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In Figures 3 through 7 the resulting fit of the model vs the observations for the various treatments on log-10 scale. The vertical error bars are the 50%-IQR on the predictions the model provides (Monte-Carlo simulation wit h N = 1000) while the pink area is the 50%-IQR on the observations. The individual paths of the two data sets are produced by taking the geometric mean of the data at the various time points. 

Background Methods

• Situation: Bevacizumab is an anti-angiogenic drug commonly administered contaminantly with chemotherapeutic drugs for advanced nonsquamous non-small cell lung cancer (NSCLC). Bevacizumab administration transiently enhances chemotherapeutic drug delivery, resulting in increased efficacy of chemotherapeutic drugs [START_REF] Zhao | Bevacizumab in combination with different platinum-based doublets in the first-line treatment for advanced nonsquamous non-small-cell lung cancer: A network meta-analysis[END_REF].

• Objective: This analysis attempts to characterize tumor growth dynamics as measured by fluorescence in response to concurrent vs. sequential administration of pemetrexed-cisplatin and bevacizumab in NSCLC tumor carrying mice.

• Experiment: Data comes from previous experiment [START_REF] Mollard | cells damaged by the cytotoxics are modeled via two cell death compartments parameterized by coefficient K[END_REF] where 77 mice were randomized into 5 treatment groups: i) control (saline, N=15), ii) beva then pemetrexed-cisplatan after 3 days iii) beva then pemetrexed-cisplatan after 8 days iv) concomitant beva + pemetrexed-cisplatan v) pemetrexed cisplatin alone

• Statistical Analysis: Tumor size was evaluated by fluorescence and the resulting data were analyzed using the stochastic approximation expectation maximization algorithm implemented in Monolix 2018 R1. Standard model diagnostics were completed using various R packages as well as other components of the Monolix Suite. 
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Fig 1 :

 1 Fig 1: Log-10 observed vs. log-10 individual predictions (spline in yellow). The model least accurately predicts the dynamics of larger tumors. This is in part due to the structure of the measurement error (proportional) but is also due to the relative richness of the data set in smaller tumors.
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 2 Fig 2: Adapted Generalized Logistic Growth Model