Targeting the Neonatal Fc Receptor for the Treatment of Moderate-to-Severe
Active Graves’ Ophthalmopathy
Regan Fong1, Jon Collins1, Christine Coquery1
1Immunovant,

Inc.

Introduction

Rapid and Sustained IgG Reduction in Healthy Volunteers Following Subcutaneous IMVT-1401 Treatment

• Graves’ Ophthalmopathy (GO), or thyroid eye disease, is an autoimmune disease mediated by
pathogenic IgG (pIgG) that targets the thyroid-stimulating hormone receptor (TSHR) and triggers
adipogenesis and hyaluronic acid production in orbital fibroblasts resulting in tissue expansion and
inflammation in the extra-ocular space
• Anti-TSHR antibody serum levels have been shown to be directly associated with GO clinical features
with high anti-TSHR titers associated with a greater risk of severe disease course and poor outcome

In the multiple ascending dose portion of the RVT-1401-1001
healthy volunteer study, subcutaneous injection with IMVT1401 led to a dose-dependent reduction in IgG of up to 78%
The nadir IgG reduction in the 680 mg cohort was observed
prior to the 4th dose suggesting the maximum reduction had
been achieved after 3 doses
Five weeks after the last dose, mean IgG concentration had
increased to within 30% of the baseline value

IMVT-1401: Description & Mechanism of Action
• IMVT-1401 (previously described as RVT-1401), a fully human monoclonal antibody, enables the
rapid catabolism of IgG by inhibiting its binding to FcRn
• IMVT-1401 is being developed as a subcutaneous injection for the treatment of GO and other
autoimmune disorders

Trial Design of ASCEND-GO 2, a Phase 2b Study in Graves’ Ophthalmopathy

Conclusion
 IMVT-1401 is a novel, fully human
monoclonal inhibitor of FcRn
 IMVT-1401 rapidly reduced total IgG
following the first subcutaneous (SC)
injection and demonstrated sustained IgG
reduction in healthy volunteers
 IMVT-1401 is the first anti-FcRn antibody
to be investigated in patients with Graves’
Ophthalmopathy
 By reducing the level of autoantibodies,
IMVT-1401 is hypothesized to be an
effective treatment for patients with GO
using a convenient SC injection for dose
administration
 Results from these studies will be used to
demonstrate proof of concept for IMVT1401 in GO and determine the optimal
dosing regimen to be used in Phase 3

Trial Design of ASCEND-GO 1, a Phase 2a study in Graves’ Ophthalmopathy
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