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Background Reinvigoration of Tumor Infiltrated Lymphocytes

Immune checkpoint blockade is shifting the paradigm for cancer treatment.|| A Control anti-PD-1 B Activation Degranulation Proliferation Figure 1. Anti-PD-1 induced
However, this class of therapeutics is limited by insufficient or dysfunctional | 40.5% | 56.4% ) (4-1BB) (CD107a) (Ki-67) ;(::;Z:lgtoéﬁf n( A) Egpresg;’f;;;g
antitumor T—gells with 1r¥1pa1red. memory formatlf)n. Adoptive cell therapy is a R | | vy, 3- — s . 1421: = cps flow cytometry plots of Patient 4
treatment option for patients with exhausted resident T-cells, yet the gffectlve | | ) mDs mcs , 0l [ o cps TILs from spheroids comparing
use of this immunotherapy for the treatment of solid tumors is still in early ! ! % 2+ % 2- Z m negative control and anti-PD-1
stages. A durable patient response is possible when T-cell products successfully 41-1BB . é“ é:j é’ 4- after 48-72 hours. (B) TILs were
persist following recursive tumor cell exposure and resist differentiation and = Hl-m 1 RAB B 2 1t--- - M- s evaluated for indicated markers
exhaustion [1]. Due to the variability of personalized cellular immunotherapies, = = “ e — and fold change was determined
g : o : . i r_ |_. I‘ by normalizing percent of parent
verification of T-cell function would facilitate selection of the most desirable 0 01— 0 . £ antiPD-1 h
duct for clinical use. Herein, we report a tissue agnostic ex vivo three- A SR I SRR AN RN R R A SR I SRR of anti-F-1 treatment over the
broguct . ! P A8nost F &S F&esss & & & F & & negativecontrol
dimensional model which recapitulates the tumor microenvironment for the F & &L S A S A F &F & FFEL

assessment of T-cell performance.

Ex Vivo Response to Immunotherapy
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Figure 3. Functionally similar expanded CD8+ TILs demonstrate differences in persistence in patient-
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Readout: T-cell differentiation Readout: T-cell function Conclusions:

« This complex three-dimensional platform has the ability to 1) test patient-specific T-cell reinvigoration and 2) closely monitor and assess candidate cell therapy
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4 AR = EM o Degranulation « These methods can provide a cost-effective means to expedite new cell therapy products through preclinical pipelines.
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