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NSG mouse multiple myeloma model was used to evaluate in vivo efficacy and
toxicity of BCMA-CAR-T cells and application of RNAscop in the detection of
CAR-T distribution
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Abstract: Objective Choose the appropriate mouse model, evaluate BCMA-CAR-T anti-tumor effects, and explore the application
of RNAscope in CAR-T cell therapy. Methods MM. Is-luc multiple myeloma mouse model was established in NSG mice with
severe immunodeficiency, they were randomly divided into extracellular fluid group (100 puL PBS buffer per mouse), MOCK-T
group (100 pL untransfected T cells), low, medium and high dose groups of CAR-T (1x10°, 5x10° 10x10°CAR-T per mouse, and
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100 pL cell suspension of one-off tail iv). In vivo imaging was performed to detect the tumor regression effect of CAR-T treatment.
The level of interferon-gamma (IFN-gamma) in plasma was detected by ELISA. General clinical observation, body temperature,
body weight monitoring were performed after CAR-T was given once. Mice were dissected and sampled 14 days after infusion.
CAR-T distribution in the spleen and bone marrow of mice was detected by RNAscope technology, and the specific distribution of
CAR-T in various tissues was detected. Results Successfully established many found myeloma NOD/SCID mice transplanted tumor
model, At 3, 7 and 12 days after BCMA-CAR-T infusion, bioluminescence imaging showed that the average photon intensity of
mice in CAR-T group was significantly lower than that in extracellular fluid and MOCK-T group (P < 0.05), and the therapeutic
effect in medium and high dose groups was significantly higher than that in low dose groups (P < 0.05); the level of IFN-gamma
secretion in CAR-T group was significantly higher than that in extracellular fluid and MOCK-T group (P < 0.05); the general
situation of mice in CAR-T group was recorded, but no significant difference was observed. Adverse reactions: RNA scope detected
that CAR-T was localized in bone marrow and spleen 14 days after infusion. Conclusion The BCMA-CAR-T has been proven to be

safe and reliable by some non-clinical evaluation methods. RNAscop technology can be applied to CAR-T cell distribution detection.

Key words: BCMA-CAR-T; nonclinical study; bioluminescent imaging; efficacy; toxicity; RNAscope
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Fig. 1 Establishment of a multiple myeloma model in NSG mice (x5, n=8)
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Fig.2 BIL monitoring therapeutic effect of CAR-T cells on multiple myeloma model in NSG mice (xs)
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