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Brain metastasis mouse models for the evaluation of multikinase inhibitors on ROS1-fusion-positive lung cancer
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needed to study the biology of brain metastases and to identify effective
therapeutic approaches.
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Method Fig.1 ROS1 fusion identification of LU-01-0414-luc model. ROS1 fusion was identified - . -
by RNAseq with 755 reads cover the fusion junction. The fusion was further confirmed by b. _ I = e ae
Here we describe methods for efficient establishment of brain metastases PCR and sanger sequencing. T T o
mouse models via different injection route (intracranial or intracarotid). Vehicle Lorlatinib Crozitinib Entrectinib
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xenograft (PDX) model together with its PDC sub-line, in which the exon > ﬂﬂﬂ E]ﬂ g J HH E] --
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The cell has been transduced with firefly luciferase expression vector for - e T sterie se ey e
in vivo imaging detection. Three ROS1 inhibitors were tested on these D21 Fig.3 Growth kinetics and drug response in BM model via intracarotid injection. a.

Bioluminescent imaging of BALB/C nude mice injected with 1x10%/100 pL LU-01-0414 luc
cells via intracarotid injection and treated with either vehicle control or ROS1 inhibitors.
n=6 for each group. b. Tumor growth curve as measured by average relative photon
intensity (n=6) and body weight change of mice.

brain metastasis models to compare their efficacies.
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Tumor from PDX model Take out tumor and mince Digest cells Separate cells by density
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Summary
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® A ROSI1 positive patient-derived xenograft model together with its PDC-luc
subline for in-vivo brain metastasis model was established.

] T e m;zjfégg;zyv’,:; ® [n-vivo brain metastases models were established via intracranial and
T e Intracarotid injection to provides a reliable platform for the mechanisms of
‘ . : metastatic development as well as a clinically relevant therapeutic screening.
| The use of such techniques will increase our knowledge of the metastatic
RS Collect interface cells F process and help identify new targets of cancer metastasis.
- P I Reference
- ‘ . @ Days after the startof treatment i Da7ys afterlt:e startzolftreatmzjnt " . . . . g
o e e _ o _ o o 1. Liu Z, Wang Y, Kabraji S, et al. Scientific Reports, 2019, 9(1): 1-7.
oo @ F|.g.2 Qrowth kl_netlgs and drug response in BM mode! via mtgacranlal Injection. a. 2. Singh M, Savage N, Singh S K. Humana Press, New York, N, 2019: 231-238,
Bioluminescent imaging of BALB/C nude mice injected with 3x10°/3 pL LU-01-0414 luc 3. Daphu I, Sundstram T, Horn S, et al. Clinical & experimental metastasis, 2013,
cells via intracranial injection and treated with either vehicle control or ROS1 inhibitors. 30(5): 695-710
Schematic diagram procedure to generate LU-01-0414 luc model. n=6 for each group. b. Tumor growth curve as measured by average relative photon

Intensity (n=6) and body weight change of mice.




