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Summary

Background Rezpegaldesleukin is an interleukin-2 receptor agonist that selectively expands and enhances the function
of regulatory T cells (Tregs), offering a novel therapeutic approach for autoimmune and inflammatory diseases such
as atopic dermatitis. We aimed to compare the efficacy and safety analyses of rezpegaldesleukin with placebo in adults
with moderate-to-severe atopic dermatitis naive to biological treatments.

Methods REZOLVE-AD was a phase 2b, randomised, double-blind, placebo-controlled study conducted in
107 community research centres or hospitals in ten countries (Australia, Bulgaria, Canada, Croatia, Czechia, Germany,
Hungary, Poland, Spain, and the USA). Eligible patients were adults (aged 18 years or older) with confirmed atopic
dermatitis (American Academy of Dermatology Consensus Criteria) diagnosed at least 12 months before enrolment,
with moderate-to-severe disease activity defined by an Eczema Area and Severity Index (EASI) score of at least 16-0,
validated Investigator Global Assessment for Atopic Dermatitis (vVIGA-AD) score of at least 3 (moderate), and at
least 10% affected body surface area. Patients were randomly allocated (3:3:3:2) to receive subcutaneous
rezpegaldesleukin 24 pg/kg or rezpegaldesleukin 18 pg/kg every 2 weeks, rezpegaldesleukin 24 pg/kg every 4 weeks,
or placebo for 16 weeks during the induction period. Randomisation was done by an independent vendor using
Randomisation and Trial Supply Management methodology via an interactive response system and was stratified by
baseline disease severity (VIGA-AD 3 [moderate] vs 4 [severe]) and geographical region (North America vs rest of world).
All patients, investigators, and those assessing outcomes were masked to treatment assignment. Outcomes for the
induction period were assessed through week 16 and are included in this report. The primary endpoint was percentage
change from baseline in EASI score at week 16. Efficacy and safety analyses were conducted in all randomly assigned
patients exposed to study treatment, excluding those enrolled at two sites closed due to Good Clinical Practice non-
compliance, both of which received notification of closure approximately 300 days before database lock. All missing
data were imputed with multiple imputation. The trial was registered with ClinicalTrials.gov (NCT06136741).

Findings 398 patients were enrolled between Nov 15, 2023, and Jan 9, 2025. A total of 393 patients were analysed
(104 in the rezpegaldesleukin 24 pg/kg every 2 weeks group, 106 in the rezpegaldesleukin 18 pg/kg every 2 weeks
group, 110 in the rezpegaldesleukin 24 pg/kg every 4 weeks group, and 73 in the placebo group); 203 (52%) patients
were female and 190 (48%) were male. All three rezpegaldesleukin groups met the primary endpoint. Rezpegaldesleukin
showed dose-dependent improvements compared with placebo in mean percentage change in EASI from baseline at
week 16: —61% (SE 3-8) for rezpegaldesleukin 24 pg/kg every 2 weeks, -58% (3-8) for rezpegaldesleukin 18 pg/kg
every 2 weeks, and -53% (3 -7) for rezpegaldesleukin 24 pg/kg every 4 weeks versus —31% (4-5) for placebo. Treatment
differences versus placebo were —30 percentage points (95% CI —-41-3 to -18-0; p<0-0001) for rezpegaldesleukin
24 pg/kg every 2 weeks, —27 percentage points (-38-5 to —15-7; p<0-0001) for rezpegaldesleukin 18 pg/kg every
2 weeks, and -22 percentage points (-33-3 to —10-3; p=0-0002) for rezpegaldesleukin 24 pg/kg every 4 weeks.
Treatment-emergent adverse events observed in at least 5% of rezpegaldesleukin-treated patients (n=320) and greater
than placebo (n=73) included injection-site reaction (223 [70%)] vs three [4%)]), eosinophilia (25 [8%] vs two [3%]),
pyrexia (20 [6%] vs two [3%]), headache (20 [6%)] vs three [4%]), upper respiratory tract infections (19 [6%] vs four [5%)]),
and arthralgia (16 [5%] vs one [1%]). Nearly all (>99%) injection-site reactions were mild to moderate in severity and
resolved. There was no evidence of an increased risk of serious or severe adverse events, and no deaths were reported
during the induction period.

Interpretation Over the 16-week induction period, rezpegaldesleukin treatment resulted in significant and clinically

meaningful improvements across multiple clinical endpoints, including the primary endpoint of EASI percentage
change from baseline, in comparison with placebo. Rezpegaldesleukin had a clinically favourable adverse event
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profile in adult patients with moderate-to-severe atopic dermatitis, supporting its further development as a novel

Treg-enhancing biological treatment.
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Introduction

Atopic dermatitis is a common, chronic, inflammatory
skin disease characterised by recurrent, localised eczema
accompanied by intense itch.”” As measured by
disability-adjusted life years, the disease is ranked first
among all skin diseases globally,’ and substantially
impairs quality of life for patients and their families,
including effects on lifestyle (51%), activities (43%), and
social interaction (39%).* Various factors have been
implicated in the persistent inflammation associated
with atopic dermatitis, including a complex interaction
of genetics, environment, skin barrier dysfunction, and
dysregulation of effector T helper (Th) type 2 cells.
Despite therapeutic advances, there remains an unmet

Research in context

Evidence before this study

Atopic dermatitis remains challenging to treat despite
advances in systemic biological orimmunosuppressive
therapies targeting dysregulated pathways, including
interleukin (IL)-4, IL-13, IL-31, Janus kinase, and 0X40. Due to
unpredictable or incomplete responses, adverse events, and
chronic relapse, there remains an unmet need for efficacious
and durable treatment options, with good adverse event
profiles, for the management of atopic dermatitis. A disruption
of the normal balance of functional requlatory T cells (Tregs)
relative to conventional T cells (Tcons) is shared by many
autoimmune and inflammatory diseases, including atopic
dermatitis. IL-2 plays an essential role in Treg proliferation and
survival, with low-dose IL-2 shown to partly rescue Treg
function and provide clinical benefit in multiple autoimmune
diseases. To date, more than 30 different autoimmune and
inflammatory diseases have been treated with low-dose IL-2
therapy in pilot studies and clinical trials, supporting the
development of therapeutic agents that restore the
homoeostatic balance between Tregs and Tcons. Low-dose
IL-2, however, has restricted therapeutic practicality, with
shortcomings including a narrow therapeutic window and
short half-life, requiring frequent dosing and the potential to
induce Tcons. Before the start of this study, we searched
ClinicalTrials.gov and PubMed for randomised, blinded clinical
trials published in English between database inception and
May 15, 2023, using keywords “atopic dermatitis” and
“regulatory T cells” or “interleukin-2". Previous phase 1b
studies of the IL-2 receptor agonist rezpegaldesleukin for the
treatment of atopic dermatitis showed favourable data for
safety and efficacy endpoints.

need for efficacious, safe, and durable treatment options
for atopic dermatitis management.

Regulatory T cells (Tregs) hold a pivotal role in
orchestrating immune homoeostasis through their
ability to modulate the activity of Thl, Th2, and Th17
T-cell effector subsets.® A disruption of the normal
homoeostasis of functional Tregs relative to conventional
T cells (Tcons) occurs in many autoimmune and
inflammatory diseases, including atopic dermatitis.
Interleukin-2 (IL-2) is a pleiotropic cytokine that serves as
an essential growth factor for Tregs at physiological
quantities and induces Tcon responses at supra-
physiological concentrations.® Previous studies showed
that low doses of IL-2 can reverse the deficiency of Tregs

Added value of this study

To the best of our knowledge, this is the first report of a phase 2
clinical trial evaluating a first-in-class IL-2 receptor agonist with
preferential activity for Tregs for the treatment of moderate-to-
severe atopic dermatitis. The primary endpoint of mean
percentage change in Eczema Area and Severity Index (EASI) at
week 16 was met with all rezpegaldesleukin dosing regimens
(rezpegaldesleukin 24 pg/kg every 2 weeks, rezpegaldesleukin
18 ug/kg every 2 weeks, and rezpegaldesleukin 24 pg/kg every
4 weeks). All key secondary endpoints of disease reduction were
also met in the rezpegaldesleukin 24 pg/kg every 2 weeks
group, including EASI reduced by at least 75% relative to
baseline score, validated Investigator Global Assessment for
Atopic Dermatitis score of 0 or 1, EASI reduced by at least

90% relative to baseline score, itch Numerical Rating Scale, and
body surface area involvement. No new safety signals were
identified.

Implications of all the available evidence

Results from the induction treatment period of this study support
and extend the findings from the phase 1b study in patients with
atopic dermatitis, showing a favourable adverse event profile and
robust efficacy across both physician-assessed and patient-
reported endpoints. The combination of consistent efficacy and
absence of new safety concerns establishes a positive benefit-risk
profile, particularly for patients with few treatment options or
tolerability challenges with existing therapies, and supports
advancement to phase 3 development. Importantly, this is the
first large trial to show modulation of Tregs with clinical benefit,
highlighting rezpegaldesleukin’s clinical potential as a key target
in the treatment paradigm for atopic dermatitis.

www.thelancet.com Published online August 21,2026 https://doi.org/10.1016/50140-6736(26)01143-8



Articles

and enhance their growth and survival, leading to
improved disease outcomes.” Low-dose IL-2, however,
has little therapeutic practicality, with shortcomings
including a narrow therapeutic window and short half-
life, requiring more frequent dosing that could result in
Tcon induction.”

Rezpegaldesleukin (NKTR-358) is a novel IL-2 receptor
agonist with stable, covalently attached polyethylene glycol
moieties designed to enhance Treg responses with
minimal effects on Tcons." Compared with recombinant
human IL-2, rezpegaldesleukin shows prolonged systemic
exposure and provides longer-term, selective activation
and proliferative expansion of Tregs.” In a multicentre,
randomised, phase 1b trial in adult patients with moderate-
to-severe atopic dermatitis, rezpegaldesleukin treatment
resulted in significant improvements in Eczema Area and
Severity Index (EASI) scores in comparison with placebo
after 12 weeks of treatment. Among patients treated with
rezpegaldesleukin who had a 75% or greater improvement
in EASI score from baseline until the end of treatment at
week 12, 71% maintained their response through 36 weeks
after treatment discontinuation.” These findings validated
a key role for rezpegaldesleukin in Treg restoration and
underscored the importance of additional studies. Here,
we report the outcomes from the placebo-controlled
16-week induction treatment period of a phase 2b trial of
rezpegaldesleukin monotherapy (REZOLVE-AD) with the
aim to compare the efficacy and safety of rezpegaldesleukin
with placebo in adults with moderate-to-severe atopic
dermatitis who are naive to biological treatment.

Methods

Study design

This randomised, double-blind, multicentre, placebo-
controlled, dose-ranging, phase 2b trial (REZOLVE-AD)
was conducted across 107 sites in ten countries (Australia,
Bulgaria, Canada, Croatia, Czechia, Germany, Hungary,
Poland, Spain, and the USA) to evaluate the efficacy and
safety of rezpegaldesleukin induction and maintenance
dosing regimens in adult patients with atopic dermatitis.
The study design included an initial 16-week induction
period, followed by 36-week maintenance and 52-week
off-treatment follow-up periods (appendix 1 p 17); only
the data from the 16-week induction period are presented
here. The study design was based on the available clinical
safety, efficacy, pharmacokinetic, and pharmacodynamic
data from the rezpegaldesleukin phase 1b and phase 2
studies in healthy volunteers and patients,”™ as well as
previous clinical trials of systemic therapies in atopic
dermatitis.” The study protocol is available online
(appendix 2).

The trial was conducted in accordance with the
International Council for Harmonisation Good Clinical
Practice guidelines and the ethical principles of the
Declaration of Helsinki. Study protocols were approved
by the relevant institutional review board or independent
ethics committee and regulatory health authorities

in accordance with local regulations before trial
commencement. Ethics approval was provided by
Advarra (approval number Pro00072492). There was no
patient or public involvement in the study design,
conduct, or reporting. The trial was registered with
ClinicalTrials.gov ~ (NCT06136741) and  EudraCT
(2023-507456-69-00).

Participants

Adults (aged =218 years) were eligible for participation if
they had moderate-to-severe atopic dermatitis with a
baseline EASI score of at least 16-0 points, a validated
Investigator Global Assessment for Atopic Dermatitis
(VIGA-AD) score of at least 3, an affected body surface area
(BSA) involvement of at least 10-0% at screening and
randomisation, and chronic atopic dermatitis for at least
12 months with inadequate response or intolerance to
topical therapy. Patients were excluded if they had received
previous treatment with a systemic biological therapy or
an oral Janus kinase inhibitor. Additional methods and
eligibility criteria are provided in the trial protocol
(appendix 2 pp 75-84). Patients were recruited through
competitive enrolment. Sex at birth was self-reported with
the options of male, female, undifferentiated, or unknown.
Race and ethnicity data were self-reported. All patients
provided written informed consent.

Randomisation and masking

At the baseline visit, we randomly assigned eligible
patientsin a 3:3:3:2 ratio to receive either rezpegaldesleukin
24 ng/kg every 2 weeks, rezpegaldesleukin 18 pg/kg every
2 weeks, rezpegaldesleukin 24 pg/kg every 4 weeks, or
placebo every 2 weeks. Randomisation was done with a
Randomisation and Trial Supply Management (RTSM)
methodology via an Interactive Response Technology
(IRT) system managed by a third-party independent
vendor. The randomisation sequence was generated by an
independent project team using a block size of 11. The
system stratified patients by baseline disease severity, as
measured by vIGA-AD (3 [moderate] vs 4 [severe]), and by
geographic region (North America vs rest of world). The
team responsible for sequence generation and the
RTSM/IRT vendor were not involved in patient enrolment,
clinical management, outcome assessment, or data
analysis. All patients, investigators, site staff, and
individuals assessing outcomes remained masked to each
patient’s assigned study intervention. The schedule,
labelling, presentation, and volume of injection for active
rezpegaldesleukin and placebo were identical. The
designated sponsor study team was unmasked at the
primary database lock after the completion of the 16-week
induction period.

Procedures

Patients received rezpegaldesleukin or placebo
(0-9% sodium chloride for injection), administered by
site staff masked to allocation, subcutaneously for
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16 weeks during the induction period. Patients assigned
to the rezpegaldesleukin 24 pg/kg every 4 weeks group
were administered placebo on weeks 2, 6, 10, and 14 to
match the induction dosing schedule of the
rezpegaldesleukin 24 pg/kg every 2 weeks group.
Background therapy consisted of at least one emollient
used once daily throughout the study.

At study initiation, the use of topical treatments (mid-
potency or low-potency topical corticosteroid or topical
calcineurin inhibitor) was permitted as rescue therapy
only between the week 4 and week 14 visits. The protocol
was later amended to allow topical corticosteroid or
topical calcineurin inhibitor as rescue therapy only
between days 1 and 14 of the induction period. The use of
systemic treatments for atopic dermatitis was prohibited
through week 16; rezpegaldesleukin was discontinued if
systemic rescue therapy was used.

We assessed efficacy, patient-reported outcomes, and
safety every 2 weeks at study visits from week 0 through
week 16. Blood for pharmacokinetic, pharmacodynamic,
and biomarker analyses was sampled approximately
every 2-4 weeks; additional details are provided in
appendix 1 (pp 12-13). The protocol provides the full
schedule of assessments.

Outcomes

The primary endpoint was the investigator-assessed
mean percentage change from baseline in EASI score
(range 0-72, with higher values indicating a greater
severity and extent of disease) at week 16. 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.”*

Secondary outcomes included the proportion of
patients at week 16 with a vVIGA-AD score of 0 or 1 (range,
0 [clear skin] to 4 [severe disease], with the score
describing the overall appearance of atopic dermatitis
lesions at a given timepoint)” and at least a 2-point
reduction from baseline, EASI reduction from baseline
of at least 75% (EASI-75), EASI reduction from baseline
of at least 90% (EASI-90), EASI reduction from
baseline of at least 50% (EASI-50), improvement of at
least 4 points from baseline in the subset of patients with
at least a 4-point itch Numerical Rating Scale (NRS) score
at baseline (range, 0 [no itch] to 10 [worst itch imaginable],
with values describing the worst itch in the past 24 h),"*
and mean percentage change from baseline at week 16 in
BSA involvement. These outcomes were also assessed in
a subset of patients with a baseline EASI of at least 18,
but are not included in this Article because the results
were generally similar. Rezpegaldesleukin plasma
concentrations were assessed at various timepoints
throughout the study. Although the secondary endpoint
of SCORing Atopic Dermatitis Index (SCORAD) showed
efficacy results consistent with the overall treatment
effect, these data are not presented in this Article, as

SCORAD will not be included as an endpoint in the
phase 3  development programme. Exploratory
assessments included Dermatology Life Quality Index
(DLQI), Patient-Oriented Eczema Measure (POEM),
Atopic Dermatitis Control Tool (ADCT), Atopic
Dermatitis Sleep Scale (ADSS), and skin pain NRS, and
are described in appendix 1 (pp 11-12).

The overall safety and tolerability of rezpegaldesleukin
was measured by the incidence of treatment-emergent
adverse events and serious adverse events.

Statistical analysis

We estimated that a sample size of 108 patients in each
rezpegaldesleukin group and 72 patients in the placebo
group based on a 0-05 significance level in a two-sample
Z test would provide the trial with more than 98% power
to detect an improvement of 26% in the percentage
change in EASI from baseline to week 16 in the
rezpegaldesleukin group, assuming 38% reduction of
EASI in the placebo group with common SD of 43%. The
assumptions on the placebo group and SD were
estimated on the basis of data from previously reported
trials.”” No dropout rate was assumed in the sample size
calculation as missing data were imputed.

Efficacy analyses were based on the modified intention-
to-treat (mITT) population that consisted of all randomly
assigned patients who received at least one dose of study
drug (excluding three patients enrolled at two sites closed
due to non-compliance with Good Clinical Practice (GCP);
the sites received early closure notification 292 days and
333 days before database lock, respectively). All continuous
endpoints, including the primary endpoint of EASI
percentage change from baseline and BSA involvement,
were analysed with mixed models for repeated measures,
including baseline value, randomisation stratification
factors, treatment group, visit, and treatment-by-visit
interaction as factors. All binary endpoints were analysed
with logistic regression using treatment group, baseline
value, and randomisation stratification factors as
covariates and Mantel-Haenszel differences in response
rates adjusted for stratification factors. In the estimation
of the primary estimand, data collected after the use of
rescue medication or discontinuation of treatment due to
a lack of efficacy were imputed as non-responders for
binary endpoints and as baseline values for continuous
endpoints. Data collected after patients discontinued due
to reasons other than a lack of efficacy were regarded as
missing. All missing data were imputed with multiple
imputation. The imputation was conducted within
treatment groups and repeated 50 times with the use of
the PROC MI procedure in SAS. Additional details are
provided in appendix 1 (p 15).

Prespecified subgroup analyses for endpoints under
the primary estimand at week 16 were conducted for the
baseline VIGA-AD (3 vs 4) subgroups with sample sizes
greater than 20. Post-hoc subgroup analyses were done
for patients with and without injection-site reactions and
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the subgroup of patients with baseline itch NRS of at
least 7.

As a phase 2 study, no multiplicity adjustments were
made for the hypothesis testing in the primary and
secondary endpoints and no confirmatory inferences
were made regarding the secondary endpoints. All
reported p values were two-sided and confidence intervals
are presented as two-sided 95% CIs. SAS version 9.4 was
used for all analyses.

Safety analyses were conducted in the safety population
that comprised all randomly assigned patients who
received at least one dose of study drug (excluding
three patients enrolled at two sites closed due to GCP
non-compliance) using descriptive statistics, such as
number of observations and percentages summarised
by treatment group. All adverse events were coded
according to the Medical Dictionary for Regulatory
Activities version 26.0 and summarised by system organ
class, preferred term, severity, and relationship to the
study intervention by treatment group.

Additional details of the statistical analyses, including
descriptions of the primary and supportive estimands and
sensitivity analyses, are provided in appendix 1 (pp 14-16).

Role of the funding source

The funder of the study was involved in the study design,
data collection, data analysis, data interpretation, and
writing of the report.

Results

Of 581 patients assessed for eligibility, 398 patients were
enrolled between Nov 15, 2023, and Jan 9, 2025 (figure 1).
Two patients did not receive study treatment and
three patients from GCP non-compliant sites were
excluded from the analysis, leaving a final mITT analysis
population of 393 patients. 104 patients received
rezpegaldesleukin 24 pg/kg every 2 weeks, 106 patients
received rezpegaldesleukin 18 pg/kg every 2 weeks,
110 patients received rezpegaldesleukin 24 pg/kg every
4 weeks, and 73 patients received placebo. Treatment

581 patients assessed
for eligibility

v

398 enrolled and randomly

assigned
106 assigned to 107 assigned to 111 assigned to 74 assigned to placebo
rezpegaldesleukin rezpegaldesleukin rezpegaldesleukin every 2 weeks
24 pg/kg every 2 weeks 18 pg/kg every 2 weeks 24 ug/kg every 4 weeks

—>| 1 did not receive treatment

—>| 1 did not receive treatment

1 excluded due to site 1 excluded due to site 1 excluded due to site
GCP non-compliance GCP non-compliance GCP non-compliance
23 discontinued treatment 25 discontinued treatment 16 discontinued treatment 8 discontinued treatment
14 patient decision 19 patient decision 9 patient decision 7 patient decision
adverse event* adverse event adverse event* 1other
7 > —— , -
1 lack of efficacy 1other 1 study non-compliance
1other 1 lack of efficacy
1other

A 4 v

A v

81 completed induction
treatment

81 completed induction
treatment

94 completed induction

65 completed induction

treatment treatment

v v

v v

- 106 includéd inmITT -
analysis

104 included in mITT
analysis

110 included in mITT

73 included in mITT

(- )
analysis

. < -t
analysis

Figure 1: Trial profile for the 16-week induction period

Two clinical sites were closed early for serious GCP non-compliance (ie, lack of principal investigator oversight potentially impacting patient care and safety); they
were reported to their respective Independent Review Boards and the US Food and Drug Administration. GCP=Good Clinical Practice. mITT=modified intention-to-
treat. *Excludes one patient who discontinued treatment due to adverse event during the induction period after completing induction treatment.
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Rezpegaldesleukin Rezpegaldesleukin Rezpegaldesleukin  Rezpegaldesleukin Placebo every Total (N=393)
24 pg/kg every 18 pg/kg every 24 pg/kg every overall (n=320) 2 weeks (n=73)
2 weeks (n=104) 2 weeks (n=106) 4 weeks (n=110)
Age, years 38.0(137) 36-3 (15-4) 36-5(14-3) 369 (14-5) 37-9 (14-4) 371 (14-4)
Sex
Female 49 (47%) 56 (53%) 63 (57%) 168 (53%) 35 (48%) 203 (52%)
Male 55 (53%) 50 (47%) 47 (43%) 152 (48%) 38 (52%) 190 (48%)
Race
White 87 (84%) 90 (85%) 96 (87%) 273 (85%) 58 (79%) 331 (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 6 (6%) 7 (7%) 11 (10%) 24 (8%) 8 (11%) 32 (8%)
Not Hispanic or Latino 98 (94%) 98 (92%) 99 (90%) 295 (92%) 64 (88%) 359 (91%)
Not reported or unknown 0 1(1%) 0 1(<1%) 1(1%) 2 (1%)
Weight, kg 80:5(19:1) 77-3(19-6) 733 (15:6) 76-9 (18:3) 794 (21-1) 77-4 (18-9)
BMI, kg/m” 27:1(6-0) 267 (59) 25:4(47) 26:4(5-6) 26:9(6:3) 26:5(57)
Region
North America 27 (26%) 29 (27%) 31 (28%) 87 27%) 21 (29%) 108 (27%)
Rest of the world 77 (74%) 77 (73%) 79 (72%) 233 (73%) 52 (71%) 285 (73%)
Age at onset, years 14-4 (18-1) 157 (19-6) 17-6 (19-9) 15-9 (19-2) 15.9 (19-3) 15.9 (19-2)
Duration since onset, years 23.9(15-2) 21.0 (14-5) 192 (14-1) 213 (14-7) 223 (15-7) 21:5(14-9)
VIGA-AD*

3 71 (68%) 70 (66%) 75 (68%) 216 (68%) 51 (70%) 267 (68%)
4 33(32%) 36 (34%) 35 (32%) 104 (33%) 22 (30%) 126 (32%)
EASI total scoret 25-4(9-14) 27-2 (10-40) 261 (10-45) 262 (10-02) 252 (8:57) 260 (9-77)
<21 44 (42%) 43 (41%) 44 (40%) 131 (41%) 29 (40%) 160 (41%)
=21 60 (58%) 63 (59%) 66 (60%) 189 (59%) 44 (60%) 233 (59%)
BSA$ 39% (18-83) 41% (20-85) 40% (20-62) 40% (20-08) 38%(19-73)  40% (20-00)
Itch NRS score§ 6-8 (1:96) 6-7 (1-90) 7:1(1.77) 6-9 (1-88) 6-3(2:21) 6-8(1-95)

n 104 106 109 319 72 391

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

24 95 (91%) 92 (87%) 102 (93%) 289 (90%) 63 (86%) 352 (90%)
Pain NRSq 5:9(2:54) 59 (2:53) 6:2(2:35) 6:0(2:47) 5-4(2:64) 59 (2:51)

n 104 106 109 319 72 391

<4 20 (19%) 24 (23%) 19 (17%) 63 (20%) 22 (30%) 85 (22%)

=4 84 (81%) 82 (77%) 90 (82%) 256 (80%) 50 (68%) 306 (78%)
ADSS item 1|| 1.9 (1-14) 2:0 (1-15) 21(1:02) 2:0 (1-10) 1.8 (1-17) 2:0 (1-12)

n 104 106 109 319 72 391

<125 33 (32%) 36 (34%) 24 (22%) 93 (29%) 27 (37%) 120 (31%)

2125 71 (68%) 70 (66%) 85 (77%) 226 (71%) 45 (62%) 271 (69%)
DLQI** 14-5(7:18) 13-8(7:25) 159 (7:12) 147 (7-21) 13-4 (7:07) 145 (7-20)

<4 4(4%) 4(4%) 3(3%) 11 (3%) 8 (11%) 19 (5%)

>4 100 (96%) 102 (96%) 107 (97%) 309 (97%) 65 (89%) 374 (95%)
POEM Tt 19:3(5-87) 197 (5-71) 20-8 (5-41) 20-0 (5:68) 18.7 (6:22) 19-7 (5-80)

<4 2(2%) 0 0 2 (1%) 1(1%) 3(1%)

24 102 (98%) 106 (100%) 110 (100%) 318 (99%) 72 (99%) 390 (99%)

(Table 1 continues on next page)
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Rezpegaldesleukin Rezpegaldesleukin Rezpegaldesleukin  Rezpegaldesleukin Placeboevery Total (N=393)
24 pg/kg every 18 pg/kg every 24 pg/kg every overall (n=320) 2 weeks (n=73)
2 weeks (n=104) 2 weeks (n=106) 4 weeks (n=110)

(Continued from previous page)

ADCT## 154 (4-94) 155 (5-27) 163 (4-95) 15-8 (5-06) 145 (5-67) 15:5(519)
n 103 106 109 318 72 390
<5 2 (2%) 2 (2%) 2 (2%) 6 (2%) 5(7%) 11 (3%)
=5 101 (97%) 104 (98%) 107 (97%) 312 (98%) 67(92%) 379 (96%)
At least one previous atopic 104 (100%) 106 (100%) 110 (100%) 320 (100%) 73 (100%) 393 (100%)
dermatitis treatment
Topical treatment 99 (95%) 105 (99%) 109 (99%) 313 (98%) 73 (100%) 386 (98%)
Systemic treatment 64 (62%) 65 (61%) 59 (54%) 188 (59%) 47 (64%) 235 (60%)

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. ADCT=Atopic
Dermatitis Control Tool. ADSS=Atopic Dermatitis Sleep Scale. BSA=body surface area. DLQI=Dermatology Life Quality Index. EASI=Eczema Area and Severity Index.
IGA=Investigator Global Assessment. NRS=Numerical Rating Scale. POEM=Patient-Oriented Eczema Measure. vIGA-AD=validated Investigator Global Assessment for Atopic
Dermatitis. “vIGA-AD describes the overall appearance of atopic dermatitis 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 =3. TEASI 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. $BSA estimates the extent of disease or skin involvement with respect to atopic dermatitis and is expressed as a percentage of total
body surface. Sltch NRS describes the worst level of itch in the past 24 h; scores range from 0 (no itch) to 10 (worst itch imaginable). €1Skin pain NRS describes the worst level
of skin pain in the past 24 h; scores range from 0 (no pain) to 10 (worst pain imaginable). [[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. +TPOEM assesses the frequency
of seven 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 atopic dermatitis over the past week; scores for each item

range from 0 (no problem) to 4 (worst).

Table 1: Demographics and baseline disease characteristics (modified intention-to-treat population)

completion rates ranged from 76% to 85% in the
rezpegaldesleukin groups and 89% in the placebo group.
Important protocol deviations consisted of intercurrent
events due to rescue medication use (appendix 1 p 28).
There were no key eligibility violations or dosing errors.

Patient demographics and baseline disease
characteristics of the mITT population are shown
in table 1. Mean age was 37-1 years (SD 14-4),
203 (52%) were female, and 190 (48%) were male.
Overall, 331 (84%) patients were White, 36 (9%) were
Asian, and 17 (4%) were Black or African American.
Demographics and baseline disease characteristics in the
ITT population that included all randomly assigned
patients were similar to those of the mITT population
(appendix 1 pp 29-31). No meaningful differences in
demographic and baseline characteristics were observed
between patients who had week 16 missing data versus
those who did not.

The primary efficacy endpoint was met, with patients
in all rezpegaldesleukin groups showing a significantly
greater and dose-dependent reduction in mean EASI
percentage change from baseline compared with the
placebo group at week 16. The mean EASI percentage
change from baseline at week 16 was —61% (SE 3-8) with
rezpegaldesleukin 24 pg/kg every 2 weeks, —58% (3-8)
with rezpegaldesleukin 18 pg/kg every 2 weeks, and
-53% (3-7) with rezpegaldesleukin 24 pg/kg every
4 weeks compared with —31% (4-5) in the placebo group,
reflecting treatment differences compared with placebo
of -30 percentage points (95% CI —41-3 to -18.-0;

p<0-0001) for rezpegaldesleukin 24 png/kg every 2 weeks,
—27 percentage points (-38-5 to —15-7; p<0-0001) for
rezpegaldesleukin 18 pg/kg every 2 weeks, and
—22 percentage points (-33-3 to —10-3; p=0-0002) for
rezpegaldesleukin 24 pg/kg every 4 weeks (table 2).
Dose-dependent improvements were observed in
secondary endpoints including EASI-50, EASI-7S,
EASI-90, vIGA-AD, and itch NRS responses among
patients receiving rezpegaldesleukin, relative to placebo
(table 2). As early as week 4 (after two doses) or week 6
(after three doses), a greater proportion (ranging from
up to 14-fold to 2.9-fold) of patients in the
rezpegaldesleukin 24 pg/kg every 2 weeks group had
EASI-75, EASI-90, vIGA-AD, and itch NRS responses
compared with the other treatment groups (figure 2). By
week 16, 26 (25%) patients in the rezpegaldesleukin
24 pg/kg every 2 weeks group had an EASI-90 response
compared with seven (9%) in the placebo group
(treatment difference vs placebo 16 percentage points,
p=0-011). Similarly, week 16 EASI-75 response rates in
the rezpegaldesleukin 24 pg/kg every 2 weeks group
were greater than those in the placebo group (42%
[43 of 104] vs 17% [12 of 73]; treatment differences vs
placebo 26 percentage points, p=0-0008), as were
EASI-50 response rates (66% [69 of 104] vs 34% [25 of 73];
treatment differences vs placebo 32 percentage points,
p<0-0001; table 2). Although the placebo EASI-75 and
EASI-90 response rates were lower in patients with
baseline severe disease (VIGA-AD score of 4),
rezpegaldesleukin treatment resulted in similar
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Rezpegaldesleukin

Rezpegaldesleukin

Rezpegaldesleukin

Placebo every 2 weeks

24 pg/kg every 2 weeks 18 ug/kg every 2 weeks 24 pg/kg every 4 weeks  (n=73)
(n=104) (n=106) (n=110)
Primary endpoint
EASI percentage change from baseline* ~ -61% (3-8) -58% (3-8) -53% (37) -31% (4-5)
Treatment difference -30% (-41-3t0-18-0) -27% (-38:5t0 -15-7) -22% (-33-3t0-10-3)
p value <0-0001 <0-0001 0-0002
Secondary endpoints
EASI-50 response 69 (66%) 70 (66%) 60 (55%) 25 (34%)
Treatment differencet 32% (17-6 to 47-3) 32% (17-4 to 47-1) 21% (6-2t0 35:6)
p value <0-0001 <0-0001 0-0086
EASI-75 response 43 (42%) 49 (46%) 37 (34%) 12 (17%)
Treatment differencet 26% (12-2t038-8) 30% (16-4 to 43-0) 17% (43t029:9)
p value 0-0008 0-0001 0-015
EASI-90 response 26 (25%) 19 (18%) 19 (17%) 7 (9%)
Treatment differencet 16% (5-4 to 27-5) 9% (-1-4t019-8) 8% (-1.7t0 17-7)
p value 0-011 0-093 014 .
VIGA-AD responset§ 20 (20%) 28 (26%) 21(19%) 6 (8%)
Treatment differencet 12% (1-2t022:2) 18% (7-1t029-2) 11% (1-2t0 20:9)
p value 0-047 0-0054 0-053
Itch NRS responseq[||** 40 (42%) 32 (35%) 24 (23%) 10 (16%)
Treatment differencet 27% (12-4t0 407) 20% (5-4t0 33-6) 7% (-5-1t019-8)
p value 0-0011 0-014 0-42
BSA percentage change from baselinett  -54% (4-6) -48% (4-8) -43% (4-4) -17% (5-4)

Treatment difference

p value

-37% (-51:3t0-23-1)
<0-0001

-30% (-44-4 t0 -165)
<0-0001

-25% (-39-1t0-11-8)
0-0003

Data are least squares mean (SE), n (%), or adjusted percentage difference (95% Cl) 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. EASI=Eczema Area and Severity Index. EASI-50=reduction in EASI score by at least 50% relative to baseline score.
EASI-75=reduction in EASI score by at least 75% relative to baseline score. EASI-90=reduction in EASI score by at least 90% relative to baseline score. NRS=Numerical Rating
Scale. vIGA-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. tMantel-Haenszel treatment differences in response rates were adjusted for stratification factors. +vIGA-AD
describes the overall appearance of atopic dermatitis lesions at a given timepoint; scores range from 0 (clear skin) to 4 (severe disease). SVIGA-AD response was defined as a
score of 0 (clear) or 1 (almost clear) and =2-point reduction from baseline. flltch NRS describes the worst level of itch in the past 24 h; scores range from 0 (no itch) to 10
(worst itch imaginable). ||Patients evaluable for the corresponding endpoint requiring baseline itch NRS score =4 were n=95 for the rezpegaldesleukin 24 pg/kg every 2 weeks
group, n=92 for the rezpegaldesleukin 18 pg/kg every 2 weeks group, n=102 for the rezpegaldesleukin 24 pg/kg every 4 weeks group, and n=63 for the placebo group. **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. TTBSA estimates the extent of
disease or skin involvement with respect to atopic dermatitis and is expressed as a percentage of total body surface.

Table 2: Week 16 efficacy outcomes (modified intention-to-treat population)

response rates in both populations of patients with
baseline moderate (VIGA-AD score of 3) and severe
disease (appendix 1 p 20).

Among patients with a baseline itch NRS score of at
least 4, week 16 responses were observed in 40 (42%) of
95 patients in the rezpegaldesleukin 24 pg/kg every
2 weeks group compared with ten (16%) of 63 patients in
the placebo group (treatment difference vs placebo
27 percentage points, p=0-0011) and in 32 (35%) of
92 patients in the rezpegaldesleukin 18 pg/kg every
2 weeks group (treatment difference vs placebo
20 percentage points, p=0-014; table 2). For patients
characterised with severe itch (itch NRS =7) at baseline,
itch NRS response rates were seen in 29 (54%) of
54 patients in the rezpegaldesleukin 24 pg/kg every
2 weeks group and 26 (49%) of 53 patients in the

rezpegaldesleukin 18 pg/kg every 2 weeks group,
compared with nine (24%) of 36 patients in the placebo
group (appendix 1 p 21), reflecting a greater itch response
rate in this subpopulation of patients compared with
those in the mITT population (table 2).

Similar to improvements in EASI, patients in all
rezpegaldesleukin groups showed a greater reduction in
mean BSA score from baseline than in the placebo
group, beginning as early as week 4, with increasing
improvement through week 16 (appendix 1 p 22). Week 16
treatment differences compared with placebo in mean
BSA  percentage change from Dbaseline were
—37 percentage points (-51-3 to -23-1; p<0-0001) with
rezpegaldesleukin 24 pg/kg every 2 weeks group,
-30 percentage points (—44-4 to -16-5; p<0-0001) with
rezpegaldesleukin 18 pg/kg every 2 weeks, and
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Figure 2: Responses over time for key secondary outcomes (modified intention-to-treat population)

(A) EASI-75 response. (B) EASI-90 response. (C) VIGA-AD response (defined as a score of 0 [clear] or 1 [almost clear] with a reduction from baseline of =2 points).

(D) Itch NRS response (defined as a = 4-point improvement from baseline in Itch NRS [scores ranging from 0 to 10]) in patients with baseline itch NRS score 24. For
EASI-75, EASI-90, and VIGA-AD: placebo (n=73), rezpegaldesleukin 24 pg/kg every 2 weeks (n=104), rezpegaldesleukin 18 pg/kg every 2 weeks (n=106), and
rezpegaldesleukin 24 pg/kg every 4 weeks (n=110). For Itch NRS: placebo (n=63), rezpegaldesleukin 24 pg/kg every 2 weeks (n=95), rezpegaldesleukin 18 pg/kg every
2 weeks (n=92), and rezpegaldesleukin 24 pg/kg every 4 weeks (n=102). EASI=Eczema Area and Severity Index (range 0-72, with higher scores indicating greater
severity). EASI-75=reduction in EASI score by at least 75% relative to baseline score. EASI-90=reduction in EASI score by at least 90% relative to baseline score.
NRS=Numerical Rating Scale. vIGA-AD=validated Investigator Global Assessment for Atopic Dermatitis (range from 0 to 4). *p<0-05, **p<0-01, ***p<0-001.

—25 percentage points (—39-1 to —11-8; p=0-0003) with
the rezpegaldesleukin 24 pg/kg every 4 weeks group
(table 2). Significant improvement in EASI percentage
change from baseline between the rezpegaldesleukin
24 pg/kg groups relative to the placebo group was present
from week 2 and persisted to week 16, with greater
separation over time (appendix 1 p 18). Notably, patients
with baseline severe disease (VIGA-AD score of 4) had
similar improvements in EASI to those who were
baseline moderate (VIGA-AD score of 3; appendix 1 p 19).
Subgroup analyses based on geographical region were
similar to the overall population results and were not
included here. Placebo-adjusted differences in mean
EASI percentage change from baseline at week 16 for
patients with baseline severe disease were —34 percentage
points (-55- 5 to-13-0; p=0-0016) with rezpegaldesleukin
24 pg/kg every 2 weeks, -29 percentage points
(—49-3 to -8-4; p=0-0058) with rezpegaldesleukin
18 pg/kg every 2 weeks, and -21 percentage points
(—41-7 to —0-7; p=0-043) with rezpegaldesleukin 24 pg/kg
every 4 weeks; and for patients with baseline moderate
disease were —28 percentage points (—41-6 to -13-8;
p<0-0001) with rezpegaldesleukin 24 pg/kg every
2 weeks, -26 percentage points (—40-2 to -12-4;
p=0-0002) with rezpegaldesleukin 18 png/kg every

2 weeks, and —22 percentage points (-36-1 to -8-3;
p=0-0017) with rezpegaldesleukin 24 pg/kg every
4 weeks.

Rezpegaldesleukin improved patient-reported
exploratory outcomes (appendix 1 p 23). The highest
week 16 response rates were observed in the
rezpegaldesleukin 24 pg/kg every 2 weeks group relative
to placebo for ADCT (67% of patients vs 35% of patients),
DLQI (72% vs 54%), ADSS Item 1 (57% vs 30%), skin
pain NRS (45% vs 22%), and POEM (66% vs 50%).

After subcutaneous administration of
rezpegaldesleukin, mean trough plasma concentrations
showed a stable plateau at week 8 after the first dose
(appendix 1 p 24). Mean steady-state values displayed
dose proportional increases across the rezpegaldesleukin
treatment regimens. As predicted based on previous
studies,”" the highest dose exposure was observed in
the rezpegaldesleukin 24 pg/kg every 2 weeks group,
followed by the rezpegaldesleukin 18 pg/kg every 2 weeks
group, and finally the rezpegaldesleukin 24 pg/kg every
4 weeks group.

A dose-dependent increase in Tregs was observed in
rezpegaldesleukin-treated cohorts during the 16-week
induction period, with up to a six-fold increase from
baseline in CD25"#" Tregs (appendix 1 p 25). Patients

www.thelancet.com Published online August 21,2026 https://doi.org/10.1016/50140-6736(26)01143-8



Articles

Rezpegaldesleukin
24 pg/kg every
2 weeks (n=104)

At least one treatment-emergent adverse event 89 (86%)
At least one treatment-emergent adverse event 69 (66%)
(excluding injection-site reactions)

At least one serious treatment-emergent adverse 1(1%)

event
At least one severe treatment-emergent adverse event 3 (3%)

At least one treatment-emergent adverse event 0
leading to death

At least one treatment-emergent adverse event 8 (8%)
leading to discontinuation of treatment

Treatment-emergent adverse events reported in 25% of patients in any group

General disorders and administration-site 80 (77%)
conditions
Injection-site reaction (at least one event) 79 (76%)
Patients with <2 injection-site reactions 54 (52%)
Pyrexia 11 (11%)
Infections and infestations 29 (28%)
Nasopharyngitis 10 (10%)
Upper respiratory tract infection 7 (7%)
Blood and lymphatic system disorders 29 (28%)
Eosinophilia 17 (16%)
Lymphadenopathy 7 (7%)
Musculoskeletal and connective tissue disorders 19 (18%)
Arthralgia 10 (10%)
Skin and subcutaneous tissue disorders 12 (12%)
Dermatitis atopic 2 (2%)
Nervous system disorders 10 (10%)
Headache 8 (8%)
Gastrointestinal disorders 8 (8%)
Respiratory, thoracic, and mediastinal disorders 6 (6%)
Investigations 6 (6%)

Data are number of patients (%). Preferred terms were coded based on the Medical Dictionary for Regulatory Activities version 26.0. The safety population comprised
patients who were randomly assigned and received at least one dose of rezpegaldesleukin or placebo, excluding patients enrolled at two sites that were closed due to non-
compliance with Good Clinical Practice. No serious or severe adverse events were reported at either of these sites.

Rezpegaldesleukin Rezpegaldesleukin Rezpegaldesleukin Placebo every
18 pg/kg every 24 pg/kg every overall (n=320) 2 weeks (n=73)
2 weeks (n=106) 4 weeks (n=110)
78 (74%) 90 (82%) 257 (80%) 42 (58%)
60 (57%) 64 (58%) 193 (60%) 42 (58%)
4 (4%) 0 5 (2%) 0
6 (6%) 1(1%) 10 (3%) 1(1%)
0 0 0 0
5(5%) 5(5%) 18 (6%) 0
by system organ class and preferred term
67 (63%) 78 (71%) 225 (70%) 7 (10%)
66 (62%) 78 (71%) 223 (70%) 3 (4%)
68 (64%) 68 (62%) 190 (59%) 73 (100%)
5 (5%) 4 (4%) 20 (6%) 2 (3%)
39 (37%) 32(29%) 100 (31%) 25 (34%)
14 (13%) 14 (13%) 38 (12%) 10 (14%)
8 (8%) 4 (4%) 19 (6%) 4(5%)
6 (6%) 11 (10%) 46 (14%) 3(4%)
4.(4%) 4.(4%) 25 (8%) 2(3%)
1(1%) 3(3%) 11(3%) 0
5 (5%) 11 (10%) 35 (11%) 3 (4%)
2(2%) 4.(4%) 16 (5%) 1(1%)
10 (9%) 13 (12%) 35 (11%) 8 (11%)
5 (5%) 6 (5%) 13 (4%) 7 (10%)
10 (9%) 9 (8%) 29 (9%) 6 (8%)
6 (6%) 6 (5%) 20 (6%) 3 (4%)
7(7%) 11(10%) 26 (8%) 3(4%)
5 (5%) 5 (5%) 16 (5%) 1(1%)
4 (4%) 3(3%) 13 (4%) 1(1%)

Table 3: Summary of treatment-emergent adverse events during the induction period (safety population)

showed increases in %CD25"" Tregs from baseline of
5-6-fold for the rezpegaldesleukin 24 pg/kg every 2 weeks
group, 5-0-fold for the rezpegaldesleukin 18 pg/kg every
2 weeks group, and 4-9-fold for the rezpegaldesleukin
24 pg/kg every 4 weeks group at the first peak between
weeks 2 and 3. Tregs remained elevated in both cohorts
receiving rezpegaldesleukin every 2 weeks, at weeks 12
and 16 trough collections, showing a 3-3-fold increase
from baseline at week 16 for the rezpegaldesleukin
24 pg/kg every 2 weeks group and a 2-5-fold increase for
the rezpegaldesleukin 18 pg/kg every 2 weeks group.
The regimens with rezpegaldesleukin every 2 weeks
maintained blood Treg elevations over the entire 16-week
induction treatment period, whereas with the
rezpegaldesleukin every 4 weeks dosing regimen, Tregs
returned to baseline at the end of each 4-week dosing
interval.

At week 16, rezpegaldesleukin dose-dependently reduced
concentrations of the key atopic dermatitis biomarkers
thymus and activation-regulated chemokine (CCL17),
periostin, macrophage-derived chemokine (CCL22), and
IL-19 in the subset of patients with baseline protein values
above the upper limit of the normal range (appendix 1
P 26). The greatest magnitude of response was observed in
the rezpegaldesleukin every 2 weeks dosing regimens.

More patients in the placebo group than in the
rezpegaldesleukin overall group (16 [22%] of 73 patients
vs 28 [9%] of 320 patients) received rescue therapy
(eg, topical or systemic corticosteroids, topical
calcineurin inhibitor, or systemic antihistamines;
appendix 1 p 33).

257 (80%) of 320 patients receiving rezpegaldesleukin
and 42 (58%) of 73 patients receiving placebo had at least
one treatment-emergent adverse event during the
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induction period (table 3). Severe treatment-emergent
adverse events were observed in ten (3%) patients in the
rezpegaldesleukin overall group and one (1%) patient in
the placebo group. 18 (6%) rezpegaldesleukin-treated
patients discontinued treatment due to treatment-
emergent adverse events; treatment-emergent adverse
events that led to treatment discontinuation in more than
one patient were arthralgia in three (0-9%) patients, and
dyspnoea, hypersensitivity, local injection-site reaction,
and urticaria, each in two (0-6%) patients. Serious
adverse events were observed in five (2%) patients in
the rezpegaldesleukin overall group, with no events
occurring in more than one patient. Treatment-related
serious adverse events included tonsillitis and drug
hypersensitivity. No deaths occurred during the induction
period.

The most frequent treatment-emergent adverse event
was injection-site reaction, reported in 223 (70%) of
320 patients in the rezpegaldesleukin overall group and
three (4%) of 73 patients receiving placebo (table 3). Most
(>99%) injection-site reactions were of mild or moderate
severity (appendix 1 p 34) and 190 (59%) patients receiving
rezpegaldesleukin reported two or fewer injection-site
reactions (table 3). Additionally, nearly all (>99%) injection-
site reactions resolved; the median time to resolution
was 7 days (IQR 4-9). Two (0-6%) patients in the
rezpegaldesleukin overall group discontinued treatment
due to injection-site reactions over the 16-week induction
period. Importantly, there was no observed difference
in EASI percentage change from baseline in any
rezpegaldesleukin treatment group based on injection-site
reactions (appendix 1 p 27). Treatment-emergent adverse
events excluding injection-site reactions were reported in
193 (60%) patients receiving rezpegaldesleukin and
42 (58%) 73 patients receiving placebo.

Supportive estimands that applied the treatment policy
strategy for the intercurrent event of treatment
discontinuation due to reasons other than a lack of
efficacy showed similar results to the primary estimands
(appendix 1 p 35). Prespecified sensitivity analyses
without multiple imputation and post-hoc sensitivity
analyses that included the three patients originally
excluded from the primary analysis due to site GCP non-
compliance (appendix 1 p 32) were similar to the primary
analysis.

Discussion

The REZOLVE-AD phase 2b trial evaluated the efficacy
and safety of rezpegaldesleukin monotherapy admin-
istered every 2 weeks or every 4 weeks in adults with
moderate-to-severe atopic dermatitis. After 16 weeks of
treatment, patients receiving rezpegaldesleukin had
significant improvements with respect to the primary
endpoint of mean percentage change in EASI from
baseline. Analysis of secondary endpoints suggested
greater improvements among patients receiving
rezpegaldesleukin than in those receiving placebo. These

results show a rapid onset of action in multiple domains
of the disease, including skin clearance and itch
resolution, and support the findings from the phase 1b
trial of rezpegaldesleukin (NCT04081350)."

Placebo-adjusted differences in EASI percentage
improvement from baseline with rezpegaldesleukin
24 pg/kg every 2 weeks were similar to those reported in
phase 2b trials for other biological treatments at similar
timepoints.* Similar observations were applicable to
EASI-75 and vIGA-AD comparisons. Due to inherent
differences in study designs, trial centres, and patient
populations, cross-trial comparisons should be
interpreted carefully. Rezpegaldesleukin was equally
efficacious in moderate and severe subpopulations, and
showed a rapid, dose-dependent itch NRS response as
early as week 4 after only two doses, a response that
became even more pronounced at week 16, especially in
the subset of patients with severe itch (baseline itch NRS
score =7). This outcome is important because itch is a
major contributor to the reduced quality of life in patients
with atopic dermatitis.*

Improvements in efficacy were accompanied by dose-
dependent increases in activated Tregs and were
consistent with previously observed data with
rezpegaldesleukin.”* A dose-response relationship is
especially meaningful in atopic dermatitis because it
shows that greater pathway modulation translates into
greater clinical effect, supporting both mechanism
validation and dose selection. The results from this
trial, ~corroborated by biomarker evidence of
rezpegaldesleukin’s mechanistic activity,” support a
central role of Treg imbalance in the pathogenesis of
atopic dermatitis® and IL-2 receptor agonism as an
important therapeutic target. To the best of our
knowledge, this study is the first large trial to show
modulation of Tregs, the discovery of which was
recognised by the 2025 Nobel Prize in Physiology or
Medicine,” as a novel mechanism for immunoregulation
of chronic inflammatory disease. These findings provide
additional in vivo context for better understanding the
systemic effects of rezpegaldesleukin and the role of
Tregs in the setting of infection—specifically, whether
they promote pathogen persistence or confer host
protection. In this study and previous rezpegaldesleukin
studies, comprising approximately 1000 participants in
total, Treg expansion through rezpegaldesleukin-
mediated IL-2 receptor agonism was not associated with
an increased risk for viral or bacterial infections.”
Although future studies are required, these data support
a protective role for Tregs in limiting tissue damage.
Whereas current therapeutic strategies largely focus on
inhibiting cytokines and effector T-cell activity to
suppress  inflammatory  responses, Treg-directed
agonism could offer an alternative approach in atopic
dermatitis. By resolving inflammation through the
restoration of immune homoeostasis, this strategy
represents a disease-modifying potential without broad
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immunosuppression or evidence of increased infection
risk that has historically restricted the use of many
effective therapies.

Safety data for rezpegaldesleukin for the 16-week
induction period were consistent with the previously
observed and reported safety profile.”™” As with
previous rezpegaldesleukin studies, a transient dose-
dependent increase in constitutional treatment-emergent
adverse events was observed that is consistent with
rezpegaldesleukin’s mechanism of action as a cytokine
agonist." Serious and severe adverse events were rare for
patients exposed to rezpegaldesleukin, as was discon-
tinuation due to adverse events, and were within the
ranges reported in the treatment groups of other
contemporary phase 2b studies for approved and late-
stage biological treatments.”? Therapeutics that are
approved or in development for atopic dermatitis pose
increased risks of conjunctivitis, oral wulcers, or
infections,””” but no evidence for an increased risk of
infection with rezpegaldesleukin was observed in this
study. The most frequently observed treatment-emergent
adverse event was injection-site reaction; most were mild
or moderate in severity, self-resolving, and did not lead to
treatment discontinuation. The majority of patients
reported two or fewer injection-site reactions and there
was no observed difference in efficacy based on EASI
mean  percentage change from  baseline in
rezpegaldesleukin-treated patients with or without
injection-site reactions. Across multiple indications,
injection-site reactions are frequently reported in studies
of low-dose IL-2 administered subcutaneously.”

The data reported here are from the 16-week induction
period of the trial; additional data from the maintenance
period and the subsequent 52-week off-treatment follow-up
period will be informative. In this study, the inclusion of
only biological treatment-naive, adult patients, with most
being White, might limit the ability to generalise the results
to the overall population with atopic dermatitis. Observed
efficacy rates in the placebo group were similar to those
observed in other trials.* The REZOLVE-AD study was not
designed to detect statistically significant differences in
efficacy endpoints between rezpegaldesleukin treatment
groups; any  differences observed  between
rezpegaldesleukin doses should be interpreted according to
the limitations of the analysis. With respect to the
12 physician-assessed and patient-reported efficacy
endpoints presented here, ten (83%) of these favoured the
rezpegaldesleukin 24 pg/kg every 2 weeks regimen over
the rezpegaldesleukin 18 pg/kg every 2 weeks dosing
regimen. Therefore, based on Treg pharmacodynamic data,
efficacy measures at week 16, time to response by week 4,
and overall risk-benefit assessments, the rezpegaldesleukin
24 pg/kg every 2 weeks dosing regimen will be pursued in
subsequent phase 3 studies.

Atopic dermatitis is a broad indication, and for the
many patients who do not derive benefit from existing
therapies, a novel treatment option is much needed.

Moreover, as more options with non-overlapping
mechanisms become available, a higher proportion of
patients receive care and, to this end, the standard of care
is advanced. To our knowledge, this is the first large,
placebo-controlled trial validating the immunomodulatory
effect of Tregs, now 25 years after their discovery, with
no evidence of immunosuppression. Compared with
available therapies and those in late-stage development,
rezpegaldesleukin has a rapid onset of efficacy with a
differentiating safety profile.
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