg/kg qdw

20

T T T T
IL-19 TARC/CCL17  Periostin MDC/CCL22

IL-19 TARC/ Periostin MDC/
cCL17 CCL22
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Placebo 14 29 21 21

24 pg/kg,

q2W 25 35 29 28
18 pg/kg,

q2W 23 34 29 28
24 pg/ks,

qaW 28 34 32 27,

REZPEG induced reductions in 4 key biomarkers associated with AD'° observed in patients with baseline
levels above the upper limit seen in healthy subjects. Data are provided as mean + SEM. The normal ranges of
TARC/CCL17, MDC/CCL22, and periostin were provided by Rules Based Medicine, based on their analysis of
100 normal healthy volunteers. The normal range of IL-19 was derived from Konrad 2019."" The number of
patients analysed in each treatment group are indicated in the table below the figure. Only patients with
baseline values above the upper limit of normal for each biomarker were included in the analysis. AD=atopic
dermatitis. CCL=C-C motif chemokine ligand. IL-19=interleukin-19. MDC=macrophage-derived chemokine.
qg2w=every 2 weeks. qdw=every 4 weeks. REZPEG=rezpegaldesleukin. SEM=standard error of the mean.
TARC=thymus and activation-regulated chemokine.
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Figure S11. Time Course for EASI Percentage Reduction from Baseline for
the Subpopulations of Patients With and Without ISR Events
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Mean percentage reduction in EASI from baseline by patients with or without any ISR events based on
observed data regardless of rescue medication use and treatment discontinuation reasons for the (A)
REZPEG 24 pg/kg q2w arm, (B) REZPEG 18 pg/kg g2w arm, (C) REZPEG 24 pg/kg q4w arm, and (D) Placebo
arm. EASI=Eczema Area and Severity Index. ISR=injection site reaction. g2w=every 2 weeks. q4w=every 4
weeks. REZPEG=rezpegaldesleukin. SEM=standard error of the mean.
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Table S1. Summary of Important Protocol Deviations for the Induction Period (mITT Population)

REZPEG REZPEG REZPEG REZPEG Placebo
24 ng/kg q2w | 18 pg/kg q2w | 24 pg/kg q4w Overall q2w Total

(n=104) (n=106) (n=110) (n=320) (n=73) (n=393)
Patients with at least one important protocol 4 (4%) 4 (4%) 1 (1%) 9 (3%) 2 (3%) 11 (3%)
deviation
ICE due to rescue medication 4 (4%) 4 (4%) 1 (1%) 9 (3%) 2 (3%) 11 (3%)
Key eligibility violations 0 0 0 0 0 0
Dosing error 0 0 0 0 0 0

Data are number of patients (%). ICE=intercurrent event. mITT=modified intent-to-treat. g2w=every 2 weeks. gdw=every 4 weeks. REZPEG=rezpegaldesleukin.
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Table S2. Summary of Demographics and Baseline Disease Characteristics (ITT Population)

REZPEG REZPEG REZPEG REZPEG Placebo
24 ng/kg q2w 18 pg/kg q2w 24 ng/kg q4w Overall q2w Total
(n=106) (n=107) (n=111) (n=324) (n=74) (n=398)

Age, years 37-8(13-7) 36-2 (15-4) 36-5(14-3) 36-8 (14-4) 38-0 (14-4) 37-1 (14-4)
Sex

Female 50 (47%) 56 (52%) 63 (57%) 169 (52%) 36 (49%) 205 (52%)

Male 56 (53%) 51 (48%) 48 (43%) 155 (48%) 38 (51%) 193 (49%)
Race

White 89 (84%) 91 (85%) 97 (87%) 277 (86%) 59 (80%) 336 (84%)

Black or African American 7 (7%) 3 (3%) 5(5%) 15 (5%) 2 (3%) 17 (4%)

Asian 9 (9%) 11 (10%) 7 (6%) 27 (8%) 9 (12%) 36 (9%)

American Indian or Alaska Native 0 1 (1%) 0 1 (<1%) 0 1 (<1%)

Native Hawaiian or other Pacific 0 0 1 (1%) 1 (<1%) 2 (3%) 3 (1%)

Islander

Other 1 (1%) 0 0 1 (<1%) 0 1 (<1%)

Not reported or unknown 0 1 (1%) 1 (1%) 2 (1%) 2 (3%) 4 (1%)
Ethnicity

Hispanic or Latino 7 (7%) 7 (7%) 11 (10%) 25 (8%) 8 (11%) 33 (8%)

Not Hispanic or Latino 99 (93%) 99 (93%) 100 (90%) 298 (92%) 65 (88%) 363 (91%)

Not reported or unknown 0 1 (1%) 0 1 (<1%) 1 (1%) 2 (1%)
Weight, kg 80-7 (19-3) 77-4 (19-5) 73-6 (15-8) 77-2 (18-4) 79:3 (20-9) 77-6 (18-9)
BMI, kg/m? 27-2 (6-0) 26-7 (5-8) 25-5(4-8) 265 (5-6) 27-0 (6-3) 266 (5:7)
Region

North America 28 (26%) 30 (28%) 32 (29%) 90 (28%) 22 (30%) 112 (28%)
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REZPEG REZPEG REZPEG REZPEG Placebo
24 ng/kg q2w 18 pg/kg q2w 24 ng/kg q4w Overall q2w Total
(n=106) (n=107) (n=111) (n=324) (n=74) (n=398)
Rest of the world 78 (74%) 77 (72%) 79 (71%) 234 (72%) 52 (70%) 286 (72%)
Age at onset, years 14-3 (18-0) 15-5(19-6) 17-8 (19-9) 15-9 (19-2) 16-3 (19-6) 16-0 (19-2)
Duration since onset, years 23-8(15-2) 21-0(14-5) 19-1 (14-1) 21-3(14-7) 220 (15-8) 21-4 (14-9)
vIGA-AD?

3 73 (69%) 70 (65%) 76 (69%) 219 (68%) 51 (69%) 270 (68%)
4 33 (31%) 37 (35%) 35 (32%) 105 (32%) 23 (31%) 128 (32%)
EASI total score® 254 (9-12) 27-2 (10-36) 26-1(10-41) 262 (9-98) 25-2(8:51) 26-0(9-73)
<21 45 (43%) 43 (40%) 44 (40%) 132 (41%) 29 (39%) 161 (41%)
>21 61 (58%) 64 (60%) 67 (60%) 192 (59%) 45 (61%) 237 (60%)
BSA® 39-1 (18-69) 40-6 (20-76) 39:6 (20-52) 39-8 (19-97) 38:3(19-62) 39-5(19-89)
Itch NRS score? 6-8 (1:98) 67 (1-:90) 7-1(1-77) 6-9 (1-88) 64 (2:22) 68 (1-96)

n 105 107 109 321 73 394

<4 9 (8%) 14 (13%) 7 (6%) 30 (9%) 9 (12%) 39 (10%)

>4 96 (91%) 93 (87%) 102 (92%) 291 (90%) 64 (86%) 355 (89%)
Pain NRS¢ 5:9(2-56) 5:9(2:52) 62 (2:35) 60 (2-47) 5:4(2:67) 5:9(2-52)

n 105 107 109 321 73 394

<4 20 (19%) 24 (22%) 19 (17%) 63 (19%) 22 (30%) 85 (21%)

>4 85 (80%) 83 (78%) 90 (81%) 258 (80%) 51 (69%) 309 (78%)
ADSS Item 1f 1-:9 (1-15) 2-:0(1-14) 2-1(1-02) 2:0(1-11) 1-8(1-19) 2-0(1-12)

n 105 107 109 321 73 394

<1-25 33 (31%) 36 (34%) 24 (22%) 93 (29%) 27 (36%) 120 (30%)

>1-25 72 (68%) 71 (66%) 85 (77%) 228 (70%) 46 (62%) 274 (69%)
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REZPEG REZPEG REZPEG REZPEG Placebo
24 ng/kg q2w 18 pg/kg q2w 24 ng/kg q4w Overall q2w Total
(n=106) (n=107) (n=111) (n=324) (n=74) (n=398)
DLQI® 14:6 (7-24) 13-8 (7-22) 15-8 (7-14) 14-8 (7-22) 13-5(7-13) 14-5(7-21)
<4 4 (4%) 4 (4%) 3 (3%) 11 (3%) 8 (11%) 19 (5%)
>4 102 (96%) 103 (96%) 108 (97%) 313 (97%) 66 (89%) 379 (95%)
POEM! 19-4 (5-88) 19-8 (5-74) 20-9 (5-43) 20-0 (5-70) 18:7 (6-21) 19-8 (5-81)
<4 2 (2%) 0 0 2 (1%) 1 (1%) 3 (1%)
>4 104 (98%) 107 (100%) 111 (100%) 322 (99%) 73 (99%) 395 (99%)
ADCT! 15:6 (4-97) 15-5(5-27) 16:3 (4-92) 15-8 (5:06) 14:6 (5-72) 15-6 (5-20)
n 105 107 110 322 73 395
<5 2 (2%) 2 (2%) 2 (2%) 6 (2%) 5 (7%) 11 (3%)
>5 103 (97%) 105 (98%) 108 (97%) 316 (98%) 68 (92%) 384 (97%)

Data are n (%) or mean (SD). Percentages are based on the total number of patients in each column and do not always add to 100% because of rounding.
Analyses were based on the intent-to-treat population that included all randomised patients. AD=atopic dermatitis. ADCT=Atopic Dermatitis Control Tool.
AD=atopic dermatitis. ADSS=Atopic Dermatitis Sleep Scale. BMI=body mass index. BSA=body surface area. DLQI=Dermatology Life Quality Index.
EASI=Eczema Area and Severity Index. GCP=Good Clinical Practice. ITT= intent-to-treat. NRS=Numerical Rating Scale. POEM=Patient-Oriented Eczema

Measure. g2w=every 2 weeks. gdw=every 4 weeks. REZPEG=rezpegaldesleukin. SD=standard deviation. vVIGA-AD=Validated Investigator Global Assessment
for Atopic Dermatitis. * vVIGA-AD describes the overall appearance of AD lesions at a given timepoint; scores range from 0 (clear skin) to 4 (severe disease). To
be eligible for enrolment, patients were required to have an IGA score of >3. ® EASI assesses four signs of disease (erythema, induration or papulation,
excoriation, and lichenification) across four body regions (head/neck, trunk, upper and lower extremities) and extent of skin involvement in each region; scores
range from 0 to 72 with higher values indicating a greater severity and extent of disease. ° BSA estimates the extent of disease or skin involvement with respect to
AD and is expressed as a percentage of total body surface. ¢ Itch NRS describes the worst level of itch in the past 24 hours; scores range from 0 (no itch) to 10
(worst itch imaginable). ¢ Skin Pain NRS describes the worst level of skin pain in the past 24 hours; scores ranging from 0 (no pain) to 10 (worst pain
imaginable). T ADSS Item 1 assesses the impact of itch on difficulty falling asleep; scores range from 0 (not at all) to 5 (very difficult). ¢ DLQI is a ten-item
quality of life questionnaire that covers six domains (symptoms and feelings, daily activities, leisure, work and school, personal relationships, and treatment).
Scores range from 0 to 30 with higher scores indicating greater impairment of quality of life. " POEM assesses the frequency of 7 symptoms (itching, sleep
disturbance, bleeding, weeping or oozing, cracking, flaking, and dryness or roughness) over the past week. Scores range from 0 to 28, with higher total scores
indicating greater disease severity. ! ADCT evaluates six symptoms and effects associated with AD over the past week; scores for each item range from 0 (no
problem) to 4 (worst).
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Table S3. Sensitivity Analyses for the Primary Endpoint of Percentage Change from Baseline in EASI at
Week 16 Without Multiple Imputation

The primary endpoint in the mITT patients
REZPEG REZPEG REZPEG Placebo
24 pg/kg q2w 18 pg/kg q2w 24 pg/kg q4w q2w
(n=104) (n=106) (n=110) (n=73)
EASI percentage change from baseline® -60% (3-7) -58% (3-7) -52% (3-6) -31% (4-3)
Treatment difference -29% (-40-4, -18-1) -27% (-38-4, -16-0) -21% (-32-2,-10-2) —
p value <0.0001 <0.0001 0.0002 —
The primary endpoint in the mITT patients and the patients enrolled at the non-GCP sites who received at least one dose of study treatment
REZPEG REZPEG REZPEG Placebo
24 pg/kg q2w 18 pg/kg q2w 24 pg/kg q4w q2w
(n=105) (n=107) (n=110) (n=74)
EASI percentage change from baseline® -60% (3-7) -58% (3-7) -52% (3-6) -30% (4-2)
Treatment difference -30% (-40-9, -18-7) -28% (-39-1, -17-0) -22% (-32-7,-10-9) —
p value <0.0001 <0.0001 0.0001 —

Data are LS mean (SE) or adjusted percentage difference (95% CI) versus placebo; p values are also shown. CI=confidence interval. EASI=Eczema Area and Severity Index.
EASI-XX=Eczema Area and Severity Index reduced by at least XX% relative to baseline score. LS=least square. mITT=modified intent-to-treat. Q2w=every 2 weeks. qdw=every
4 weeks. REZPEG=rezpegaldesleukin. SE=standard error. * EASI assesses four signs of disease (erythema, induration or papulation, excoriation, and lichenification) across four
body regions (head/neck, trunk, upper and lower extremities) and extent of skin involvement in each region; scores range from 0 to 72 with higher values indicating a greater
severity and extent of disease.
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Table S4. Rescue Medication Use and Intercurrent Events in the Induction Period (mITT Population)

specifications per the protocol version

REZPEG REZPEG REZPEG REZPEG Placebo
24 ng/kg q2w 18 ng/kg q2w 24 pg/kg q4w Overall qQ2w
(n=104) (n=106) (n=110) (n=320) (n=73)
Patients with at least one rescue medication 9 (9%) 7 (7%) 12 (11%) 28 (9%) 16 (22%)
Topical treatment 9 (9%) 7 (7%) 12 (11%) 28 (9%) 16 (22%)
Topical corticosteroid 8 (8%) 7 (7%) 12 (11%) 27 (8%) 16 (22%)
Low/mid potency 7 (7%) 7 (7%) 11 (10%) 25 (8%) 16 (22%)
High potency 1 (1%) 2 (2%) 1 (1%) 4 (1%) 0
Topical calcineurin inhibitor 5(5%) 1 (1%) 3 (3%) 9 (3%) 3 (4%)
Topical JAK inhibitor 0 0 0 0 0
Systemic treatment 0 2 (2%) 0 2 (1%) 0
Antihistamines 0 1 (1%) 0 1 (<1%) 0
Systemic corticosteroid 0 1 (1%) 0 1 (<1%) 0
Biologics or oral JAK inhibitor 0 0 0 0 0
Intercurrent events?
Patients with early treatment discontinuation due 1 (1%) 0 1 (1%) 2 (1%) 0
to lack of efficacy
Patients using rescue medication outside 4 (4%) 4 (4%) 1 (1%) 9 (3%) 2 (3%)

Data are number of patients (%). JAK=Janus kinase. mITT=modified intent-to-treat. Q2w=every 2 weeks. gdw=every 4 weeks. REZPEG=rezpegaldesleukin.

2 Efficacy data after these intercurrent events were imputed as baseline for continuous endpoints and as non-responder for binary endpoints.
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Table S5. Severity of Injection Site Reactions

REZPEG REZPEG REZPEG REZPEG Placebo
24 ng/kg q2w 18 ng/kg q2w 24 pg/kg q4w Overall qQ2w
ISRs reported at the event level (n=104) (n=106) (n=110) (n=320) (n=73)
Proportion of mild events 66% 71% 70% 68% 100%
Proportion of moderate events 34% 29% 30% 31% 0
Proportion of severe events 1% <1% 0 <1% 0

Data are % of all ISR events. ISR=injection site reaction.

q2w=every 2 weeks. gdw=every 4 weeks. REZPEG=rezpegaldesleukin.
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Table S6. Supportive Analyses of Week 16 Efficacy Outcomes (mITT

Population)
REZPEG REZPEG REZPEG Placebo
24 pg/kg q2w 18 pg/kg q2w 24 pg/kg q4w q2w
Statistic (n=104) (n=106) (n=110) (n=73)
Primary endpoint
EASI percentage change from -60% (3-7) -58% (3-7) -52% (3-5) -31%(4-3)
baseline®

Treatment difference -29% (-40-4, -18-4) | -26% (-37-6, -15-3) |-21% (-31-7, -10-0) —

p value <0-0001 <0-0001 0-0002 —
Secondary endpoints
EASI-50 response 69 (66%) 70 (66%) 60 (54%) 25 (34%)

Treatment difference® 32% (17-7,47-0) | 33% (17-7,47-2) | 21%(6:2,351) —

p value <0-0001 <0-0001 0-0084 —
EASI-75 response 42 (41%) 47 (44%) 36 (33%) 12 (16%)

Treatment difference® 25% (11-9.38:2) | 29% (15-6,41-6) 17% (4-3, 29-0) —

p value 0-0009 0-0002 0-014 —
EASI-90 response 25 (24%) 18 (17%) 18 (17%) 7 (9%)

Treatment difference® 15% (4-6, 26-2) 9% (-1-6, 18-9) 8% (-1-6,17-0) —

p value 0-014 0-11 0-15 —
vIGA-AD Response®? 21 (20%) 27 (25%) 20 (19%) 6 (8%)

Treatment difference® 13% (2-5, 23°1) 18% (67, 28-7) 11% (1-1, 20-7) —

p value 0-033 0-0065 0-055 —
Itch NRS response®’2 39 (41%) 31 (34%) 23 (23%) 10 (15%)

Treatment difference® 25% (11-3,39-0) 19% (5-4, 33-0) 8% (-4-8,19-9) —

p value 0-0015 0-014 0-40 —
BSA percentage change from -54% (4-4) -48% (4-7) -43% (4-2) -17% (5-0)
baseline"

Treatment difference -36-9 (-49-9, -23-9)|-30-9 (-44-5, -17-3) |-25-6 (-38-5, -12-8) —

p value <0-0001 <0-0001 <0-0001 —

Data are least squares mean (SE), n (%), or adjusted percentage difference (95% CI) versus placebo. Response rates were
estimated using multiple imputation. The number of responders was then calculated by multiplying the estimated response rate
(using the unrounded value) by the number of participants in the analysis population and rounding to the nearest whole number.
As a result, the reported responder counts and rounded responses may not always align exactly when the response rate is
recalculated from the displayed responder count. BSA=body surface area. CI=confidence interval. EASI=Eczema Area and
Severity Index. EASI-XX=Eczema Area and Severity Index reduced by at least XX% relative to baseline score. mITT=modified
intent-to-treat. NRS=Numerical Rating Scale. Q2w=every 2 weeks. gdw=every 4 weeks. REZPEG=rezpegaldesleukin.
SE=standard error. vVIGA-AD=Validated Investigator Global Assessment for Atopic Dermatitis. * EASI assesses four signs of
disease (erythema, oedema or papulation, excoriation, and lichenification) across four body regions (head or neck, trunk, upper
and lower extremities) and extent of skin involvement in each region; scores range from 0 to 72 with higher values indicating a
greater severity and extent of disease. ® Mantel-Haenszel treatment differences in response rates were adjusted for stratification
factors. ¢ VIGA-AD describes the overall appearance of AD lesions at a given timepoint; scores range from 0 (clear skin) to 4
(severe disease). ¢ vVIGA-AD response was defined as a score of 0 (clear) or 1 (almost clear) and >2-point reduction from
baseline. © Itch NRS describes the worst level of itch in the past 24 hours; scores range from 0 (no itch) to 10 (worst itch
imaginable). f Patients evaluable for the corresponding endpoint requiring baseline Itch NRS score >4 were n=95, n=92, n=102,
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and n=63 for the REZPEG 24 pg/kg q2w, 18 pg/kg q2w, 24 ng/kg q4w, and placebo groups, respectively. & Itch NRS response
was defined as >4-point improvement from baseline in Itch NRS in the subset of patients with >4-point Itch NRS at baseline.

h BSA estimates the extent of disease or skin involvement with respect to AD and is expressed as a percentage of total body
surface.
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