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Procedure o Leukapheresis at Day -14
e Manufacturing CAR-T from Day -13 to Day -I
e Chemotherapy at day -5 and day -3
 CAR-T arrive at Day 0 and start infusion
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Table 1. Characteristics of 15 Patients with Autoimmune Disease ot Bassline.®

Patient Patient Patient Patient  Patient  Patient  Patient

Chamcteristic 1 2 3 4 5 6 7
Age (yr) 20 23 22 24 13 38 33
Sex F M F F F F F
Disease SLE SLE SLE SLE SLE SLE SLE
Disease duration (yr) 1 1 6 a 3 18 |
Followup (mo) 29 25 21 19 15 15 12
Autoantibod e s

Lead dsDNA dsDNA  dsDNA Sm dsDNA  dsDNA  dsDNA

Codead — Sm — — Sm Sm —

Other - — PCNA Ro60 Ku Ro52/60 NP
Organ involement

Skin + . . * + + +

Kedmey + N . . + . ’

Neghritis WHO Ul 1) N n-v -V N v

grade)

Lungs + 0 . + 0 0 0

Heat + 0 0 ‘ 0 0 0

Bone marrow + 0 0 0 + + 0

Muscles 0 0 0 0 0 0 0

Jomnts 0 . * + + + 0

Patient

35

SLE
20

dsDNA

RNP

o © O

Chamcter stic
Treatments

Glucocort coids
HCQ
Mycophenolate
Methotrexate

Azathioprine

CPM
Tacrolimus
Rituximab
Belimumab
wIG

Other
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Fig. 1B
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Fig. 2A
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Fig. 2D
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Fig. 3A
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Table 2. Shont-Term Safety of CD19 CAR T-Cell Therapy in Autoimmune Disease®
Patiet Patient Patient  Patient  Patient  Patient  Patiet  Patient  Patient  Patient  Patient  Patient  Patient  Patient  Patient
Variable 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Disease SLE SLE SLE SLE SLE SLE SLE SLE M M M SSe SS¢ SS¢ SSc
CRS (grade) 0 1 1 1 0 1 0 1 1 1 2 1 1 1 0
ICANS (grade) 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
Bore marmow toxicityy 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
TOC treatment 0 0 0 + 0 + 0 + + + + 0 0 0 0
GLC treatment 0 0 0 0 0 0 0 0 0 - 0 0 0 0 0
Low IgG + + + 0 0 0 0 + 1 0 0 0 0 0 0
IgG substitution 0 + 0 0 0 0 0 + 0 0 0 0 0 0 0
* CAR denotes chimeric antigen receptor, CRS cytokine rdease syndrome, GLC glucocorticadd, and ICANS immune-efector cell-assod aed neurotodidty syndrome,
T Bone marrow toxicity was defined as persisting grade 2 or higher thromocytopenia, leukopenia, or granulocytopenia at o beyond day 28 after CD19 CAR T-cell therapy.
i Patients 8 and 9 had preexisting hy pogammaglobulinemia due to previous rituximab exposure,
ASuppl. Fig. 9 B. C. Suppl. Fig. 11 &7 a7 »##H
CRS: cy_l,ok i ne ) Body Temperature ‘ C-Reactive Protein M
Release syndrome 1. B D : 400-
¢ / .\‘_‘\ § >, 1o Q o
ICANS: Immune effector o” '/: -} % _i. ;, i\- Bl Sl ‘
Cell-Associated Neurotoxicity “# % = ° # s = 20 = N B g N\
. 4 g\\ _»
' — 1009 §:"\:° e
DG;‘m;lCART s . o met"f‘J\R’ o &%—Qv.fi' '
FEh, CRP_L A (X common 0 & 12
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Table 3. Long-Term Safety of CD19 CAR T-Cell Therapy in Autoimmune Disease.®

::fem Disease <3 Months 3-6 Months 6-12 Months >12 Months
1 SLE um 0 0 URTI {nonspecified)
2 SLE 0 0 URTI (SARS-CoV-2§) URTI {nonspecified)
3 SLE URTI (SARS-CoV-2) 0 URTI (nonspecified) URTI (SARS-CoV-2)
and herpes zoster
- SLE 0 0 0 Otitis
SLE 0 URTI (SARS-CoV-27) 0 0
6 SLE 0 URTI (SARS-CoV-27 URTI (SARS-CoV-2%) URTI {nonspecified)
and RSV)
7 SLE 0 0 0
SLE Pneumonia 0
2 M 0 Enteritis (nonspecified) 0
10 M 0 Herpes simplex 0
11 M URTI (nonspecified) 0
12 SSc 0 URTI (Haemophilus 0 0
influenzae)
13 SSc 0 Cellulitis Herpes zoster
14 SSc URTI (SARS-CoV-271) 0

15 SSc 0
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Table 1 Baseline characteristics
T O~ ST N SR Y R 2

Deimographics
CLINICAL ".'rll' E Ao (yeas ) b % 12 i6 20 23 23 16 it 6 |1}
o XX e o Sex (lamalaimale) f F F M f M F M f f F
. Disama duraton (eas ) 6 2 7 10 4 8 L) 2 13 12 )
BCMA-CD19 compound CART cells for systemic e oy S004 2 i : Ca— I R S S——
Labor oy vaues
lupus erythematosus: a phase 1 open-label o ——— S— L — E— — S——
o ~ Baselire wiite ool coumt {369-9.16x 0" NY) 28 158 i 14 44 43 PR IA 27 3 50
Banfine lymphocyies (0,84 0 10" W) a7 ol 07 030 05 o7 0l 14 01 04 10
Cllnlcal trlal Baseline plateders (101-320x10" N 16 % mn 38 250 m 195 416 62 260 P
. Bynline G 05 18mgd u Qa7 1.0 052 o7 07 05 06 05 03 1
Wejia Wang, Shanzhl He,' WE’ﬂl Zhang,” Hongyu Zhang,” Vincent M DeSte:arfo s 2004 a0 G T Y - s 3 Y AT i -
Masayuki Wada,” Kevin Pinz,” Greg Deener,” Darshi Shah,” Nabil Hagag,” Min Wang,' Sua AN 015 ) e o SR L 343 %3 23 L3 3 i) % >
Rownurs 28 0-1410mg24 hours) Ma72 7425 4375 2825 2010 6285 140 21430 j7i68 57306 no
.'hng "Dﬁg RC’IQ”BO Zeng T‘ﬂg Lan,' Yu Ma*® Fugut LL hngv.en Luang G (2 %OmUmn1 T3 m) 044 %62 1369 7294 19 552 1356 1423 241 817 B4
ZhE(‘CDﬂg Guo, Chanp.a" Zou,’ ,.’hngna ':"anq Ling qu' YUDO Ma Wire prowinoeatne ratio 135 123 038 3139 024 o4 015 175 ) 06 025
YonQ Yuan 1 - = Other atoantbodies FO, SSARGEO :gz:;—syi ms‘;.lq SAMRS2 ;l;";f;; SSARCED AHA NUC ! m,(ulqm UlaniNe :Q\Jls;.&‘::ow
. _ _ BEO  Bobd,SSAROD $SAMOED £
Ann Rheum Dis 2024;0:1-11. doi:10.1136/ard-2024-225785 O imvchvcamer
Faral W v v v ww n w NN N My L
Bopwy stage
— N *xi = = = + 3 = = = = 3 ~
BCMA, CD19M A 12Xt 9 b compound CAR (cCAR) TERIE s
Othex Heant - HEM Heant - - Jamt HEM HEM HEM -

CD19-CAR& BCMA-CARIZIHIL L Tk H mmcanzena)

Troatments {at scneeming)
Gacocor sooid pulses {yed no)
My cogpchlicroguine §yewvia) ' ' ' ' ' ' ' ' ' ' '

CD19+B cell& CD19-BCMA* long-lived plasmacyte & k&S : — : R

. . ‘ -

::l‘:u:b*:ml 7;( : - ™AL TAC - ATX THAL TAC ;U ;A(
IBADLN QAVEIZET) Pt#l, #2IMLEH R e it © ot e e S e ot e S e o
LA = _ Table 2 SLEDAI-2K score
_/EIE Hip EFI H%T/I—\S :Uﬁ ( 1 6 5 Sﬁ) SLEDAI-2K LN stage Pre-CAR medicines Baseline 1 month 3 months 6 months 1-4 years
GC, HCQEWJ\ MMF 8/11 CY 6/11 BEL 7/11 TAC 4/1lpat3 V-G (A)+V s, HCQ, MMF, B, TAC 8 8 4 0 0
SLEDAIIFTFI910.6% 52,7130 == =
Ny - . - - at. " + v o ¢

11/1375‘med|cat|on-free remission (M FR) PaL.6 IV-G (A/C) +V S, HCQ, MMF, CTX, THAL 8 8 4 a 4
5 56A417 A TEMFRAL = e e
9/13 DORISEf#. 12/13 LLDAS:ERk (3-64 At) Pat.9 V-G (A/C) 5, HCQ, MTX, THAL 8 0 0 0

Pat.10 V-G (A)+V 5, HCQ, MMF, TAC 12 8 4 0

Pat11* V-G (A)+V 5, HCQ, MMF, TAC, B 15 8 4 =

Pat.12 V-G (AIC) +V s, HCQ, MMEF, B, TAC 16 12 10 4

Pat.13 111-G (A)+V 5, HCQ, CTX, B 8 0 0 0

Mean 106 44 27 12
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Any grade (all patients) Grade 3 or higher Any grade (all patients) Grade 3 or higher
30 days post-cCAR >30days post-cCAR
AE haematologic
= Leucopenia 5 (50.0%) 2 (20.0%) 0(0%) 0 (0%)
EIIJ ﬂEFﬁ Neutropenia 4 (40%) 2 (20.0%) 0 (0%) 0 (0%)
Anaemia § (50.0%) 0 (0%) 0 {0%) 0 (0%)
R Thrombocytopaenia 0 (0%) 0 (0%) 0 (0%) 0 (0%)
BHAH DD DU Lromiopens 4 (40.0%) 1 (10.0%) 0 16%) 010%)
Leucocytosis 0 (0%) 0 (0%) 0 {0%) 0 (0%)
R Neutrophilia 0 (0%) 0 (0%) 0 (0%) 0 (0%)
11z, AE gastrinestinal
s 1HE A ASDNO0/ MNauses and vomiting 1(10.0%) 0 (0%) 0 (0%) 0 (0%)
AE infectious
Upper respiratory infection 0(0%) 0 (0%) 0 (0%} 0{0%)
COVID infection (N=8)
COVID related to pneumonia 0 (0%) 0 (0%) 3 (30.0%) 3 (30.0%)
Urinary infection 0 (0%) 0 (0%) 1(10.0%) 0 (0%)
Preumonia 0{0%) 0(0%) 0{0%) 0{0%)
Oral herpes 0 (0%) 0 (0%) 0 {0%) 0 (0%)
AE other
Influenza-fike symptoms 0 {0%) 0 (0%) 0 {0%) 0 {0%)
Fever 8 (80.0%) 0 (0%) 0(0%) 0 (0%)
Hypotension 0(0%) 0 (0%) 0 (0%) 0 (0%)
Expectoration 0 (0%) 0 (0%) 0 (0%} 0 (0%)
AST increased 0 (0%) 0 (0%) 0 {0%) 0 (0%)
ALT increased 0 (0%) 0 (0%) 0 (0%) 0 (0%)
APTT prolonged 0 (0%) 0 (0%) 0 (0%) 0 (0%)
Coagulation disorder 0 (0%) 0 (0%) 0(0%) 0 (0%)
Haematuria 0 (0%) 0(0%) 0(0%) 0 (0%)
Hypocakaemia 0 (0%) 0{0%) 0 (0%) 0 (0%)
Hypokalaemia 0 (0%) 0 (0%) 0 (0%) 0 (0%)
Blood fibrinogen decreased 0 (0%) 0(0%) 0(0%) 0 (0%)
Myocardial strain 0 (0%) 0 (0%) 0 (0%) 0 (0%)
Hypogammaglobulinaemia 10 (100%) 0 (0%) 9 {90.0%) 0 (0%)
Cy!okme refease synﬁome 9 (90.0%) 0 (0%) 0 (0%) 0 (0%)
i eff 0 (0%) 0(0%) 0 (0%) 0 (0%)
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Infusion time

Total Immunoglobulin

) . Indications
(Days post cCAR) (2.5g/50ml)
33d 20g Fever
Pat. 3
234d 5¢
15d 5¢g Low
Pat. 4
161d 5¢g immunoglobulin
Pat. 5 151d 5¢g
Pat. 6 N/A N/A N/A
Pat. 7 129d 5¢
81d 5g
131d 5g
Pat. 8
133d 59 Low
1356d 5¢g immunoglobulin
Pat. 9 71d 5¢g
53d 5
Pat. 10 9
54d 5¢g
48d 20g
In complete
Pat. 11 49d 20g . .
resetting patient
50d 20g
&d 5g Low
Pat. 12 . _
49d 5¢g immunoglobulin
Pat. 13 N/A N/A N/A
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