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OBJECTIVE
■ Lebrikizumab has recently been approved in the United 

States for the treatment of moderate-to-severe AD. 
■ Safety data have been reported in individual trial disclosures 

and multiple long-term integrated analyses of lebrikizumab. 
■ Lebrikizumab has no boxed warning on its USPI, is not an 

immunosuppressant or steroid, requires no laboratory 
monitoring, and has no expected drug–drug interactions and 
no significant hepatic metabolism or renal elimination.

■ Here we present integrated safety data from the USPI (cutoff 
date: June 6, 2022).

CONCLUSIONS
■ For the adverse reactions reported in the lebrikizumab USPI, 

the majority were mild to moderate in severity and few led to 
treatment discontinuation.

■ The incidence of conjunctivitis and keratitis decreased with 
longer exposure to lebrikizumab.

■ There was no imbalance between placebo and lebrikizumab 
in the frequency of patients reporting the preferred term of 
arthralgia. 

METHODS

Assessments and Statistical Analyses
■ Study size-adjusted percentages were calculated for the pooled placebo-controlled analysis of the monotherapy studies and for the 

maintenance period. 
■ EAIRs were calculated as the number of patients reporting a TEAE per 100 patient-years at risk.

‒ Time at risk was calculated as the sum of time to the first event for patients who experienced the TEAE and the time during the 
interval for patients who did not experience the TEAE.

■ For AEs analyzed as a cluster, searches of the following preferred terms were conducted:
‒ Conjunctivitis: conjunctivitis; conjunctivitis allergic; conjunctivitis bacterial; conjunctivitis viral; and giant papillary conjunctivitis
‒ Keratitis: keratitis; allergic keratitis; ulcerative keratitis; vernal keratoconjunctivitis; and atopic keratoconjunctivitis 
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Study Design

Adverse Reactions Occurring in ≥1% of the Lebrikizumab Monotherapy Group or the 
Lebrikizumab + TCS Group During the Placebo-Controlled Period (Weeks 0–16)

a Integrated analysis of ADvocate1, ADvocate2, and the phase 2 dose-finding trial KGAF; b Analysis of the TCS combination therapy 
trial ADhere; c Lebrikizumab 500 mg at Week 0 and Week 2, followed by 250 mg Q2W; d Conjunctivitis cluster includes conjunctivitis, 
conjunctivitis allergic, and conjunctivitis bacterial; e Injection site reactions cluster includes injection site-related: pain, erythema, 
reaction, discomfort, dermatitis, pruritus, swelling, and rash. 

■ All events were nonserious.
■ All conjunctivitis events were mild 

or moderate and the majority did 
not lead to treatment 
discontinuation.

■ Most injection site reactions were 
mild or moderate and did not lead 
to treatment discontinuation.

■ No events of herpes zoster were 
severe, and none led to treatment 
discontinuation. All herpes zoster 
cases were localized, and none 
were found to be opportunistic 
infections (multidermatomal or 
disseminated).

Eosinophilia
■ Increased postbaseline blood eosinophils were observed at a higher frequency in lebrikizumab-treated patients 

compared to patients receiving placebo. 
■ During the first 16 weeks, eosinophilia (>5000 cells/µL) was observed in 0.4% of lebrikizumab-treated patients and 

0.0% of patients receiving placebo. 
■ Blood eosinophil elevations were generally transient and did not result in discontinuation.
■ No eosinophil-related AEs were reported.

Keratitis Cluster
■ Monotherapy trials: 

‒ n=4 (0.6%) in the lebrikizumab 250 mg Q2W group and n=1 (0.3%) in the placebo group
■ TCS combination therapy trial: 

‒ n=1 (0.7%) in the lebrikizumab 250 mg Q2W group and none in the placebo group
■ All events were nonserious and mild or moderate in severity. 
■ Keratitis led to treatment discontinuation in 2 patients across the monotherapy and TCS combination therapy trials. 

Adverse Reactions Occurring in <1% of the Lebrikizumab Monotherapy Group or the 
Lebrikizumab + TCS Group During the Placebo-Controlled Period (Weeks 0–16)

Treatment Discontinuation Due to AEs During the Placebo-Controlled Period

Conjunctivitis and Keratitis Clusters

■ Conjunctivitis cluster (Weeks 16-52):
‒ All events were mild or moderate in severity.
‒ Conjunctivitis led to treatment discontinuation in 2 patients in the lebrikizumab 250 mg Q4W 

group.
■ Keratitis cluster (Weeks 16-52):

‒ One keratitis event was severe and led to treatment discontinuation in the lebrikizumab 
250 mg Q2W group.

The Incidence of Conjunctivitis and Keratitis Decreased With Longer Exposure to 
Lebrikizumab

a Pooled analysis of the monotherapy trials (ADvocate1, ADvocate2, and the phase 2 dose-finding trial KGAF) and the TCS combination therapy trial (ADhere); 
b Pooled analysis of ADvocate1, ADvocate2, ADhere, and ADjoin; c EAIRs were calculated as the number of patients reporting a TEAE per 100 patient-years at 
risk; d Conjunctivitis cluster includes conjunctivitis, conjunctivitis allergic, conjunctivitis bacterial, and conjunctivitis viral; e Keratitis cluster includes keratitis, vernal 
keratoconjunctivitis, and atopic keratoconjunctivitis. 

■ The most common adverse reactions leading to discontinuation of lebrikizumab versus placebo were:
‒ Monotherapy trials: conjunctivitis and keratitis (0.8% vs 0.3%) and injection site reactions (0.2% vs 0.0%)
‒ TCS combination therapy trial: conjunctivitis (0.7% vs 0.0%) and injection site reactions (0.7% vs 0.0%)

No Imbalance Between Placebo and Lebrikizumab for the Preferred Term of 
Arthralgia during Induction

Abbreviations: AD, atopic dermatitis; AE, adverse event; EAIR, exposure-adjusted incidence rate; N, number of patients 
in the analysis population; n, number of patients in the specified category; Q2W, every 2 weeks; Q4W, every 4 weeks; 
TCI, topical calcineurin inhibitor; TCS, topical corticosteroid; TEAE, treatment-emergent adverse event; US, United 
States; USPI, US prescribing information.

RESULTS

Note: Data cutoff date was June 6, 
2022. ClinicalTrials.gov identifiers: 
ADvocate1, NCT04146363; ADvocate2, 
NCT04178967; KGAF, NCT03443024; 
ADhere, NCT04250337; ADjoin, 
NCT04392154.
a Placebo controlled; b TCS/TCI use 
was permitted during the maintenance 
period of ADvocate1 and ADvocate2; c 

Modified safety population, defined as 
patients who received ≥1 dose of study 
treatment, excluding 38 patients from 1 
study site (17 patients in ADhere who 
continued in ADjoin, 18 patients in 
ADvocate2 who continued in ADjoin, 
and 3 patients in ADjoin, as the patient 
eligibility criteria could not be 
confirmed); d Low (1% hydrocortisone) 
to mid (0.1% triamcinolone acetonide), 
potency TCS for AD symptoms and TCI 
were permitted for use on sensitive skin 
areas; e This study has direct entry 
patients in addition to patients from 
parent studies; f This study was ongoing 
at the time of this analysis.

a Integrated analysis of ADvocate1, ADvocate2, and the phase 2 dose-finding trial KGAF; b Analysis of the TCS combination therapy trial ADhere; c 

Lebrikizumab 500 mg at Week 0 and Week 2, followed by 250 mg Q2W. 

a Pooled analysis of the monotherapy trials (ADvocate1, ADvocate2, and the phase 2 dose-finding trial KGAF) and the TCS combination therapy trial (ADhere); 
b Pooled analysis of ADvocate1, ADvocate2, ADhere, and ADjoin. 

■ Continued low frequency of arthralgia in patients on lebrikizumab maintenance (Weeks 52/56).
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