Site conservation threshold results. Coverage and accuracy of the site conservation approach
using the MUSCLE alignment at various conservation thresholds are provided. The best overall
performing threshold (highlighted in red) is solely discussed within the text.

Method Coverage | ACo00" | Performance
100% 0.00 (0) 0.00 (4) 0.00
95% 0.15 (5) 0.24 (19) 0.19
90% 0.29 (10) 0.30 (34) 0.29
85% 0.59 (20) 0.35 (58) 0.46
80% 0.59 (20) 0.28 (71) 0.41
75% 0.59 (20) 0.23 (88) 0.38

Rate4Site threshold results. Coverage and accuracy of Rate4Site using the MUSCLE alignment at
various conservation levels is provided. While the overall performance at threshold level 8 is the
best, the text solely discusses the results at level 9 (highlighted in red) since the accuracy of level 8
is greatly diminished.

L) O ::::::(t:i Per?:fr;ZIILce
Level 9 0.50 (17) 0.37 (46) 0.43
Level 8 0.82 (28) 0.25 (114) 0.45
Level 7 0.88 (30) 0.16 (192) 0.40
Level 6 0.97 (33) 0.13 (262) 0.38

Evolutionary trace threshold results. Coverage and accuracy of the ET approach at various tree
cut levels using the MUSCLE alignment are provided. While the overall performance at cut level 14
is marginally the best, the text solely discusses the results at cut level 12 (highlighted in red) since
its accuracy is substantially better.

Method Coverage | picliiey | Performance
ET (cut level = 8) 0.15(5) 0.24 (21) 0.19
ET (cut level = 10) 0.32 (11) 0.29 (38) 0.30
ET (cut level = 12) 0.44 (15) 0.27 (56) 0.35
ET (cut level = 14) 0.56 (19) 0.21 (89) 0.36
ET (cut level = 16) 0.59 (20) 0.17 (116) 0.35




SDPpred threshold results. Coverage and accuracy of SDPpred using the MUSCLE alignment at
various conservation levels are provided. The best overall performing threshold (highlighted in red)
is solely discussed within the text.

Method Coverage | plcliiey | Performance
Z-score 6 0.12 (4) 0.27 (15) 0.19
Z-score 5 0.12 (5) 0.20 (25) 0.17
Z-score 4 0.15 (5) 0.13 (38) 0.14




