




May 25, 2000

The Editors,

Immunity, Cell Press, 

1050 Massachusetts Avenue, 

Cambridge, MA 02138 

Dear Editor,

I wish to submit the revised manuscript I0003007 titled ‘Crystal Structure of the Ligand-binding Domain of a Human Fc(RIII’ to Immunity for the consideration of publication. 

The main points of revision are listed below.

1) Biochemical studies on the binding stoichiometry. 

Both reviewer had serious reservation regarding to the biochemical binding experiments presented in our earlier manuscript and suggested a more complete approach using equilibrium gel filtration experiments.  We have since carried out these gel filtration binding studies under both equilibrium and non-equilibrium conditions similar to those experiments described by earlier studies of Sondermann as well as the Bjorkman group.  These new results are now included in this revised version. 

2) We have recently obtained a new form of Fc(RIII crystal that diffracted to 1.8 Å resolution. The structure has since been refined to this resolution instead of the previous 2.3Å resolution. The results of this new crystal form are included in the current manuscript.

Other minor concerns of both reviewers have also been addressed through out the manuscript.  These include:

3). Number of C( atoms are provided together with the r.m.s. values.

4) Table 1 now include the percent residues in all four regions of the Ramachandran plot.

5) A section of the electron density map calculated with refined structure is presented.

6) The title has been revised to reflect the reviewer’s concern on the receptor oligomerization model.   The receptor dimerization model is still presented here for the following reasons. A) Even though dimers AA and BB are related by translational symmetry, it is actually not common in crystals to have translational related molecule interacting with each other except in P1 space group.  In most crystals, they are separated by rotational symmetry molecules.  B) In our current crystal lattice, the AA or BB interface is in fact much larger than other intermolecular interfaces.  Namely, the parallel dimer associations appear to be stronger than other inter-molecular interactions. 

Please find the enclosed five copies of the manuscript and the diskette containing the following files:

cd16.doc

the manuscript in MS-Word (PC) format

table1.doc


table 1 in Word format

table2.doc


table 2 in Word format

cd16.rmd; cd16.rmx

references in ‘Reference Manager’ data base format


I look forward to your favorable response.





Sincerely,





Peter D. Sun





National Institute of Allergy and Infectious Diseases





National Institutes of Health





12441 Parklawn Drive,





Rockville, MD 20852





Tel: 301-496-3230





Fax: 301-402-0284





E-mail: psun@nih.gov

