Dear Professor Perrie,

Thank for your comments and those of the reviewer. The manuscript has been modified (in red) accordingly. Please find below our point-by-point answers.

the remaining issues are:

- potential for overage still not discussed in the article (the authors have included an overfill, which is ok). For drugs with significant degradation, an overage might be reasonable (intentionally increasing the concentration a few percentage above the label concentration).

Thank you for your comment, we add a sentence in our discussion part. 

“The fact that our initial cisatracurium concentration, for the unique pilot batch produced for stability study, equals 97% of the rated concentration leads to a reduced shelf life as it will reach the limit of 90% of the nominal concentration earlier than with a 100% initial concentration. 
Because the rate of lost potency is constant [3, 4], this issue could be overcome by using an overage in our process of compounding ampoules, as it is mentioned in Nimbex® drug product information[45]. Even if overage is usually discouraged according to ICH Q8 R2[46], in our case, it is an interesting add-on initiative that needs to be considered, even if it needs to accurately define a potential amount justification for this drug with a very low therapeutic margin.   
Also, a stability study should be performed to assess the shelf life of cisatracurium ampoules with a defined overage.“

- th ICH evaluation of data with a linear fit is ok, it is not uncommon to have rsquared in the range 0.7-0.8 and this is fine. No timepoints should be discarded, as they represent the actual variability (unless there was an assignable cause for disqualifying these values).  I would strongly recommend replacing figure 4 with figure 1 from your response, as it is a result of a more formal statistical data treatment according to ICH.

Thank you for your comment ; as we mention in material and methods part, we first build our stability study protocol using first the European Society of Hospital Pharmaceutical Technologies-French Society of Clinical Pharmacy (i.e. GERPAC-SFPC) guidelines and we think more coherent to show results according this methodology ; as you suggest, we compare our method with ICH methodology, as you mention, that provide a more formal statistical analysis, and we add the requested figure (in supplementary data). 

At 5% degradation per year, the 97% initial assay would decrease the shelf life by about 3/5 years and this should be discussed in the article.

Thank you for your comment, we add a sentence in the discussion part. 

“The fact that our initial cisatracurium concentration, for the unique pilot batch produced for stability study, equals 97% of the rated concentration leads to a reduced shelf life as it will reach the limit of 90% of the nominal concentration earlier than with a 100% initial concentration. “

Consider adding your response on mass balance and diastereomers into the actual article.

Thank you for your comment, we add a sentence in the discussion part. 

“Since chemical reference substances for cisatracurium DPs are not available, we cannot quantify them. In view of potential differences in molar absorbance between DPs, we cannot draw conclusions about the mass balance by using the DPs’ %area. Nevertheless, if we compare the %area loss of cisatracurium between T0 and M15 or M18 with the %area increase in DPs over the same period, the difference is approximately ±2%.
[bookmark: _GoBack]Cisatracurium diastereoisomers would have been detected by our HPLC-UV method; indeed we analyzed the atracurium CRS and found three different retention times for the trans-trans, cis-trans and cis-cis diastereoisomers.”
Thank you for considering the revised manuscript and supplementary materials for publication.

Yours sincerely,

Dr D. Lannoy

