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JL-Lightning CAR-T, a Next Generation Non-viral CAR-T without In Vitro Culturing Procedure, Shows High Clinical Efficacy, Good Safety with Low Dosage
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NHL patients with super low dosage, likely due to the strong proliferation capability of JL-Lightning CAR-T caused
by no post-transfection in vitro culture, as well as the unique design of multi-VHH CAR . It offers a more effective,
affordable and short vein-to-vein process option for CAR-T treatment of hematologic malignancies.
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Part 3. Representative Image for BZE2204 11T Clinical Trial (V-30h and V-6h)

C Bodyweight Track E CAR+% in CD3

V-30h Patient P1

g
iniPlasmi S S ep S D2 S JCR SN Baseline
A. Tri-target CAR design B. TiniPlasmid and JL transposase platform : A
cD22 cD19 BCMA TiniPlasmid® JL Transposase S P s RS R g g
- Transposase . . ”
pDNA cell membrane RNA @ Directed evolution of . . ) .
| ~ oo (oo cleal®aiop EL?SI?S??]?S . ?"L‘ transposase systems — Fig.4 Animal study with Raji tumor model. A-B) BZE2204
tinker2 ’V oo O O®Cj®o®: o - Homologous conservation- CAR-T conferred high antigen specific killing on Raji tumor-
Linkerl o1 1 1 1 . “Cut based semi-rational design — bearing mice with low dosage (1E6-1E5/mouse); C) BZE2204 B ¥
VHH2-CD22 A Intracellular barriers to 10kb \l/ " Rational design based on CAR-T has negligible effects on mice weight, which shows good ]
id- automated homolo : - i in-Vvi Fe===1
s plasmid-based gene transfer P 9 automate technolc?y safe?y pptency, D) BZE2?04 CAR-T shows high in-vivo : 'S
TiniPlasmid® (<500 bp) J v ‘ MM1S tumor model scma+) with dKO mice proliferation potential with high PK value; E) CAR-T% in CD3 i
is much smaller than ‘l’ “Past *  Improve enzyme stability demonstrates the proliferation in panel D is antigen specific. =5
standard plasmid (~1500 e’ QLCAR @ Improved safety features
bp)' a”OWIng the l'.' ° Mlnimize the risk Of A ehicle ock-T BZE2204 BCMA-CAR-T Bluebird BMK LU .
transposon to enter the [ OOV RN & ] ansposable dene T N , alé & & ' B MMLS Tumor Inhibition D overall V-6h Patient P1
4-1BB nucleus more efficiently. CD3C ransposaple gene - re- Pharmacokinetics (PK) B li
£ i, ] jumping" by shortening the ‘ 100000 aseline
cD3Z €““h'j:::m§ L A Primary T cells time window of transposase ~®- Vehicle E -~ MOCK-T FIgS Representative Patient PET-
R ; > -e~ Mock-T o 10000 .
Vg e expression 2 o B7E2008 4 BZE2204 CT Image for BZE2204. A)
i * Random integrati < S 1000 -~ BCMA-CAR-T - )
Standard plasmid VS af]l om Integration E - BCMA-CAR-T 2 . Representative patient PET-CT data
Tiniplasmid preterence = 2 | for BZE2204 V-30h platf Dat
C. JL-Lightning manufacturing process (30h and 6h versions) . - 5 3 107 or ) platform. Lala
9 9 9pP Ultra-short TIR sequence . LA shows tumor complete response on
8 d28 and continue res M6) B
105111 TTTTTTTTT o Ol-"—T—T—TT T T T T T T ponse ( ) )
. 0 3 7 101417 21 28 35 42 56 59 66 37 1014 21 28 35 42 49 36 63 Representative patient PET-CT data
gl‘l)anr‘::fnatcl?:l’ayl Isolation  Activation n Days after therapy Days post CAR-T infusion f p p h latf
mufacte or BZE2204 V-6h platform. Data
shows tumor complete response on
C Bodyweight Track E Overall :
. . Pharmacokinetics(PK) d28 and continue response (M3)
D. CQAs of JL-Lightning CAR-T Products 40+ _ Both patients are still in group and
ightni > Venicle § 1000007 - MoCK-T further data will be collected
ékﬁ'.’%h\;'_';'(',?, Isolation Activation T'“} ) ion The potential CQAs of CAR-T products S 30- -~ Mock-T o 10000 - B7E2204 )
LT 150+ B Conventional Platform g o BZE2204 I 1000
N mm JL-Lightning V-30h _'%20 ~ BCMACART g 100 -- BCMA-CAR-T
- 10_
€ 00 — . : — < Bluebird-BMK £ 1 CONCLUSION
JL-Lightning iation Act. ion & R 104 E 017
CAR-T V-6h y £ z 0.01
4 . 13 O TTTTTTTT T T T T T T T T 77T O0'001é;1Io1I42I12I83|54|24I95I66I3 . . . . . o . .. .. - .
O PSPPI PSP LIF SRS Days post CAR-T infusion 1. JL-Lighting CAR-T manufacturing platform shows high viability, high editing efficiency and exhibit higher memory
Days post CAR-T cell infusion

phenotype percentage in CAR-T cell product.

Fig.5 Animal study with MMLS tumor model, A-B) BZE2204 CAR-T conferred high antigen specific killing on 2. BZE2204 CAR-T demonstrate high proliferation and potent cytotoxicity in in vivo tumor models, with good safety

MM1S tumor-bearing mice with low dosage; C) BZE2204 CAR-T has negligible effects on mice weight, which
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Fig.1 Product design & Tech Platform. shows good safety potency; D-E) BZE2204 CAR-T shows high in-vivo proliferation potential for both CD3-T profile.

A) Schematic Diagram of the Tri-Targeted CAR-T Structure. Anti-CD19, CD22 and BCMA VHH are formed in series, 4-1BB act as costimulatory ~ °* cells (D) and CAR-T cells (E). ini th limi i inati ; ; ; 0
domain; B) Delivery System with Transposase mRNA and Tiniplasmids. C) Scheme of JL-Lightning manufacturing Process. Our super-fast Of note, we found that our Tri-targeted BZE2204 CAR-T shows better anti-tumor efficacy than BCMA-CAR-T 3. Clinical StUdy with limited data.showed BZE2204 have hlgh pharmaco'klnetlcs': (PK), and h,lgh eff'ICGIC)’/ with 100%
manufacturing system shorten the activation and transfection process and have no post-transfection cell culture before formulation. Short culture  os with the same BCMA-CAR domain. PK data also confirmed this phenomenon with much higher proliferation with overall response rate (ORR) and hlgh complete response rate. The Study 1S ongoing with active patients enrollment.

process normally gets higher stem-like phenotype of CAR-T cells and also lead to better proliferation (D). BZE2204 than BCMA CAR-T.
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