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Comparison of liver and adrenal transplantation models of neuroblastoma
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[ Abstract]  Objective A neuroblastoma (NB) liver transplantation model was established and compared with the
adrenal orthotopic transplantation model to explore its characteristics. Methods 5x 10° SK-N-SH cells were implanted
along the long axis of the left lobe of mouse livers with a micro-injection needle. The growth, metastasis, expression of
related genes, and histopathological changes of tumors were detected after the modeling. Results The tumor formation rate
in mice inoculated with tumor cells reached 100% after 21 days, and tumor growth, metastasis, related gene expression
changes, and pathological characteristics were apparent. Conclusions In this study, a neuroblastoma liver transplantation
model was successfully constructed via a relatively simple surgical method to provide a more suitable choice for future
scientific NB experiments.
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Note. A~C, Illustration of NB cell fluid preparation. D, Diagram of liver injection location (5 pL).

Figure 1 Diagram of orthotopic liver implantation
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Note. A, Immobilize mice. B, Exposure of liver. C, Injection location. D, Small raised spot formed which is filled with tumor cells (5 pL).

Figure 2 Diagram of liver implantation
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Note. A, Exposure of adrenal gland. B, Local magnification of A. C, Expanded adrenal gland which is filled with tumor cells (25 pL).
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Figure 3 Diagram of adrenal orthotopic implantation
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Table 1 Primer sequence

75 E- 3 SIFHI(5"-3")
Number Genes Primers(5°-3")
1 TP53-F CAGCACATGACGGAGGTTGT
TP53-R TCATCCAAATACTCCACACGC
5 PHOX2B-F AACCCGATAAGGACCACTTTTG
PHOX2B-R AGAGTTTGTAAGGAACTGCGG
3 GAB2-F GTTCTATGTCCCGCAGGAATATC
GAB2-R CCCTGTGTCAAACCACATGC
4 GRB2-F CTGGGTGGTGAAGTTCAATTCT
GRB2-R GTTCTATGTCCCGCAGGAATATC
5 PTPN11-F GAACTGTGCAGATCCTACCTCT
PTPN11-R TCTGGCTCTCTCGTACAAGAAA

K2 PFESAER R R L (n=5,%)

Table 2 Liver and adrenal glands orthotopic tumor formation rate comparison

T 8 T ML 5 B

HEH
G'Hﬁj Tumor formation rate at each time point after inoculation of tumor cells
roups
: 144 21d 28d
.ﬂ%fﬂ;[ﬂ; 60% 100% 100%
Liver xenograft
B JEA B A IR 80% 100% 100%

Adrenal glands orthotopic xenograft

TE BB AN AE 28 d 5 A U R AL

Note. Comparison of tumor formation rate at 28 days after inoculation of tumor cells.
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Note. Bioluminescence signal of tumor growth in liver transplantation (left) and adrenal orthotopic transplantation (right) mice.

Figure 4 Tumor growth in the liver and adrenal glands orthotopic implantation
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Note. A, Tumor growth and metastasis and spleen, kidney, intestine and other organs after 35 days of liver transplantation models. B,
Survival curve of liver transplantation models (n=5). C, Tumor growth and metastasis and spleen, kidney, intestine and other organs 28
days after adrenal orthotopic transplantation. D, Survival curve of adrenal orthotopic transplantation models (n=35).

Figure 5 Tumor metastasis and survival time in the liver and adrenal glands orthotopic implantation
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Note. A/B, HE staining of the tumors formed by the adrenal glands orthotopic. C/D, HE staining of the tumors formed by the liver. E/

F, Gross appearance of the tumors formed by the adrenal glands orthotopic and liver.

Figure 6 Histological and pathological images of two different tumor formation methods
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Figure 7 Gene relative expression in orthotopic liver and adrenal glands orthotopic
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