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SPECIFIC COMMENTS TO AUTHORS 
This is a targeted trial to evaluate the use of arterial tumor perfusion parameters derived 

from contrast-enhanced ultrasound (CEUS) for early monitoring of responses to 

lenvatinib treatment. Such studies have been done previously for sorafenib. In this case, 
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a trial was conducted on 20 HCC patients with unresectable tumors receiving lenvatinib. 

All 3 parameters show a significant change in arterial perfusion as compared to patients 

without the treatment. These data points towards the effectiveness of treatment. Specific 

questions are as follow:  1. It would also be good to compare and contrast the 

magnitude of arterial tumor perfusion changes with previous studies on sorafenib. The 

results would further justify the efficacy of lenvatinib in comparison, and provides 

stronger evidence that this is indeed a suitable biomarker for efficacy.  2. Why is Day 7 

selected as the duration for monitoring? Were there prior studies that examined other 

duration as well? This information would help to ascertain if the conditions for 

monitoring has been optimized.  3. Between patients with steady disease and 

progressive disease, were there any differences in terms of the arterial tumor perfusion 

parameters? This information would be helpful to determine the biomarker is robust 

enough to provide a good read-out of a graded response. 
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