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Evaluation Table 1 of 2 (Please tick as appropriate:  4 – Excellent, 3 – Very Good, 2 – Good, 1 – Fair, 0 – Poor, Not App: Not Applicable). Please add a short comment if the evaluation is Fair or Poor

	Scientific soundness and significance
	4
	3
	2
	1
	0
	Not App
	Comment

	Wide relevance/interest of the research theme 
	
	X
	
	
	
	
	The theme that was treated is of high interest to link the preclinical to the clinical framework, advancing Simeoni translational approach.

	Objectives well defined and scientifically supported
	X
	
	
	
	
	
	The objectives are clearly explained in the thesis.


	Adequacy of the methodological approach
	X
	
	
	
	
	
	The approach used is adequate for the scope of the work.


	Quality of the experimental setup
	
	X
	
	
	
	
	The experimental setup is adequate despite the limitation of data availability in the public space.


	Novelty of the approach
	X
	
	
	
	
	
	The thesis proposes innovative approaches to further improve the translatability of preclinical results.

	Contribution to knowledge in the field
	
	X
	
	
	
	
	The first application is of great interest in the field, since it could allow to translate not only the efficacious exposure but also a prediction of the PFS (main clinical endpoint in oncology studies).


	Quality of the results 
	X
	
	
	
	
	
	The results clearly shows the advantages of the proposed approaches.

	Discussion and conclusions valid and properly supported
	X
	
	
	
	
	
	The discussion clearly highlights the pros and limitations of the proposed approaches.



Evaluation Table 2 of 2 (Please tick as appropriate:  4 – Excellent, 3 – Very Good, 2 – Good, 1 – Fair, 0 – Poor, Not App: Not Applicable). Please add a short comment if the evaluation is Fair or Poor

	Written Document
	4
	3
	2
	1
	0
	Not App
	Comment

	Quality of the Abstract (is it exhaustive?)
	X
	
	
	
	
	
	The abstract contains all the relevant information.


	Document organization. Suitable balance of  he component parts of the thesis
	X
	
	
	
	
	
	The content is well balanced between appendixes and main body.


	Adequacy of the references
	
	X
	
	
	
	
	The references are adequate. 


	Clarity 
	X
	
	
	
	
	
	The document is clear in the content and well balanced among the sections.


	Communication effectiveness
	X
	
	
	
	
	
	The pursued objectives and proposed approaches are effectively presented in the introduction and discussions sections.


	Properly supported discussion and conclusions
	X
	
	
	
	
	
	The discussion clearly highlights the pros and limitations of the proposed approaches.



	Comments/Notes

	Please add here any further comments/notes that might be useful to the PhD Candidate for improving the final version of the thesis.

PLEASE NOTE THAT THE FOLLOWING SECTION WILL BE FORWARDED TO THE PhD CANDIDATE

Use additional pages if needed
The thesis is well written, with clear objectives and results. The different chapters are well balanced between main text and appendixes, resulting in an effective communication of the characteristics of the approaches proposed and of the advantages and limitations of these new methodologies. 
Very few minor comments/edits:

Section 1.1.4: “all the animals are clinically evaluated daily and weighted twice a week”. This is not necessarily true and depends on the study protocol (sometimes they are weighted every day and dose adjusted consequently). I suggest generalizing this sentence.

Section 1.1.5 (overall survival): I suggest including the definition of intent-to-treat population.

Chapter 1.2: “It is characterized by a learn and confirm paradigm which is shown in Figure 1.2 along with several application in different”. This sentence seems incomplete.

“In clinical trials, PK/PD modeling characterizes the impact of intrinsic (e.g., genetic factors, organ function) and extrinsic (e.g., drug interactions, diet) covariates on drug exposure and efficacy.”. I would include also demographics in the list of intrinsic factors, since are the most important ones that are evaluated.

“For example, modeling can predict how a patient's liver function might alter the drug's effectiveness.”. Liver function usually impacts pharmacokinetics and not the drug’s effectiveness. Check this sentence.

Section 1.2.2: “Additionally, model-based estimates of early TGI metrics or predicted time courses of tumor dynamics have been shown to predict OS in later development stages”. I would include some references for this statement.
Section 3.2.1: “The complete list of analyzed experiments with information on the administration protocols can be found in Table B1 and Table B2 in Appendix B for pancreatic cancer-Gemcitabine hepatocellular cancer-Sorafenib, respectively.”. It misses an “and” between cancer-Gemcitabine and hepatocellular cancer-Sorafenib.

Section 3.4.1: “In particular, the two median tumor profiles result very closed for the entire”. Replace “closed” with “close”.

Figure 3.7: “Ultimately, both the predicted median PFS of 4.3 months (90%PI 3.6-5.2 months) and the PFS curve align well with the observed data (Fig. 3.7).”. I don’t fully agree with this statement. The median predicted PFS is out of the CI for 3 out of 4 studies. I’d comment on that in the text. In addition, also the shape of the PFS vs time curve seems not to fully capture the observed data, especially towards the end. 
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