
Mutation combination # sequences
Stabilizing/

destabilizing 
(Rosetta score)

 combination of 
compensating mutations?

46I,90M 521 -,+ +

54V,82A,90M 420 +,+,+ -

46I,84V,90M 344 -,+,+ +

84V,90M 342 +,+ -

54V,82A 332 +,+ -

46I,54V,84V,90M 325 -,+,+,+ +

46L,54V,82A 314 -,+,+ +

46L,54V,82A,90M 299 -,+,+,+ +

46I,54V,82A 243 -,+,+ +

46I,54V,82A,90M 219 -,+,+,+ +

54V,84V,90M 144 +,+,+ -

54V,90M 116 +,+ -

30N,90M 108 -,+ +

46L,90M 94 -,+ +

46I,88S 88 -,+ +

30N,46I 86 -,- -

46L,82A 86 -,+ +

82A,90M 79 +,+ -

54L,84V,90M 74 ?,+,+ ?

46I,84V 73 -,+ +

32I,46I,82A,90M 67 -,-,+,+ +

48V,54V,82A 67 +,+,+ -

46L,54V,84V,90M 62 -,+,+,+ +

46I,47V,54V,84V,90M 58 -,?,+,+,+ +

32I,46I,47V,54M,82A,90M 57 -,-,?,+,+,+ +

46I,54V,82F,90M 57 -,+,+,+ +

48V,54T,82A 57 +,+,+ -

46L,54V,82A,84V,90M 56 -,+,+,+,+ +

46L,54V,82A,84V 56 -,+,+,+ +

46I,54V,76V,82A 55 -,+,+,+ +

54V,82A,84V,90M 53 +,+,+,+ -

46I,50V,54V,82A,90M 52 -,?,+,+,+ +

48V,54V,82A,90M 52 +,+,+,+ -

46I,54V,84V 51 -,+,+ +

Table S5: Predicted stabilization/destabilization effect of frequent major DRM 
combinations 


