Supplementary material

In this section we collect in the Tables S1, S2 and S3 the crystal chemical data of the small, medium
size and protein test structures.

Table S1. Crystallographic data of the test structure with a number of non-hydrogen atom in the
asymmetric unit (NASYM) lower than 80 (small-size molecules). ID is the identify number in
Crystallography Open Database or, when in parentheses, the reference number.

Name ID Space group | NASYM Cell content
alleyl 2104682 P -1 66 Ci12 Hios Oy Fey
alley 2225745 R 3¢ 54 ngg H720 N72 036 F€36
allof 2230280 P 6, 22 Cis Hizg N6 Oug
amide (1) P bC21 24 Cs6 H7n Nag Oy
apapa (2) P 42,2 69 Ca0 Hags Nigs O125 Pis
av2pr 2103455 P 6. 56 Ca0s H374 Nug Og3
ax118 3) P ccn 25 Cis2 Hies Nis O24 Clg
azet 2) P ca2, 48 Cies Hias Ng Og Clg
bats 2226585 P -42,c 16 Ciao Hioa I
becker 2017537 P 6;/m 40 Cssq Hazo Nig Ogo P12 Clso Co
bed 2) 14 34 Caos Haos N3z Os2
blake 2016921 C2/c 72 Cs00 Ha20 Neo O160 Clao Pbao
bObby (2) P 213 5 C24 H24 N4 024 Na4 Ca4
butyl 2222707 R-3 22 Csa2 Hiao Nig O3
carbamato 2226134 12/a 59 Cs44 Hio N3z Oug Pis Si6 Aue
carbamide 2219630 Pn 15 Cas Hyo Ny Oy
cephal 3) C2 46 Cias Higs N5 O3
ChOI'OI' 2104300 P 3221 54 sz,4 ngo N12 043
cime (4) C C 18 C40 H7z Nz4 04 S4
cubane 2222097 I-42d 27.5 Cs16 Hags N3z O76 Zn1is
cuimid (2) P 3221 12 C35 H43 N24 Cl(, Cu6
diam ) P 4,/n 15 Ci12 Higo Os
diben 2228788 F dd2 32 Cuass Hass O30 S3p
diole (2) I-42d 12.25 Cmo Hoss 036
eglscrat (5) C 12/cl 12 Ogo Csg Sins Tiy
CI'gO (6) P 212121 58 C224 H352 Og
erica 7N P2 43 C74 Hgs Og P, Fe,
euclor (8) C2/c 21 O;04 Nag Sys K Cuog
ewa 2017580 I mmm 6 Mgi4 Znso Ces,
fegas 9) P 6;/mmc 0.75 Sio Fes Gay
fisk 2017323 P 6;/mmc 0.42 P, Ca, Iny
flubo 2017493 P-3lc 2.17 B; 01, F;, K; Zny Cd,
fnltk (10) 12/c 44 Cs0a Hioz Ny Asg
freies (1D P2/a 6 Si> Ags Sbs Pby
furan 2222612 P nma 4 C](, H|2 O]z C14
giac (12) P 21/0 21 C(,g H32 N4 Os S4
gOld (2) Cc 56 Coa Hing
golen 2230759 14,/a 44 Ces40 Hyos N3z Cl3o
grad 3) P-1 36 Ceo Has Ny Og
hexakis 2226269 C mca 28.5 Cos Hago Nag O232 Vo




hfac 2103750 I4cd 33 Ca24 Hos N3z Oss Fi92 Cuis
hkwOm 2016712 P n2m 7 C4 Hys Ng Og Nay Cly
hovl (2) C2/m 15.5 Si36 PI'56 Ni32
hWk3 201671 1 12 7 C4 H24 Ng Og Na4 C14
indide 2225931 I 4/mcm 4.38 Ruy; In;s Lasgs
inos (13) P2/n 26 Cas Hi12 Ose
jing 2230031 14 33.5 Cio2 Hize Nag Oy Cug
kirillov 2218097 F d-3m 2 Cssa Hygs Nig2 O192 Prgz Cligy Cuyor
kumar 2227526 P-42,c 38.38 Caes Haas Nis On3
lei 2225988 P bca 52 Cs0s Hazo Nug Ous Si6
litho (14) P 22,2, 27 Cos Hizo On2
loganin (2) P 22,2 27 Cos Hios Oso
mag255 (15) P 212121 68 C224 H243 024 N24
mbh2 2) P1 54 Cys H Oy
mema 2223241 R 3¢ 14.11 C216 H4()0 ng Oz Chs
mlx12b 2017265 I4/m 2.38 Oy His P4 V4 Cos
munic 2) C2 40 Cieo Hizg
nabei 1 2016619 Cc 67 Bg Ciso Hizs Nig Og F3, Coy
nabei 2 2016620 C2/c 74 B24 Ci64 Hago N6 O24 Fos Cos
newqb 2) P-1 62 Cos Hso Ng Oz
no55 (2) F dd2 24 Cs20 Hisa Neg
peach (21) P 22,2, 40 Cii2 Hii6 Ni2 Os6
pge2 2) P1 25 Ca H3 Os
photo (16) P 22,2 17 Cais Hs2 Ny Oi6
picol 2217894 P 6522 41.5 Cass Haze Nug O135 Kio Thy,
pocro 17 B 112/m 3.5 K> Seis Crio
pyrid 2219167 14,/acd 10.5 Ca0s Hias Nso O3 Mnye
quinol 2) R-3 24 Ci24 H324 Oi0s
quinone 2103571 P cen 8 Ca0 H32 Os Si6
ramesh 2219800 R -3 40 Csss Heio Nas O126
raufdn 2229326 P4;2,2 33 Cas0 Hies On4
rc62 (3) P2 80 Ci36 O
rifolo (18) P2, 53 Crs Hog N2 Oy
ringe 2016743 P 4/nmm 0.44 Cu, Sby U,
sahlberg 2016995 P 4/mbm 0.62 Mg Scs Gay
salex (19) P-3 15.83 H(,O 059 Na4 Slz K4 Fe5
schwarz (20) P1 73 Cas Hy Oy
seidel 2228989 P 4,n 49 Cs20 Hig92 Nea Zng
selenid 2) P2 25 Cas Hse O4 Ser
sknl (21) P 3, 13 Cy Has N3 O Cls
sliva 2225554 P -43n 24.5 Cs36 Hsoa N72 O120 Nag Pag Sos Nds
solokha 2016696 F -43m 5 Mgz Znsos Ceso
suoa 2) P 2,22 47 Cii2 Hisz Oz
sutovi 2016784 P 63/m 7 H3 041 C17 ASlz Cd24
teoh 2226240 1-4 50 Cs36 H3z0 O4s Snye
tetrakis 2219750 I1-43d 19.58 Cé72 Haso Niga Ous Ps Sa Nij6
thiourea 2230193 Ibca 18 Co24 H30s Nag Si6
tiny3 (22) P 222 33 Css Higo Cls Ng O3,
togrd4 2017713 C2/c 59 Cs92 Hags O3 Clag
totc 2) P 6, 42.5 Ca19 Hago Ose
tpala (2) P 21 39 C56 H34 Ng 014
tph (2) B 2212 39 ngg H240 N24
triosic 2101410 C 2221 435 C224 H303 N56 056 Sg C14
tungsto 2218160 R3 61.33 Cs24 Hais Nsg O126 Fe1n Wie
turl0 (2) P 6522 17.33 Ciso Hogs Ong
wall26 2218446 P -43n 8 Cizs Hagg O3y Tlso




18)

xanthene 2220578 P na2, 67 Ca20 Hazo Ny Ouy

y75 (23) P21/n 34 Cioo Hize Ni2 O
yah140 2230578 P4m 19.5 Cgs Hgo N3z 024 MOz sz
zhang 2222739 C 2/0 645 C304 H4()g N43 0143 Sg Ml’lg
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Table S2. Crystallographic data of the test structure with a number of non-hydrogen atom in the
asymmetric unit (NASYM) ranging between 81 and 400 (medium-size molecules). ID is the
identify number in Crystallography Open Database or the Protein Data Bank code: when in
parentheses it is the reference number.

Name ID Space group | NASYM Cell content
alessia (1) P 212121 212 C476 Hgf,o N4 0368
alleyZ 2104681 P bca 158 Cg(,o Hsgg Nago 0184 Fe4o
amphisin 2012193 P 2,2,2, 102 Ca64 Haos Nag Oos
at119 2228715 P 2,22, 259 Croa Hzop Nug O20z Sis
babu 2222265 Cc 204 Csas Hs76 Nos O192
bedimp ) P2, 96 Ci1o His: Ng Oy
bk53m 2228724 P-1 156 C215 H159 N56 033 Sg
brock 2104241 B 2, 208 Cs20 Hyes Noa Ouis Fes
budka 2229223 P 21/0 153 C564 Hgog 040 Cls
bulged 1P79 P 4212 138 C456 Nms 0488 P4g K24
c8new 3) P2, 130 Cios Haza N3z O3,
cah 4) P2 155 Ca10 Hao Nao O30 Fso
Carbru 1 2016443 P 212121 121 C428 H432 N]6 020 Cllé Ru4
carbru 2 2016444 P 2,22 121 Cazs Huza Nig Oz Clig Ruy
cb3 pap (5) P2i/n 92 Cso4 Hags Ogs
ceholz (6) P2, 116 Ci2s Higo Nis Ogs
ceho2z (6) P2, 232 Ca64 H304 N32 O3
cemclz (7) P2, 228 Caas Haos N3z Oz Clg
cemc2z ) P2, 207 Ca10 Haag Ny Oa00
cephaibol_a 10B4 P22:2 113 Cs0s N72 O
cephaibol C 10B7 P 22,2, 112 C300 N7 072
cofiSa 2218002 P2,/c 107 Csss Hszo O3, Cls
cyclo_bnz 21 03881 P 21 206 C215 H224 Ng 0139
cyclo dba 2103880 P 22,2 219 Csos Hass Nis Oss:
dascob6 2200556 P2, 124 Cisa Hao Nag Ogo Sg
dext (4) P 21 94 C110 H152 074 N4
diene 2226177 P 222, 90 Caes Hugo Biz Fag Pos Rhyn
dioxolan 2011222 P2, 141 Ca20 Hoso N1z Oss Ru,
dodeca (8) P 2,22 200 C568 Ho1» Nog 0136
echino 2101407 p 65 89 Cs63 Hass Noo O102 S12
ergop21 9) P2, 116 C224 H352 O8
gago 2227102 P2/n 129 Ca40 Hagg Nag O1s6 S24 Clos Moos
giorgi (10) P2, 88 Cias Haoo Na Oo4
gllCl2 (1 1) C2 139 Cago Hr60 O6
gna 2WNA C 222, 146 Cass Oss4 Nigz Pos Cois Mgis Brs
guest 2202059 P 2,22 105 Ci24 Haao Ois5 Sg
h104 (12) P2/c 84 Cas2 Hig4 N12 O Cliz
hao 2226460 A ba2 84 Ca16 Hags Nss O1as S16 Gds
helix 1VRZ C2 164 C472 H736 N92 092
hepta 2103676 P 22,2 109 Cass Hsso Ois0
hexa 2103675 P 212121 100 C252 H599 0149
hsyl 15 2225069 P 1’1321 120 C384 H4go N32 064
iak48bm 2225123 P2/ 140 Ca16 Hao6 Oos Ps Asis Ruas
lled (13) P 212121 84 C24O H408 N24 072
inclu rt (14) P1 194 Co7 His7 Oy
jamilas (15) Pl 100 Cis Hes Oz N Sy Ky
jebas 2220423 P21/c 121.5 C342 H456 N32 Ogo 532
kemer 2015969 C2/c 126 Ces Hioss Nigs Oos S72 Cria Erp
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kfb44 (26) P-1 368 Cess Hs76 Nig O3z Sis
lasso 3INIW P 212121 146 Csog Ngz 0104 Sg
macro (16) P 2,22, 123 Ca0 Hazp On
mghex (17) P 3, 95 Cies Hoa0 Nug Ogo Cl6 Mg3
mor59 (18) P2, 126 Cio2 Hizg Nag Ose
0e410 2204692 P2/n 135 Cus2 H320 Nug O12 Pis Teis Ress
ohba 2202173 P 21 92 C162 H174 Nz Ozo
ohba pl 2203226 P1 188 Ciss Hiss N2 Ox
pnib 1AKG P 22,2, 114 Cas0 N72 Oss Si6
quail a 2012678 P 22,2, 81 C20 Hizo6 N3g Ogs
quail b 2012679 P 22,2, 83 Cas Haiz Nig Oes
rac 2211608 P-1 93 Cia0 Hi3s N2y Oy C14 Cuy
rauf20 2220764 P2/n 104 Ca32 Hioa N3z Oy Si6 Cliag
shen 2230103 Pc 90 Cias Higa Ng O4 Coy
s099 2016923 P-1 144 Ca24 Hazz N3 O3,
sr166 (19) P2, 112 Cio2 Hio» O16 Nis
s6 (15) P-1 89 Ciz2 Hig1 Nip O Sy
ta (20) P2, 142 Ci7o Hapa O114
tato (21) P2,2,2, 109 Ca24 Hies Ng Oo4
tb (20) P 22,2, 186 Csa0 Hrza O
tb02rlm (22) P1 197 Cos Haos O11
tensin 2010528 P 222, 107 Casa Hsos Nug Oos
theo 2227537 P 2,22 110.8 Cas0 Hsoo Ns2 Oy
thebo 2008512 P 21/C 112 C3(,() H368 N4g 04()
thio2 2104680 P 21/0 144 C444 Hzgg N12 F72 P24 Slz Ag12
tp (20) P2, 161 Cai0 Haos O
triazole 2221962 P-1 243 Cis7s Haia N7y S5 Clig
trip04e 2100208 P2, 223.5 Cass Haos O1e0 Cly
triostin_a 2101409 P 222 94 Cas6 H360 Nug Ogs Sg
triostin_c 2101408 P 222, 83.5 Ca19 Hags Nug Os; Sg Clg
tval (17) P1 156 Cios Higo Ni2 Oss
winter 17) P2, 88 Cii0 Hizg Na» O3, Clyp
x124 (23) P1 120 C92 H76 N4 012 S4 Cls
y54 (24) P 212121 100 C264 H344 N56 Ogo
zaib (25) P-1 141 Cio3 H316 N3s Os3
zippercl 2WQO I 213 275 C4oog N127z 01224 524 C172
zipperbr 2WQ1 12,3 275 Caoos Ni272 O1224 S24 Broy
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Table S3. Crystallographic data of the 35 protein test structures with a number of non-hydrogen
atom in the asymmetric unit (NASYM) ranging between 200 and about 2000. HA indicates the
number and species of the heavy atoms (Z > 16) in the asymmetric unit. Data at atomic resolution
(up to 1.2A).

PDB code | Space group NASYM HA
1AAS P 4522 200 8Cl
1SHO P 4522 207 8Cl
IHHY P 6522 208 4Cl1

1P91 C 222, 213 None
1ICK P 22,2, 250 None
1AOM 14 255 10S
2BF9 C2 305 1Zn
2ERL C2 305 7S
1A7Z P 2,22, 307 2Cl1
1ALZ P 222, 313 None
1CBN P2, 330 6S
IHHZ P 3,21 354 6Cl1
1BX7 P 4;2,2 365 118
2FDN P 4;2,2 373 16S 8Fe
8RXN P2 392 6S 1Fe
1IRO R3 411 5S 1Fe
1IRN R3 411 5S 1Zn
INKD C2 439 4S
1IGD P 2,22, 468 1S
1C75 P 2,22, 528 3S 1Fe
1BOY P 222 593 9S 4Fe
1CTJ R3 672 3S 1Fe
2PVB P 22,2, 814 3S 2Ca
1A6N P2 892 3S 1Fe
1D4AT P2, 911 3S
3PYP P 6; 983 6S
IMFM P 2,22, 1106 2S 2C1 1Cu 1Zn 4Cd
1A6G P2 1224 3S 1Fe




1CKU P 22,2, 1229 18S 8Fe
ISWZ P 3,21 1254 2C1 3Rb
1176 P222 1315 3S2Ca2Zn
1IM1 P 6, 1496 10 S 2Fe
1IFY2 C2 1685 125 1C1 1Cd
INLS 1222 1810 2S5 1Ca 1 Mn
1GYO0 P 3, 2006 26S 4 Fe




