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BACKGROUND DIFFERENTIAL EFFECTS OF SUNITINB ON PRIMARY TUMOR AND METASTASIS

Primary tumor growth:

- Sunitinib is a drug with anti-angiogenic activity used in the treatment of patients

with metastases from renal cell carcinoma or gastrointestinal tumors. Untreated group Treated group (11 days)
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describe primary tumor and metastatic dynamics in response to sunitinib in a
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clinically relevant ortho-surgical mouse model of spontaneous metastatic |
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Primary tumor - metastatic growth dynamics: Treated group (11 days)
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Orthotopic xenograft breast model: Treatment acts differently on primary and secondary tumor growth
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Mixed-effects population approach. Table: Population parameters for the treated group.

Log-normal distribution for the individual parameters:

estimate (CV %) unit r.s.e. (%)
log(v;) ~ log(¥pop) + 15, 1mi ~ N(0,w?) lpop  1.009e-04 (117.476) mm~3- day~'  23.483
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Z; : individual covariate ey 10g(11;) = log(tpop) + Bxi +miy, 1 ~ N(O, W2)

REFERENCES CONCLUSIONS

These results confirm a differential effect of sunitinio on primary (localized) tumors
compared to secondary (metastatic) disease. Our results suggest that Ki67+/CD31+,

[1] Ebos, J. M. L., Mastri, M., Lee, C. R., Tracz, A., Hudson, J. M., Attwood, K., Cruz- Munoz, W. R.,
Jedeszko, C., Burns, P., and Kerbel, R. S. (2014). Neoadjuvant antiangiogenic therapy reveals contrasts in
primary and metastatic tumor efficacy. EMBO Mol Med, 6(12):1561-1576 CTCs and MDSCs measurements might help in personalized prediction of

[2] Benzekry, S., Tracz, A., Mastri, M., Corbelli, R., Barbolosi, D., and Ebos, J. M. L. (2016). Modeling metastatic potential and thus aid in predicting benefit in overall survival for preoperative
spontaneous metastasis following surgery: an in vivo-in silico approach. Cancer Res, 76(3):535-547. antiangiogenic freatments.



