
How deep is your love? B cell 
reset in autoimmune diseases
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The race to reset autoimmune diseases

Bhandari et al. (McKinsey) Nat. Rev. Drug Discov. July 2025



G. Schett



G. Schett; based on Schett et al. NEJM 2021

Why is it called an 
“immune reset”? 

Deep B cell 
depletion, followed 
by rapid recovery.

Auto-antibodies 
remain negative.



Muller et al. NEJM 2024

After CAR T, B cells are “reset”

EaR = “early reconstitution” (4 months after CAR T).
EsR = “established reconstitution” (1 year after CAR T).



After CAR T, B cells are “reset”

Schett et al. Lancet 2023



More than just B cells are reset after CAR T in SLE

Wilhelm et al. JCI Insight 2024



Monoclonal antibodies (i.e. ritux) are not deep enough to do an immune reset

EXPLORER study (lupus)
Merrill et al. Arthritis Rheum. 2010

A single dose of rituximab (RTX) does not deplete 
lymph node B cells in kidney transplant patients.
Kamburova et al. Am. J. Transplant 2013



How deep is your B cell depletion?

Schett et al. Nat. Rev. Rheum. 2024



Deep and narrow is good (CAR T is good)

Moffitt (E. Doran and S. Aktarhavari); long term survivors (n=171) after CD19 CAR T for lymphoma



Hagen et al. NEJM 2024



Bispecific Ab are Wide and Bad

Reynolds et al. Blood Adv. 2023

56% any infection

24% severe (grade 3+)



No difference in non-relapse mortality between 
BsAb and CAR T

Tix et al. Mol. Ther. 2025

And, in autoimmune disease 
CAR T studies to date, 
CRS/ICANS is much less, and 
aplasia much shorter than in 
malignant disease



What do you need for autoimmune disease?

Characteristic CAR T cells Bispecific Antibodies

Deep B cell depletion Yes ?

Recovery of new B cells 
that are not auto-reactive

Yes ?

Quick immune 
reconstitution

Yes (in autoimmune) Unlikely (multi-dose)

Low toxicity Low CRS/ICANS Infections



How deep is your love, Dr. Castaneda?

















Schett et al. Nat. Rev. Rheum. 2024



Antibody AI

CAR T AI
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