A Phase 3 Study to Evaluate the Efficacy and Safety of Telitacicept in Patients With Generalized
Myasthenia Gravis: UPSTREAM MG Trial Design Update
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Introduction:

Generalized myasthenia gravis (gMG) is an autoimmune neuromuscular disease driven by autoreactive B
cells. B-cell activating factor (BAFF) and a proliferation-inducing ligand (APRIL) are required for B-cell
development, differentiation, and survival. BAFF is a key player in the pathway to overcome negative
selection of autoreactive B cells at immune checkpoints, allowing for the development of pathogenic B
cells and autoimmunity. Telitacicept is a fully human, novel TACI-Fc fusion protein that binds soluble
BAFF and APRIL, preventing binding to their receptors (TACI, BCMA, BAFF-R) on B cells. Phase 2
(NCT04302103) and 3 (NCT05737160) studies demonstrated efficacy/safety of telitacicept in Chinese
adults with acetylcholine receptor autoantibody—positive gMG.

Objective:
To provide an update on the enroliment of the ongoing, global, phase 3 study (NCT06456580).

Methods:

The global study will enroll ~180 adults with confirmed gMG, a Myasthenia Gravis Activities of Daily
Living (MG-ADL) score 26 with <50% of the total score due to ocular symptoms, and Quantitative MG
score 28, with 24 items scoring 22 at screening and baseline. The study includes a 24-week double-blind
treatment period with 1:1 randomization to subcutaneous telitacicept (240 mg) or placebo once weekly,
followed by a 48-week open-label extension (OLE) period and a variable OLE extension period. The
primary endpoint is change from baseline in MG-ADL score at week 24.

Results:
Study enrollment is ongoing across over 13 countries with top-line results anticipated mid-2027.



Conclusions:
Results from this global population of adults with gMG will augment the established efficacy and safety
of BAFF/APRIL inhibition with telitacicept in a broader population.
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