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EBGLYSS ®
LEBRIKIZUMAB (EBGLYSS ®) is indicated for the treatment of moderate-to-severe atopic dermatitis in adults and adolescents of 12 years or older with a body weight of at least 40 kg who are candidates for systemic therapy1

Dosing
500 mg (two 250 mg injections) at both week 0 and week 2, followed by 250 mg administered subcutaneously every other week (Q2W) up to week 16 (figure 1).1 After week 16, the recommended maintenance dose is 250 mg every four weeks (Q4W) upon achieving response. Consideration should be given to discontinuing treatment in patients who do not respond after 16 weeks, but some patients with partial response may benefit from continued Q2W treatment up to week 24.
	


	Figure 1. Recommended dosing of LEBRIKIZUMAB.


Mechanism of Action
Interleukin-13 (IL-13) is a pro-inflammatory cytokine in the skin and plays a central role in the pathophysiology of atopic dermatitis (AD).2 Research indicates that IL-13 levels are elevated in skin biopsies from AD patients, both in lesional and non-lesional skin.3 These levels correlate with the severity and chronicity of AD, and IL-13 has been detected in skin biopsies from early childhood to adulthood in AD patients.5,6

LEBRIKIZUMAB is an antibody that binds with high affinity to IL-13,7 and selectively inhibits IL-13 signaling through the IL‐4Rα/IL‐13Rα1 receptor complex, while IL-4 signaling remains unaffected (figure 2).7-9 IL-13Rα2 receptor acts as a decoy receptor, contributing to regulating IL-13 levels, and LEBRIKIZUMAB does not affect the binding of IL-13 to IL-13Rα2.7
	


	Figure 2. Mechanism of LEBRIKIZUMAB. Figure adapted from Bieber 2021 and Moyle 2019.2,12
	


Efficacy Data
LEBRIKIZUMAB as monotherapy was evaluated against placebo in two phase 3 studies: ADvocate 1 and 21,13 In the ADvocate studies, patients were randomized to either placebo or 250 mg LEBRIKIZUMAB every other week (Q2W) for a period of 16 weeks.13 Both studies achieved their primary endpoints at week 16, with a statistically significant proportion of patients achieving EASI 75 compared to placebo (52-59% vs. 16-18%, tabel 1, figure 3a og 3b). Patients treated with LEBRIKIZUMAB also achieved significant improvements of ≥4 points in DLQI (66-76% vs. 34% placebo) and pruritus NRS (40-46% vs. 12-13% placebo, tabel 1).
	Tabel 1. Efficacy of 250 mg LEBRIKIZUMAB monotherapy at week 16 og week 52 for patients with response to treatment at week 16.13,14

	
	Week 16
	Week 52

	
	ADvocate 1
	ADvocate 2
	ADvocate 1+ 2 

	
	PBO
	Q2W
	PBO
	Q2W
	PBO
	Q4W

	% EASI 75a
	16
	59***
	18
	52***
	66
	82*

	% DLQIb
	34
	76***
	34
	66***
	n.r.
	n.r.

	% pruritus NRSc
	13
	46***
	12
	40***
	66
	85

	n =
	141
	283
	146
	281
	60
	109

	a Week 16 data: Participants with a 75% reduction in EASI from baseline. 
Week 52 data: Participants with an EASI 75 response at week 16 who maintained response at week 52.
b % patients with ≥ 4-point improvement . Only participants with a baseline DLQI ≥ 4 were included.
c % patients with ≥ 4-point improvement. Only participants with a baseline Pruiritus NRS ≥ 4 were included.
* p < 0,05 versus placebo, *** p < 0,001 versus placebo, n.r. not reported


Patients who responded to 250 mg Q2W LEBRIKIZUMAB treatment at week 16 were re-randomized to placebo and 250 mg Q2W or Q4W.1,14 Treatment response was defined as  EASI 75 and/or IGA 0/1 without use of local or systemic rescue therapy. After 52 weeks, 82% and 78% of patients treated with 250 mg LEBRIKIZUMAB Q4W and Q2W respectively maintained EASI 75, while 66% of patients receiving placebo maintained EASI 75 (tabel 1, figure 3c).
	a)
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	c)
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	Figure 3. EASI 75 response in ADvocate monotherapy studies at week 16 and 52.13,14 *p ≤ 0,05, **p ≤ 0,01, ***p ≤ 0,001 versus placebo.



LEBRIKIZUMAB in combination with topical corticosteroids (TCS) treatment was evaluated in the ADhere study.1,15 In ADhere, patients were randomized to either placebo +TCS or 250 mg LEBRIKIZUMAB Q2W +TCS for 16 weeks.15 At week 16, a statistically significant proportion of patients treated with LEBRIKIZUMAB +TCS achieved improvement in EASI 75 compared to placebo +TCS (70% vs. 42%). (figure 4, tabel 2). Patients treated with LEBRIKIZUMAB +TCS also achieved significant improvements in DLQI (77% vs. 59% placebo) and pruritus NRS (51% vs. 32% placebo) (tabel 2).
	Tabel 2. Efficacy of 250 mg LEBRIKIZUMAB combination therapy with TCS at week 16 (ADhere).15

	
	PBO + TCS
	Q2W + TCS

	% EASI 75a
	42
	70***

	% DLQIb
	59
	77*

	% pruritus NRSc
	32
	51*

	n =
	66
	145

	a Participants with a 75% reduction in EASI from baseline.
b ≥ 4-point improvement . Only participants with a baseline DLQI ≥ 4 were included.
c ≥ 4-point improvement. Only participants with a baseline Pruiritus NRS ≥ 4 were included.
* p < 0,05 versus placebo, *** p < 0,001 versus placebo
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	Figure 4. EASI 75 response in ADhere +TCS study at week 16 and 52.15 *p≤0,05, **p≤0,01, ***p≤0,001 versus placebo.


Safety Data1
During the clinical studies for atopic dermatitis, a total of 1,720 patients received LEBRIKIZUMAB, of whom 891 patients were treated with LEBRIKIZUMAB for at least one year. The frequencies of adverse reactions are based on data from a group of four randomized, double-blind studies in patients with moderate to severe AD. In these studies, 783 patients were treated with subcutaneous LEBRIKIZUMAB during the placebo-controlled period (the first 16 weeks of treatment).

The most common adverse reactions included conjunctivitis (6.9%), injection site reactions (2.6%), allergic conjunctivitis (1.8%), and dry eyes (1.4%).

During the first 16 weeks of treatment, conjunctivitis, allergic conjunctivitis, blepharitis, and keratitis were reported more frequently in patients treated with LEBRIKIZUMAB (6.9%, 1.8%, 0.8%, and 0.6%, respectively) compared to placebo (1.8%, 0.7%, 0.2%, and 0.3%). In the maintenance treatment period (week 16-52), the incidence of conjunctivitis and allergic conjunctivitis with LEBRIKIZUMAB was 5.0% and 5.9% respectively.

Across all clinical studies, LEBRIKIZUMAB-treated patients experienced treatment discontinuation due to conjunctivitis and allergic conjunctivitis in 0.7% and 0.3% of cases, respectively. Severe cases of conjunctivitis and allergic conjunctivitis were reported in 0.1% and 0.2% of cases respectively. 72% of patients recovered, with 57% recovering within 90 days

Contact Information 
If you require more information about LEBRIKIZUMAB, please feel free to contact us:

Antonio Sarno (in-field medical advisor)
antonio.sarno@almirall.com | (+47) 47173735

Elisabeth Hjardem Taudorf (in-field medical advisor)
elisabethhjardem.taudorf@almirall.com | (+45) 61683531

Plikttekst for LEBRIKIZUMAB/EBGLYSS
▼ [abbreviated product information]
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