To check whether there is biasing of the results by the better resolved BR structures as compared to mammalian rhodopsin structures, we examined the subset of the BR structures where the resolution is comparable to that of the set of mammalian rhodopsin structures. The resolutions of mammalian rhodopsin structures vary between 2.2 and 2.8Å. Among the 48 structures of BR, there are 21 structures with comparable resolution (i.e. between 2.2 and 2.8 Å), and there is one structure with a resolution worse than 2.8 Å, namely 1brr which has a resolution of 2.9 Å. The list of these structures is given in Table I. We verified that differences in resolution do not affect our conclusions by the following means:
1) The FIRST dilution plot of 1brr is an example par excellence for the typical features of BR structures (correlation of mutually rigid clusters with individual helices, as opposed to the cooperative unfolding of the largest rigid cluster observed in rhodopsin structures).
2) We calculated the folding core energies for the subset of 22 structures in Table I and compared them to the BR and mammalian rhodopsin results shown in the paper. 
3) We calculated the long-range interaction dilutions for the subset of 22 structures in Table 1 and compared them to the BR and mammalian rhodopsin results shown in the paper. Please note that we provide a better explanation of “long-range interaction dilution” in the paper, and in response to “minor suggestions”, below.
1) Comparison of the dilution plots.
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Figure 1: Dilution plot of 1brr, the worst resolution BR structure.

As shown in Figure 1 , the dilution of the worst BR resolution structure follows the same unfolding path as the BR structures shown in the paper (Figure 2A of the paper). For the other dilution plots please click on the PDB ids listed in Table1 below, or follow the respective links in the supporting website. All dilution plots are stored in the supporting website.
	PDB ID
	Resolution

	1ap9
	2.35

	1brr
	2.9

	1brx
	2.3

	1cwq
	2.25

	1dze
	2.5

	1iw6
	2.3

	1iw9
	2.5

	1ixf
	2.6

	1jgj
	2.4

	1jv7
	2.25

	1pxs
	2.2

	1q5i
	2.3

	1qm8
	2.5

	1s52
	2.3

	1s54
	2.2

	1tn0
	2.5

	1tn5
	2.2

	1ucq
	2.4

	1x0i
	2.3

	1x0k
	2.6

	1x0s
	2.5

	1xji
	2.2


Table I:  Subset of BR structures with resolution between 2.2 and 2.8 Å. For other dilution plots please check the following supplementary website link:  

http://www.cs.cmu.edu/afs/cs.cmu.edu/project/structure-22/oznurEsther/FIRST/POST/EditedDilutionPlots/PDBTM/NEW/WHATIF/onlyatom/BR
2) Comparison of folding Core Energies:

We compared the folding core energies of the subset of 22 BR structures with resolution between 2.2 and 2.8 Å and the worst BR structure 1brr to that of MR and BR average values reported in the paper. The average folding core energies in the BR structures of this subset do not resemble those of MR, but instead further emphasize the differences between BR and MR structures reported in the paper. The results are summarized in Table II.
	
	All BR structures (as in original paper)
	All MR structures (as in original paper)
	Br structure with resolution worse than MR resolution (pdb id 1brr, resolution 2.9 Å)
	BR structures 

worse than 

best MR resolution (2.2)

	Number of structures
	48
	5
	1
	22

	Folding core energy
	-1.98

 ( std:0.75)
	-4.12 

(std :1.74) 
	-0.47 
	-1.84

 (std: 0.67)


Table II: Comparison of the average folding core energies of the BR low resolution structures with those of MR and BR structures reported in the paper.
3)  Dilution of Long –Range Interactions:
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A)  

Similar to the comparison of folding core energies described above, we also compared the dilution of long-range interactions statistics of the subset of 22 BR structures with resolution comparable or worse than MR structures to those of MR and BR average values reported in the paper (Figure 2). In all the three scenarios: Helix-Helix, Helix-Loop and Loop-Loop, the relative number of occurrences in each interval is slightly changed but the trend remained the same as reported in the paper. For example, in the paper, we wrote about the helix-helix contacts that “the energy cutoff values are always lower than -2.00 kcal/mol for mammalian rhodopsin, while 91% of the corresponding values for BR have energy cutoff values higher than -2.00 kcal/mol.” Very similar values were obtained for the subset: 90.09% was obtained for the entire BR set of 48 structures, while 90.06 % was obtained for the subset of 22 BR structures.
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Figure 2. Comparison of long-range interactions persistence for the subset of BR structures with resolution comparable to those of MR. These figures correspond to Figure 6 in the paper, where only the original BR and MR datasets are shown. A. Helix-helix dilutions. B. Helix-loop dilutions. C. Loop-loop dilutions.
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