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[ Abstract]  Objective To establish a subcutaneous tumor model in nude mice using patient-derived tissues
(PDTs) of lung squamous cell carcinoma (LSCC) and determine the sensitization effect of anlotinib on radiofrequency
ablation (RFA) -mediated inhibition of subcutaneous LSCC growth. Methods Patient-derived LSCC tissue was collected
and qPCR was used to detect the expression of the target of anlotinib. Then, the tissue was subcutaneously implanted into
nude mice to form tumor tissues. Oral administration of anlotinib and RFA treatment of subcutaneous tumors were

performed, and qPCR was used to detect epithelial-mesenchymal transition of LSCC. Results Subcutaneous tumor tissue
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in nude mice was generated from patient-derived LSCC tissues. The target of anlotinib was clearly expressed. RFA

effectively killed subcutaneous LSCC tumor tissues. Anlotinib affected RFA by inhibiting EMT in tumor tissue to sensitize

LSCC tissues to killing. Conclusions Anlotinib increases the killing effect of RFA on patient-derived LSCC tissues in a

nude mouse model, which may facilitate the diagnosis and treatment of LSCC.
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Table 1 Inhibitory effect of Anlotinib on subcutaneous tumorigenesis of lung squamous cell carcinoma

- o i AR Jied LR AR LIk A |
ﬁg%}gﬁﬂg( r?lg'/kg) Tumor volumes Tumor weights N-Cadherin Vimentin
Dose of Anlotinib
P18 (% ) Inhibitory rates
3.0 68.53+3. 84 69.04+3.02 87.65+5.32 80.22+6. 01
2.0 64.01+7.36 64.46+7.23 80. 36+4. 67 69.85+4.33
1.0 51.5+7.12 51.79+7.28 71.10+3.33 62.71+5.55
0.5 20.57+11. 16 19.31£13.22 62.31+6.02 53.77+3.00
0.2 -1.93+18.18 1. 66+15. 83 47.21+2. 88 40.67+3.48

®2 LPFE LREEEALUT E-Cadherin 35K
Table 2 Treatment of Anlotinib enhanced the expression
level of E-Cadherin in subcutaneous tumor tissues
formed by lung squamous cell carcinoma cells
LB EH B (mg/ kg) E-Cadherin 357K (HHXI 50

Dose of Anlotinib E-Cadherin expression ( relative folds)

3.0 4.50+0. 67
2.0 3.87+0.25
1.0 3.21+0. 10
0.5 2.58+0. 44
0.2 1.83+0. 57

#& 3 RFA  Anlotinib RFA %4 Anlotinib X} LSCC
i e ZH 2R R 0 ) %
Table 3 Inhibition rates of RFA, Anlotinib, RFA +
Anlotinib on LSCC cells’ subcutaneous growth

A~ ZPER N
4 7 REA (0.5 m/ke)  HHHR
Cell lines Anlotinib (RFA+ Anlotinib)
1% ( % ) Inhibitory rates
NCI-H520 11. 64 4.42 53.4
PDC No 1 9.27 6.29 67.4
PDC No 2 5.91 7. 66 42.97
PDC No 3 15.51 16. 6 87.29
PDC No 4 8.53 6.71 60. 1

PDC No 5 8.16 10. 43 58.47
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Note. A, Pictures of tumor tissues. B, Tumor volumes. C, Tumor weights.

Figure 2 The inhibitory effect of Anlotinib on subcutaneous tumorigenesis of lung squamous cell carcinoma
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Note. A, Pictures of tumor tissues. B, Tumor growth curve. C, Expression level of E-cadherin. D, Expression level of N-Cadherin. E,

Expression level of Vimentin.

Figure 3 Anlotinib can upregulate RFA of lung squamous cell carcinoma in nude mice
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