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Verekitug, a thymic stromal lymphopoietin receptor antagonist, in chronic rhinosinusitis with nasal polyps:

KEY FINDINGS

Verekitug, a novel, high-affinity, fully

effect on type 2 inflammatory biomarkers in the VIBRANT trial
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METHODS

e VIBRANT is a double-blind, randomized phase 2 trial assessing the
efficacy and safety of either 100 mg subcutaneous (SC) verekitug or
matching placebo ql12w, evaluated at 24 weeks, with standard of
care (SoC) treatment (Figure 1)°

RESULTS

e Verekitug reduced serum and nasal levels of type 2 cytokines: IL-4, IL-5, and IL-13 (Figure 2)

e Greater reductions were seen in nasal secretions vs blood in periostin, TARC, MDC, and
eotaxin-3—mediators known to contribute to local (nasal) inflammation and fibrotic activity*

e Verekitug reduced blood eosinophils by 50% at week 2 and reduced IgE as early as week 4;

reductions were sustained or ongoing over 24 weeks (Figure 4)
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e Stable SoC treatment for CRSWNP for > 30 days
e Reductions in the cytokines IL-4, IL-5, and IL-13—key drivers of eosinophilic inflammation,

e CRSwWNP is characterized by systemic and local inflammation, nasal
polyp (NP) formation, and sinonasal symptoms*

e TSLPR signaling has emerged as a key driver of immune activation
underlying CRSWNP morbidity?

Syringes indicate first and second dose.
®Intranasal corticosteroid.
SCS, systemic corticosteroids.

mucus hypersecretion, and polyp growth!—were generally greater in nasal secretions vs in
blood over 24 weeks (Figure 3)
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e \erekitug led to reductions in IgE, which continued to decline over 24 weeks
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SUPPLEMENTARY MATERIAL

Supplementary Table 1. Baseline biomarker measurements, median (range)

Nasal secretions Blood

Verekitug Placebo Verekitug Placebo
Biomarker (n=29) (n=31) (n=41) (n=40)
Eosinophils, cells/pL — — 350 (120-1230) 420 (30-2080)?
IgE, IU/mL - - 112.1 (3.5-1431)° 94.1 (22.6—-1456)°
IL-4, fg/mL 94.2 (8-1613) 97.5 (8-531) 94.3 (36—420)° 114.5 (8—369)°
IL-5, fg/mL 3421 (4-295,133) 3017 (18-713,607) 1751 (398-37,413)° 1814 (683—-72,415)°
IL-13, fg/mL 442.0 (16—-31,758) 233.0 (16—-33,020) 47.5 (16—447)¢ 46.9 (16—418)°

Periostin, ng/mL

64.1 (0.6-1162.5)

59.1 (0.2—-812.1)

32.3 (14.2-73.8)¢

33.2 (17.8-78.4)°

TARC, pg/mL 8.9 (1-75) 4.6 (1-19) 509.0 (103-1602)° 412.5(131-1688)¢
MDC, pg/mL 15.6 (2—139) 16.7 (2—-111) 959.5 (146-2101)¢ 853.0 (509-2735)¢
Eotaxin-3 levels, pg/mL 24.7 (2—1493) 15.5 (2—-464) 29.3 (10-5511)¢ 27.0 (2-362)°

IFN-Y levels, fg/mL

5.6 (6—2469)

29.3 (6—3298)

502.5 (138-1753)°

453.5 (160-33,665)°

TNF-a levels, fg/mL

158 (13-13,733)

340 (22—-7133)

787 (372-2053)°

744 (453-1724)°

IL-17A levels, fg/mL

459 (29-41,633)

651 (29-4245)

474 (143-3621)°

589 (136—2040)°

TSLP, fg/mL

1605 (224-34,547)

2755 (248-49,552)¢

1205 (681-3449)°

1274 (464—4005)¢

n=39. Pn=33. °n=38. 9n=30.

IgE, immunoglobulin E; IFN, interferon; IL, interleukin; MDC, macrophage-derived chemokine; TARC, thymus and activation-regulated cytokine; TNF, tumor necrosis factor; TSLP, thymic stromal lymphopoietin.
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