
 

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

Ali A. Habib,1 Mamatha Pasnoor,2 Tuan Vu,3 Bhupendra O. Khatri,4 Gil I. Wolfe,5 Amit Sachdev,6 Said 
Beydoun,7 George G. Li,8 Shaida Khan,9 Lawrence Meinert,10 Jeremy Sokolove,10 Kristl G. Claeys,11 
Francesco Saccà,12 James F. Howard Jr13 

1Department of Neurology, University of California Irvine, Orange, CA, USA 
2University of Kansas Medical Center, Kansas City, MO, USA 
3University of South Florida Morsani College of Medicine, Tampa, FL, USA 
4Center for Neurological Disorders, The Regional Multiple Sclerosis Center, Milwaukee, WI, USA 
5University at Buffalo, Buffalo, NY, USA 
6Department of Neurology and Ophthalmology, Michigan State University, East Lansing, MI, USA 
7Department of Neurology, Keck School of Medicine, University of Southern California, Los Angeles, CA, 
USA 
8MEDSOL Clinical Research Center, Port Charlotte, FL, USA 
9Department of Neurology, UT Southwestern Medical Center, Dallas, TX, USA 
10Vor Biopharma Inc., Boston, MA, USA 
11Department of Neurology, University Hospitals Leuven, and Laboratory for Muscle Diseases and 
Neuropathies, KU Leuven, Leuven, Belgium 
12Università degli Studi di Napoli Federico II, Napoli, Italy 
13University of North Carolina School of Medicine, Chapel Hill, NC, USA 
 
 
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 enrollment 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 ≥6 with <50% of the total score due to ocular symptoms, and Quantitative MG 
score ≥8, with ≥4 items scoring ≥2 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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