














Curcumin is well known to degrade very fast at pH 7.4. The authors should explain how they could obtain 
100 % of release without any loss. 

As reported by the reviewer, curcumin rapidly decomposed at 37°C and pH 7.4. However, it is known that 
the stability of curcumin is significantly increased in serum added medium as in blood. Several studies 
recently confirmed the high affinity nature of curcumin binding to BSA [ Borsari, M., et al. 2002.  Inorg. 
Chem. Acta., 328, 61;  Barik, K. I. et al., 2003. Photochem. Photobiol., 77, 597] .The interaction with BSA has 
a double effect of solubilizing a higher number of molecules and simultaneously the unique ability in 
offering a strong protection from the oxidative and UV irradiation  damage. By this way, the condition 
selected for the study (PBS/FBS 50/50 v/v) assured Curcumin to keep stable in the release medium.  

 
The internalisation test using quantum dots is not described anywhere in the manuscript. Since it is a very 
important control experiment to validate the authors hypothesis, I would strongly recommend the authors 
to provide more conclusive data. 
 

As suggested by the reviewer, we insert the internalization study into the text. 

 
Some minor points: 
-the title is not appropriate since no targeting capability was tested in the manuscript 

We agree with the referee and change the title in: 

-Novel Curcumin loaded nanoparticles engineered for Blood-Brain Barrier crossing and able to disrupt 
Abeta aggregates. 

 
-some graphics are not referenced in the the text. 
For example:Figure 1E, Table S1 and Fig S1 are not referenced anywhere in the text, so what am I suppose 
to understand with these data. 

We inserted referenced figures along the text 

 
-Some figure legends contain huge amount of information that should be included in the method section 

We re-write figure legends deleting or shifting information. More in detail, we deleted some parts 
describing results and statistical analyses where it described not-significant data. Some significant data 
were shifted in the text. 

 
Comments from the editor: 
1. Please make sure that the resolution of all figures, including the graphical abstract, is sufficiently high, 
and that all text and numbers are clearly visible. 

done 

 
2. As requested by reviewer #2, please shorten the figure legends. 

done 
 
 



 
 
 
For further assistance, please visit our customer support site at 
http://help.elsevier.com/app/answers/list/p/7923. Here you can search for solutions on a range of topics, 
find answers to frequently asked questions and learn more about EES via interactive tutorials. You will also 
find our 24/7 support contact details should you need any further assistance from one of our customer 
support representatives. 

http://help.elsevier.com/app/answers/list/p/7923
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