2025F6H3H

Local immune effector cell-associated toxicity syndromein 2 @
CART-cell treated patients with autoimmune disease:
an observational study

Melanie Hagen*, Fabian Mdller*, Andreas Wirsching®, Soraya Kharboutli, Silvia Spoerl, Christina Dising, Tobias Krickau, Markus Metzler, m
Simon Volkl, Michael Aigner, Sascha Kretschmann, Ingrid Vasova, Marc Saake, Stefan Schliep, Torsten Kubacki, Nicolas Hunzelmann, Laura Bucci,
Jule Taubmann, Christina Bergmann, Andrea-Hermina Gyorfi, Sascha Dietrich, Jorg HW Distler, Ricardo Grieshaber-Bouyer, Andreas Mackensen,

Georg Schett

2w - UURTAR Py —FILo 57

it] F5 159



Local Immune effector Cell-Associated Toxicity Syndrome (LICATS)
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Deep depletion of B cells
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Deep depletion of B cells
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Immune effector Cell-Associated Neurotoxicity Syndrome (ICANS)
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Method
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B4 a second generation 4-1BB-based CD19-CAR T-cell product
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Result

- baseline

SLE Idiopathic Systemic Total
inflammatory sclerosis
myopathy
Patient information
Number of patients 20/39 (51%) 6/39 (15%)  13/39(33%) 39
Sex
Female 15/20 (75%) 5/6 (83%) 5/13 (38%) 25/39 (64%)
Male 5/20 (25%) 1/6 (17%) 8/13 (62%) 14/39 (36%)
Age, years 34 (22-43) 38 (24-45) 38(24-49)  36(22-44)
Disease duration, years 3 (1-6) 2 (1-5) 3(1-5) 3 (1-6)
Number of previous treatments 5 (4-6) 5 (4-6) 5 (3-6) 5 (4-6)
Type of CD19-targeting CAR T-cell treatment
MB-CART 19.1 20/20 (100%)  6/6(100%)  12/13(92%) 38/39 (97%)
KYV-101 0 0 1(8%) 1(3%)
Treatment setting
Named patient programme 13/20 (65%) 3/6 (50%) 6/13 (46%) 22/39 (56%)
CASTLE trial 7/20 (32%) 3/6 (100%) 7113 (54%) 17/39 (44%)
Number of patients with LICATS 16/20 (80%)  4/6 (67%) 10/13 (77%)  30/39 (77%)

SLE : 20
IIM : 643
SSc : 134

97%HCD28-based CD19-CAR
T-cell product
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=+
Result: H3REFE] & 5t HA R
St AR 51 OLICATS  FLRS 28
myopathy B
LICATS events 100
Overall events 34/54 (63%) 6/54 (11%)  14/54 (26%) 54
Time of onset, days post-CAR T-cell 12 (5-21) 12 (4-21) 20 (5-28) 10(9-21) — 75
infusion ¥
Duration, days 7 (4-14) 14 (14-16) 14 (8-17) 11(5-14) —g 50 -
Grade 1 21/34 (62%) 3/6 (50%) 11/14 (79%)  35/54 (65%) _;f;.; -©- All n=54 10days(9-21)
Grade 2 12/34(35%)  2/6 (33%) 2/14 (14%)  16/54 (30%) & 25 : ikj ::24 3 (dizﬁ 8:3?)
Grade 3 1/34 (3%) 1/6 (17%) 1/14 (7%) 3/54 (6%) -@- 5S¢ n=14 20days (5-28)
Grade 4 0/34 0/6 0/14 0/54 0 T T n . |
Early event 19/34 (56%)  3/6 (50%) 5/14 (36%)  27/54 (50%) 0 20 40 60 80 100
Intermediate event 8/34 (24%) 3/6 (50%) 5/14 (36%) 16/54 (30%) Days after CAR T-cell infusion
Late event 7/34 (21%) 0/6 4/14 (29%) 11/54 (20%) . 5 O% 75§\2\1@ Fﬁﬁ J;( W L: ﬁ IE,

. LICATSOHIERHA : mean 10 days (IQR 9~21 days) + 20%10 AL ERE L TR

o LICATSO#5#tHAR @ mean 11 days (IQR 5~14 days)
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Result: LICATS @ =¥

Skin -§3 P> n=19 19 days (5-28)

Kidneys -52.88@ n=12 10 days (4-19)
Joints ==E1B) n=10 25 days (20-35)
Muscle 8% n=5 10days (3-10)
Lungs n=3 1day(1-3)

Gut n=3 28 days (21-56)

Heart Kol

n=2 8 days (5-10)
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Result: LICATS D s¥4H
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Result: LICATS @ £4H
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Result: LICATS & E B E5814E -

Grade 1 Grade 2 Grade 3 All grades
Patients with LICATS 18/30 (60%)  9/30(30%) 3/30(10%) 30
SLE 10/16 (63%) 5/16 (31%) 1/16 (6%) 16/30 (53%)
Baseline SLEDAI score 14 (10-20) 16 (10-21) 22 (22-22) 15 (10-10)
Multiple organ involvement 10/10 (100%) 5/5 (100%) 1/1(100%) 16/16 (100%)
Systemic sclerosis 6/10 (60%) 3/10 (30%) 1/10 (10%) 10/30 (33%)
Baseline mRSS 24 (18-27) 24 (16-27) 16 (16-16) 24 (18-28)
Multiple organ involvement 6/6 (100%) 3/3 (100%) 1/1 (100%) 10/10 (100%)
Idiopathic inflammatory myopathy 2/4 (50%) 1/4 (25%) 1/4 (25%) 4/30 (13%)
Baseline MMT8 score 109 (96-121)  143(143-143) 137(137-137) 115(103-137)
Multiple organ involvement 1/2 (50%) 1/1 (100%) 1/1 (100%) 3/4 (75%)
C-reactive protein, mg/L 14 (4-22) 16 (3-31) 14 (38-20) 13 (3-21)
IL-6, pg/mL 8 (4--23) 10 (5-24) 8 (4-22) 8 (4-22)
Ferritin, ng/L 202 (83-387) 210(108-390) 182(86-353) 167 (84-310)
Time to maximum CAR T-cell 10 (10-10) 10 (10-10) 10 (10-10) 10 (10-10)

expansion, days
Peak CAR T-cell numbers, cells per pL

Time of B-cell aplasia, days

142 (60-540)
140 (87-197)

137 (59-490)
177 (168-203)

135 (57-352)
162 (110-214)

CRS
No CRS 6/7 (86%) 1/7 (14%) 0/7
Any grade CRS 12/23 (52%) 8/23 (35%) 3/23 (13%)
Grade 1 CRS 11/19 (58%) 7119 (37%) 1/19 (5%)
Grade 2 CRS 1/4 (25%) 1/4 (25%) 2/4 (50%)
Tocilizumab treatment for CRS 6/12 (50%) 6/8 (75%) 3/3 (100%)
Maximum prednisolone dose, mg 0 20 (15-67) 67 (28-67)
Cumulative prednisolone dose, mg 0 150 (112-200) 222 (134-244)

141 (60-465)
161 (87-207)

7/30(23%)
23/30 (77%)
19/23 (83%)
423 (17%)
15/23 (65%)
20 (15-67)

172 (112-215)
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Discussion
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Discussion
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