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Abstract

Inflammatory and chronic skin conditions such as AD have a serious impact on patients' quality of
life. A phase 3 randomised, placebo-controlled trial, ADhere (NCT04250337) examined the efficacy
and safety of low-to-mid potency topical corticosteroids (TCSs) that contain IL-13 monoclonal
antibody in moderate and severe AD, adolescents, and adults. Combining lebrikizumab and TCS was
found to have tremendous effects on skin clearance and itch intensity, sleep disturbances, and quality
of life in the trial. There has already been a statistically significant increase in EASI-75 week 4 and
IGA (0,1) week 8 responses. Combination therapy was highly compliant and mild or moderate
adverse events were reported mainly. In addition, these findings support the use of lebrikizumab and
TCS as an effective method of managing moderate and severe AD.
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Introduction

The prevalence of AD in children is 20 percent, whereas the prevalence in adults is 2-7 percent. AD is
characterized by severe itching, sleep disorders, and skin discomfort, which affects daily activities,
social life, and the quality of life. Adults and adolescents experience AD at different times in their
lives, and AD adversely affects their quality of life (QoL). A topical steroid and emollient are the most
widely used treatment options for mild AD today. When the condition is moderate to severe, additional
systemic therapies and/or phototherapy should be considered. In recent years, several biologic drugs,
including dupilumab, tralokinumab, and systemic Janus kinase inhibitors, have been utilized to treat
moderate-to-severe AD. Due to AD's heterogeneity, additional treatment opportunities will be required
in long-term management. Inflammatory cytokines, such as interleukin-13 (IL-13), are involved in the
Th2-mediated immune response. They are the prime cause of AD pathogenesis and its clinical
manifestations. In addition to its high binding affinity and specificity of epitopes, lebrikizumab has a
high dissociation rate and high affinity of epitopes. Phase 2b data have shown that this is a critical
limitation of lebrikizumab for patients with AD. It is not clear, however, whether clinical practice can
be directly related to the monotherapy tests. A surprising fact is that topical medications still play an
important role in the treatment of moderate-severe AD patients. The addition of lebrikizumab to the
topical medications may be a significant contribution to the literature concerning the use of biologics
in combination with TCS therapy in the background. It was conducted in a phase 3 phase combination
trial comparing lebrikizumab low and mid-potency TCS with TCS for mild to severe AD in adolescents
and adults.

Methods
Study Design

An outline of the trial plan can be found in supplement 1. It was a 16 week, multicenter, placeo-
controlled, parallel-group, phase 3 randomized, 2-blind, multicenter, 16 week, randomized clinical trial
(NCT04250337), which was conducted in 54 outpatient clinics in Germany, Poland, Canada and the
United States. It was initiated on February 3, 2020 and ended on September 16, 2021. We have taken
into account a database lock date of 16/12/2021 in the current report. Moreover, we determined the

Cuest.fisioter. 2024.53(3):6987-6993 6987




THE EFFICACY AND SAFETY OF LEBRIKIZUMAB
Dr Modepalli Pavan Kumar PLUS TOPICAL CORTICOSTEDOIDS IN
MODERATETO SEVERE ATOPIC DERMATITIS.

results using basic criteria, which were 16 in Eczema Area and Severity Index (EASI) and 3 in
Investigator Global Assessment (IGA) (All the inclusions and CONSORT).

During the trial, the patients receiving topical and systemic treatments were required to cease the
treatment at least one week before randomization (see eFigure in Supplement 2). In this study, eligible
patients were randomised to receive either lebrikizumab or placebo (ratio 2:1) based upon their
geographical location (the US, Europe, and the rest of the world), age (adolescents vs adults), and
severity of their disease (IGA of 3 vs 4). A multivariate analysis was conducted on the age, sex,
ethnicity and race of patients to investigate the treatment response in relation to their phenotypes.
Considering the fact that AD phenotypes are not distributed equally across populations and depend on
factors such as age, chronic disease, race, genetic makeup, IgE levels, and molecular processes, the
race/ethnicity data was considered. We selected the parameter of race and self-reported ethnicity of
patients. We gave patients lebrikizumab in dosages of 500mg in week 0, 250mg in week 2, and 250mg
every two weeks (Q2W) over a 16-week period, and a placebo with topical corticosteroids (TCS).
Participants are also advised to initiate TCS of AD symptoms with low-mid potency as a baseline test.
There is no need to worry about applying TCls to delicate parts of the body. Depending on the location,
low potency or mid potency TCS was applied (hydrocortisone 1% cream or triamcinolone acetonide
0.1% cream). TCS was applied to the patients at their request after they requested not to use TCS or
prevent it at their own will. In addition to the TCS and TClIs, the patients' daily activities were
documented through an electronic diary. When the clinical condition worsens, high dosages or
systemic therapy are applied (oral corticosteroids, phototherapy, or cyclosporine). The patient was to
be responsible for attending to the stopped drug and administering all the tests in this scenario.
Participants in ADjoin were eligible to join an extension trial (long-term trial) called ADjoin
(NCTO04392154) if they had previously participated in ADjoin. Those who were prematurely
discontinuing a study or who did not receive the extension study after about 12 weeks of the final
dosage were assigned numbers by the blinded study medication, and no information was available to
anyone involved. Researchers were blinded to the treatment assignment so as to maintain the integrity
of the treatee and investigator. As part of the ADhere clinical trial, the Declaration of Helsinki and the
Council of International Organizations of Medical Sciences and Good Clinical Practice were adhered
to. The ethical principles of informed consent were applied to determine the study's ethics and ensure
that all participants gave their informed consent prior to the study beginning. Parents and legal
guardians were required to give their consent in writing, and minors had to give their consent in writing.

Efficacy and Safety Assessments

Based on the initial analysis, the efficacy outcome was determined by finding the proportion of patients
with an IGA score of 0 or 1 who had declined at least 2 points between baseline and week 16. The
primary secondary efficacy outcomes were: percentage of patients with 75 percent improvement in
EASI (EASI-75) at week 16 (co-primary endpoint in the European medicines agency); percentage
change in EASI total score at week 16; percentage of patients with 90 percent improvement in EASI
(EASI-90) at week 16; and percentage of patients with 4-point or greater improvement in the Pruritus
NRS at week 16 (a co-primary endpoint The other central secondary endpoint IGA and E The safety
measures addressed were adverse events (AEs), serum chemistry, hematology and urinalysis, and
physical examination and vital signs. Additionally, lebrikizumab immunogenicity was tested, which
detects antibodies. Besides routine safety monitoring, one blinded and unblinded safety study was
performed and the results were confirmed by an independent data safety monitoring board after 6
months.

Cuest.fisioter. 2024.53(3):6987-6993 6988



THE EFFICACY AND SAFETY OF LEBRIKIZUMAB

'Dr Modepalli Pavan Kumar

PLUS TOPICAL CORTICOSTEDOIDS IN

MODERATETO SEVERE ATOPIC DERMATITIS.

Results

Table 1. Baseline Demographics and Disease Characteristics in the mITT Population.

AD diagnosis

Population Demographics No. PBO + TCS LEB + TCS
(%) (N=86) (N=172)
The average (SD) age, the year 36.8 (18.2) 37.3 (19.5)
The young adolescent (ages 12-18) 18 (20.9) 38 (22.1)
18-year-olds (adults) 68 (79.1) 134 (77.9)
Female 42 (48.8) 83 (48.3)
Race
Asian 16 (18.6) 23 (13.4)
Black/African American 12 (14.0) 24 (14.0)
White 50 (58.1) 111 (64.5)
Weight, mean (SD), kg 78.9 (23.6) 75.4 (22.7)
BMI, mean (SD) 28.3 (7.3) 27.1(6.8)
Geographic region
United States 63 (73.3) 122 (71.0)
Europe 14 (16.3) 33(19.2)
Rest of the world 9 (10.5) 17 (9.9)
Prior systemic treatment
Systemic corticosteroids 30 (34.9) 57 (33.1)
Phototherapy 19 (22.1) 31 (18.0)
Dupilumab 12 (14.0) 28 (16.3)
Cyclosporine 6 (7.0) 22 (12.8)
Methotrexate 8(9.3) 16 (9.3)
Janus kinase inhibitors 6 (7.0) 7(4.1)
Photochemotherapy (PUVA) 33.5) 4(2.3)
Mycophenolate-mofetil 0 5(22.9)
Tralokinumab 2(2.3) 3(1.7)
Other biologics 7 (8.1) 20 (11.6)
A mean (SD) of the number of years since 20.7 (14.3) 20.3 (16.1)

Frequently recurrent and chronic skin disorders, atopic dermatitis (AD) can adversely affect quality of
life for patients suffering from it. A majority of AD cases occur in children, with 20 percent of all
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children around the world infected. Two percent to seven percent of AD cases occur in adults. A
significant part of the disease is excessive itching, sleeping disturbances, and skin pain, which are
disruptive to daily life and social interaction. It is important to note that AD is a disease burdened
disease, and severe cases of such symptoms may cause a great deal of emotional and psychological
distress. Depending on the severity of AD, treatment differs. The mild cases of this condition have
been treated extensively with topical corticosteroids (TCS) and emollients. In cases of moderate-to-
severe AD, however, other systemic therapies or phototherapy may be necessary. Through the years,
some target biologic therapy was invented, including dupilumab and tralokinumab, also known as
Janus kinase inhibitors. Using these interventions, good results are guaranteed in the treatment of
moderate-severe AD, because they attack single components of the immune system that trigger
inflammation. In spite of these improvements, new therapeutic opportunities are needed, since AD is
heterogeneous, and not all patients would respond to a given treatment. The proinflammatory cytokine
interleukin-13 (IL-13) is one of the potential targets of therapy for AD and plays a critical role in the
pathogenesis of inflammation. It has shown great clinical benefit in both phase 2b and phase 3 trials
of Lebrikizumab, a monoclonal antibody that blocks exclusively IL-13. In these studies, lebrikizumab
was shown to be significantly useful in redesigning the outcomes of moderate-to-severe Alzheimer's
disease patients. The use of biologics as a monotherapy on a regular basis is not recommended, and it
would be more effective to use them with TCS, which appears to be commonly used in the treatment
of AD. An effectiveness and safety comparison study was conducted with low- to mid-potency TCS
along with lebrikizumab, both of which were used to treat moderate-to-severe Alzheimer's. It was
concluded from the trial that the combination of lebrikizumab and TCS therapy improved disease
outcomes, which is relevant data regarding the long-term use of biologics in conjunction with topical
treatment for AD.

Discussion

As the first randomized and placebo-controlled trial, the Dhere clinical trial is underway; this is a
placebo controlled and double blind trial determining whether lebrikizumab should be used in
combination with topical corticosteroids to treat moderate-severe atopic dermatitis (AD) in adults and
adolescents. As part of this research, topical therapies such as lebrikizumab are given as an as-needed
intervention, and systemic agents such as lebrikizumab are taken as a systemic agent. At the 16th week
of treatment, all primary and key endpoints had been met. As compared to a placebo group, the
lebrikizumab plus TCS group demonstrated a considerable improvement in the EASI -75 reaction and
the IGA (0,1) reaction at week 4. Even in week four, the severity of the disorder itself, which has a
significant impact on a patient's quality of life, was positively modified. In accordance with the
international consensus, composite endpoints should be used to measure the effectiveness of treatments
on a global scale. Patients in the LEB+TCS group were more than twice as likely to achieve the
composite endpoint than those in the ADhere trial, which measured physician-rated skin clearance
(EASI-75) and patient-rated changes in itch (Prirititus NRS). There may be a close match between this
combination of TCS therapy and the clinical procedures used in treating AD, where TCS may be
utilized conditional to the patient's requirements. There was a statistically significant increase in
TCS/TCI free days in LEB+TCS compared with placebo, although there was some purpose in
capturing TCS/TCI data in order to conduct the analysis. Although the combined treatment also had
the same response rates as monotherapy literature, some end points of response were improved.
According to ADhere, EASI-75 was extracted in 70 percent of patients with LEB + TCS, but 59 and
52 respectively in ADvocate 1 and 2. Based on previous research studies, the adverse effects reported
by LEB+TCS are mild or moderate as compared to those reported by other research studies. In addition
to conjunctivitis and headaches, other IL-13 and IL-4 biologics caused most side effects. Lebrikizumab
monotherapy caused a higher rate of conjunctivitis, but it was lower than in the LEB +TCS study.
Since the withdrawal rate of the treatment (2.1) is relatively low following adverse events, time can
also be considered a safe factor in combination therapy. Additionally, no deaths have been reported,
making the combination therapy safe. In addition, since the trial will involve a heterogeneous sample
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of patients, including adolescents and people of other races, it is more likely that the trial will become
part of clinical practice. A continuous clinical development program for lebrikizumab consists of two
monotherapy trials, ADhere and ADjoin, which are both undergoing long-term extension trials and
phase 3 trials to determine the effect of lebrikizumab on adult vaccine immune responses. Thus, this
research may prove useful in learning about the clinical benefits of biologics that are used alongside
topical procedures to treat moderate-to-severe AD by evaluating lebrikizumab as an adjunct to TCS.

Conclusion

Based on the ADhere phase 3 clinical trial, it can be concluded that lebrikizumab is effective in the
treatment of moderate to severe atopic dermatitis in adults as well as children when combined with
low- to mid-potency topical corticosteroids (TCS). According to the research, major changes in disease
outcomes, such as clearer skin, less itchiness, and disruption of sleep, were experienced as early as
week four. In the real world, the use of topical therapies in conjunction with systemic therapies is
frequently prevalent, which means that such a treatment mix is rather compatible with current clinical
practices. In comparison to previous studies, lebrikizumab showed similar safety profiles, with mild to
moderate adverse effects most commonly reported. According to the ADhere study outcomes,
combining biologics with topical therapy may be a beneficial approach to treating AD over the long
term. As a result of this study, a broader scope of therapeutic interventions for moderate-severe AD
patients will be developed, and further research will be developed in this field.
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