Process for IL-2-Independent TIL Expansion ASGCT annual meeting 2025

g Mal, Man Zhangl!, Lie Mal, Wenjia Zhuang?!, Huajun Jinl

Therapeutics Abstract AMA362

chai Juncell Therapeutics Co., Ltd.

Background Results
: : . A , B Viabilit A TCM&TEM B Exhaustion markers
Tumor-infiltrating lymphocyte (TIL) therapy demonstrates significant e Viable Cell Dose e i “ Y | 500
promise 1n treating various solid tumors, recently gaining FDA approval for B s FrEfPaFL L L0 - oo _ -& Control
advanced melanoma. The conventional TIL expansion process relies heavily 3" : o - e = TIL
on high-concentration interleukin-2 (IL-2) and feeder cells (irradiated 2 oo Bl 1r . g 2 - - 2 400
peripheral blood mononuclear cells from healthy donors), rendering TILs é I[ : {' F L1 g N 3 é i £
dependent on these factors for survival and function. Consequently, high-dose A % aEY L Ji % J[ + S ™ s = % N ;T:: 2 300 ]
IL-2 is required post-infusion to maintain TIL potency and persistence. This s L0 T T S S S S T s S S s 3 2 I i C .
high-dose IL-2, coupled with the need for high-intensity lymphodepletion to ST S S St 1\;}:\‘\ ii‘w‘i& & & o ) t e . 5 200 " i
reduce pro-tumor regulatory T cells (Tregs), which are also sensitive to IL-2, S @tf"& ST S o o g . . | . PR, ;L E ~ “ .
is associated with significant toxicity, including high mortality rates and - = LAG -1 cvs? 100 /
frequent intensive care unit (ICU) admissions. Additionally, the use of feeder C CD45+CD3+ Ratio D IFN-y secretion —
cells carries inherent risks such as infection transmission, variability in < ”“ [ S ] : 0 6 8 10 12 14 16 18 20 22 24 26 28 30
cultivation and supply chain, and high associated costs. ; i J{ 1 + Jf 35'! % % % ? J( 5 ™ . o Figure 4. Memory and Exhaustion Phenotypes of CD3* T Cells. Days post TIL infusion
S ul®WF il gy E ol | - . i
g ol e = 1l A J[ ~ The CD3* T cells were predominantly memory T cells, including central Figure 6. In Vivo Anti-tumor Effects of TIL Product Against Syngeneic PDX.
; : 4ot % Z ‘} T‘} LT memory (TCM, average proportion was 10.11%) and effector memory
; R &5‘@5‘” PSS FIESF QQ PP IP P Q PPN, (TFfo ave'rage proportion was 88.06%) T ceﬂﬁ_ls (Figure 4A), while the PDX mouse models were established with tumor tissues from a cervical cancer
& zq,@c’;@"i& Z\f&a&i@& Cj}i ;zfc;@xi:q;o?:;&i;ﬁ & " 2@2@%":@‘2&?@& 2@&’;&;@izb-\\c‘f’;@é&;@ﬁ majority displayed a TEM phenotype. The CD3* T cell expressed patient using NSG mice (severe combined immunodeficiency and human
S &Q,&b"\ SO s S \@@@ SO S moderate levels of LAG-3 and CD57, and a very low level (average cytokine-free). Without any IL-2 administration, TIL inhibited tumor growth in
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Figure 2. Viable Cell Dose, Viability, Identity, and Potency of TIL Product

chemically defined medium that eliminates the requirement for high-
concentration IL-2 and feeder cells.

. TILs were derived from multiple solid tumors, including melanoma, The feeder-free TIL manufacturing process was robust across tumor types, 50
cervical, ovarian, endometrial, and several other cancers. with an average total viable cell number of 28.6 billion (Figure 2A) and 70 Con CI u Si ONs

 Final harvested TILs were assayed for total viable cells, viability using an viability of 92.02% (Figure 2B). The TIL product was main.ly composed of
automated cell counter. CDZ.IS.+ CD3.+ cells with an average prop(?rtlon 0of 91.05% (Figure 2C) and X 5:

* Flow cytometry was employed to characterize TILs, including 1dentity, T- exhibited high IFN-y secretion levels (Figure 2D). ;  This feeder-free process enables the expansion of abundant and potent IL-
cell content, TIL memory subset, and exhaustion status. | © ol 2-independent TILs.
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* Invivo potency was evaluated using patient-derived xenogratt (PDX) S R " Blue: PDO-TIL (1:0), Green: PDO+TIL(1:2), Pink: PDO+TIL(1:4), safety profile and reduce the manufacturing costs of TIL therapy.
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o™ o o B Figure 3. T-Cell Content of TIL Product. Syngeneic TILs were mixed with PDO at different ratios without any IL-2 Acknowledgments:
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The majority of TILs were CD8+ T cells (Flg.ure 3A) The average proportion inhibited PDO gI’OWth In a dose—dependent way. . Thisystudy 1s sponsored by Shanglfai Junlcjzell "?herapeuticsyéo., Ltd.
Figure 1. Juncell’s DeepTIL® cell expansion platform of Treg cells was below 0.5% (Figure 3B), since the percentage of CD4+ T
cells was generally low, not all samples were tested for Treg cells.
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