Response to editor and reviewers' comments:
We thank the reviewers and editors for their helpful comments which have served to improve the manuscript. Detailed responses are provided below.
Editorial comments:
1. Please take this opportunity to thoroughly proofread the manuscript to ensure that there are no spelling or grammar issues. 
Manuscript has been proofread.
2. Please upload each Figure individually to your Editorial Manager account as a .png or a .tiff file. Please combine all panels of one figure into a single image file. 
These will are provided in the current resubmission.
Reviewer #3’s comments:
1. MW, Mw and Mw are used interchangeably - are these different or referring to the same unit? 
As noted in line 56 of the manuscript, ‘MW’ is an abbreviation of the term ‘molecular weight’. As noted in line 384, Mw is the symbol for weight-average molar mass. ‘Mw’ is used only in line 356 to indicate a specific selection in the software, because this is the way it appears there. MW and Mw are not interchangeable since one is a molecular property and one is a moment of a distribution which has units of g/mol or Daltons.
2. Parts of the submitted manuscript are highlighted in yellow - is there a reason for the highlight? 
Per editorial instructions, the highlighted sections will be used in the video script. They will not be highlighted in the published article.
3. Line 141 - "approximately 75 uL." Is this constant for a particular instrument? Eg. Treos vs Heleos? 
In general, the protocol pertains to the instruments noted in the Table of Materials addendum that accompanies the manuscript. Specifically to this question, it would be the same for both DAWN and miniDAWN across multiple models (e.g., EOS, Tri-Star, HELEOS, HELEOS II, TREOS, TREOS II and next-generation models). The editorial guidelines specifically rule out “commercial language” in the text, including use of any brand names, so this cannot be clarified in the text.
4. Lines 143-147 - In the beginning of the paragraph, it is mentioned MALS can determine diameter of 25 nm, but towards the end of the paragraph, it can measure hydrodynamic radii of 0.5 nm. It is better to keep them either both diameter or both radii, for effective comparison.
MALS text has been revised to ‘geometric radius larger than about 12.5 nm’. Please note that the geometric radius, rather than rms radius, is used here to provide some intuition about the limitations of the system with the understanding that many, if not most, protein chemists may not be familiar with Rg. 
5. Line 183 - More common to filter SEC-MALS buffers with a 0.1 uM filter as inline 0.1 uM filter can lead to over-pressuring the FPLC system. 
We recommend both pre-filtering the buffer (line 207) and inline-filtering (line 183), both of which are essential. While pre-filtering removes potentially large loads of particulates which might in fact overload the FPLC system if only inline filtering is used, inline filtering is still necessary to remove the smaller number of particles generated by the pump or shed from the degasser and other tubing.
6. Line 192-193 - Vague. Specify which detectors. 0.25 mm tubing between UV-LS, and LS-RI detector, and 0.75 mm tubing from output of RI detector to waste. It is useful to mention what FPLC system and what LS-RI detectors were used in the analysis in the body of the text. "In this study, we use a HELEOS etc." 
The editor’s guidelines specifically rule out “commercial language” in the text, including use of any brand names. All terms in the manuscript must be generic with the specific products listed in the Table of Materials addendum. The MALS and FPLC instruments appear in the Table of Materials.
7. Line 202 - It is useful to mention which SEC column was used in the analysis in the body of the text. "In this study, we use a GE Superdex S200 10/300 increase column." etc 
The editor’s guidelines specifically rule out “commercial language” in the text, including use of any brand names. All terms in the manuscript must be generic with the specific products listed in the material addendum spreadsheet. The column appears in the Table of Materials.
8. Line 241 - Suggestion to dialyze the proteins overnight in desired SEC-MALS buffer prior to running on SEC-MALS to have best signal-noise.
[bookmark: _GoBack]We agree that overnight dialysis is a good practice, but did not include it here for two reasons. The recommended BSA is lyophilized and contains just 2% salts, so the extra effort is not justified. For other proteins, there is a concern that prolonged exposure to the mobile phase may lead to precipitation or other changes in state which might be prevented if exposure to the mobile phase is shorter.
9. Line 387 and 429 - Reference for 5%
References added.
