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S1. Comprehensive Class A Peptidomimetic Library.
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S2. Comprehensive Class B Peptidomimetic Library.
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S3. Comparison of Class A and B Inhibitors.
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13A 28B e 92% 34% 3.1+03 n/t
18A 29B K 67% 18% 16.0 4.2 nit
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S4. X-Ray Data Collection and Refinement Statistics.

Data Collection HKU4-CoV HKU4-CoV HKU4-CoV HKU4-CoV
3CLP":1A(4YOl) | 3CLP™:2A(4YOJ) | 3CLP™:3B(4YOG) | 3CLP"(4Y09)
Space Group |:’212121 |:’212121 |:’212121 P3121
a b, c (A 57.81, 87.99, 57.93, 88.34, 57.80, 87.53, a=b=280.32,
» 113.96 112.88 112.99 179.54
a, B,y (°) 90, 90, 90 90, 90, 90 90, 90, 90 90, 90, 120
Resolution (A) 1.82 1.90 2.00 2.30

Resolution range

29.9-1.82 (1.88-

26.3-1.90 (1.97-

28.6-2.00 (2.25-

26.3-2.30 (2.69-

(A) 1.82) 1.90) 2.00) 2.30)
Total reflections 931,692 1,439,677 1,035,166 1,168,282
collected

Unique reflections 53,467 46,594 39,549 30,634

R erge (%) 12.0 (72.9) 11.3 (85.3) 12.2 (87.4) 7.9 (97.6)
Roim (%) 4.6 (29.1) 4.4 (34.6) 4.8 (39.4) 2.4 (28.4)
I/ol 31.86 (3.0) 253 (3.5) 16.5 (1.7) 43.8 (3.0)
% Completeness | 99.2 (94.1) 99.9 (100.0) 97.3 (95.2) 99.8 (99.9)
Refinement

Reflections in 52,950 46,488 38,445 30,498
working set

Z;ﬂec“ons Intest | 5 ooz 1,099 1,099 2007
Rori (%) 17.35 16.03 16.97 19.28
R,.. (%) 20.97 20.93 20.99 25.44
Wilson B factor (A) | 20.3 20.7 25.8 48.1
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