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Disclosures BMS-Speaker’s Bureau

| have autoimmune alopecia

(skin in the game?)
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Li YR, et al. Frontiers in CAR-T cell therapy for autoimmune diseases. Trends Pharmacol Sci. 2024 Sep
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No treatment and safety and efficacy monitoring
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Pre-treatment phase

B-cell aplasia phase

B-cell reconstitution phase

Disease activity

Sustained drug-free remission

Autoimmunity

\

Resolution

Potential challenges

+ Uncontrolled Cytokine release syndrome Long term B-cell aplasia

disease activity Neurotoxicity Recurrence of autoimmune disease
» Toxicity of Infection
lymphodepletion Failure to engraft

* First, we need to stop

immunosuppressive therapy prior
to leukapheresis

* After lymphodepleting
chemotherapy and CAR T-cell
infusion/expansion, patients
experience B-cell aplasia,
corresponding with decrease in
disease activity and autoimmunity

* Finally with naive B-cell
recurrence and reconstitution,
patients may enter a phase of
(indefinite?) drug-free remission.

Schett, Georg et al. The Lancet. Nov 2023.
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15 patient case series

systemic lupus erythematosus (SLE)
idiopathic inflammatory myositis (1IM)

systemic sclerosis (SSc)

 Grade 1 cytokine release syndrome occurred in 10
patients. One patient each had grade 2 cytokine release
syndrome, grade 1 immune effector cell-associated
neurotoxicity syndrome, and pneumonia that resulted in

hospitalization.

e seroconversion of antibodies against dsDNA, single-
stranded DNA, secondary necrotic cells, nucleosomes,

and Smith protein

e vaccination-related antibodies were not eliminated
(implying CD19-negative plasma cells were not depleted)

Muller et al, NEJM Feb 21, 2024.

Median follow-up = 15 months (4-29)
Mean duration of B-cell aplasia: 112+/- 47 days
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B Long-Term Outcomes in Patients with SLE (N=8)
SLEDAI-2K
254 6000+
® 5000
204 4000
W 3000
= s
E ;518 — 20004
2 E 1000
= L =
@ 104 8% =
S
n = 600
54 0% 400
2.7 YYYY Y VY 200+
gebe 0-
0 3 6 912151821 24
c3
200+ 20,000+
o
k.
1504 4. 15,000
_ £878u0..g-0 70 ® E
= £ e gl =
s 100 "ﬁ‘-’"*'-.__ ,,.-' ®-e ® 10,0001
E o~ - easEe 5
509 8/ = 5,000
8
o
0 1 1 1T T 1T 1 1 1 0-
0 3 6 9 12151821 24
Months

Anti-dsDNA
Q
Q!
oy
Q¥ Y www v wy

0 3 6 91215182124

Urinary Protein Excretion

o0 B

0 3 6 91215182124

C Long-Term Outcomes in Patients with IIM (N=3)
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D Long-Term Outcomes in
Patients with SSc (N=4)
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e All the patients with SLE had DORIS remission
e All the patients with idiopathic inflammatory myositis had an ACR—-EULAR major clinical response
e All the patients with systemic sclerosis had a decrease in the score on the EUSTAR activity index.

* Immunosuppressive therapy was completely stopped in all the patients.

Muller et al, NEJM Feb 21, 2024.
e




BCMA-CAR-T for MG ()

Quantitative Myasthenia Gravis Score (QMG)
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Ongoing Clinical trials ™
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Questions?
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