LigandCross: Shuffling Ligand |

Similar to Vertex’s BREED: J. Med. Chem. 47, 2768 (2004)
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SO writer

> |ssue TIP/LigandSearch

> |ssue TIP/SiteSimSearch

> |ssue LigandCross

> Filter and locate results in KKB

> Dock and visualize results
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Step 1: Find Co-complexes and Sites from Ligand-Structure-Se

Molecule ligname | similarity | pdbcode | siteeid |FourCode |pdblD | pdbBnxNumber | proteinid title classification source compound |releaseDate| journalTitle journalReference exptype
MOL_ID: 1;
MOLECULE:
PROTO-
ONCOGENE
TYROSINE-
PROTEIN
KINASE LCK;
CHAIN: A;
MOL_ID: 1; ORGAMISM_SCIENTIFIC: FRAGMENT: Elﬁg'?aﬂll:i%
HOMO SAPENS; ORGAMISM_COMMON: | PROTEIN STRUCTURES
NHs HUMAN; GENE: LCK; KINASE; GUIDES USE OF
EXPRESSION_SYSTEM: SPODOPTERA | SYNONYM: LIGAND
NH D FRUGIFERDA, PSE-LCK, -
Tl 1 2pl0A 1308707 || 2pl0 2pl0 | 1305799 42526 LCK BOUNDTO | 1) NSFERASE | EXPRESSION_SYSTEM_COMMON: LYMPHOCYTE | ne-ocToo7 | SELECTVITY PROTEINS 2007 KR
IMATINIB - . PROFILES TO DIFFRACTION
FALL ARMYWORM, CELL- PREDICT INACTIVE
EXPRESSION_SYSTEM_WECTOR_TYPE: | SPECIFIC )
Nc) PROTEIN. CONFORMATIONS:
’ |ON_Sv STEM_PLASMID: TYROSINE STRUCTURE OF
LCKAMATINIE
KINASE, LK, COMPLEX
T CELL- '
SPECIFIC
PROTEIN-
N TYROSINE
~M / . -
I N KINASE..EC.
P 27102
4'»1),7' ENGINEERED:
VES
. cn-—(o MOL_DD: 1;
h\ B D’J\ﬂ MOLECULE:
e NS Ny, A -
N bl ; ORGANISM_SCEENTIFIC: PROTO
[ J ALLUS: ONCOGENE
IM_COMMON: CHICKEN; GENE: TYROSIE- C-ERC BINDS TO
NH o SRC; EXPRESSION_SYSTEM: PROTEN THE CANCER
T STRUCTURE OF ESCHERICHIA COLT : KINASE SRC; DRUG IMATINIB
N CHICKEN C-SRC EXPRESSION SYSTEM COMMON: CHAIM: A, B; WITH AN INACTIVE
! M_COMMON: ) c
STl 1 20igA 1145914 | Zoig 20ig | 1125109 26318 nASE TRANSFERASE | BACTERIA; FRAGMENT: | 5p papo7 | ABLCKT STRUCTURE V. 15288 | XHAY
DOMAIN IN EXPRESSION SYSTEM STRAIN: KINASE CONFORMATION | 2007 DIFFRACTION
COMPLEX WITH BLZADET - : DOMAIN; AND A
-~ THE CANCER ! | SYNONYM: DISTRIBUTED
ol DRUG IMATINIB. Eﬁgfﬁg’_m“—s\(s“"‘—wCTOR—TYPE' PE0-SRC, C- THERMODYNAMIC
EXPRESSION_SYSTEM_PLASMID: sncj PP?“’ PENALTY.
PET2E SRC; EC:
27102
ENGINEERED:
YES
MOL_ID: 1;
MOLECULE:
PROTO-
ONCOGENE
TYROSINE-
ELT;E'N ABL1: STRUCTURAL
NHs HUMAN ABL MOL_ID: 1; ORGAMISM_SCIENTIFIC: CHAMN: A B | BIOLOGY
KINASE HOMO SAPENS; ORGANISM_COMMON: | "™ ™ CONTRIBUTIONS
HH o DOMAIN IN HUMAN; GENE: ABL1, e TO THE ACTA YRAY
Tl 1 2hyyA | 918207 | Zhyy 2hyy | 904013 16861 COMPLEXWITH | TRANSFERASE | EXPRESSION_SYSTEM: SPODOPTERA | /o "o 0 | 16-JAN-07 | DISCOVERY OF CRYSTALLOGR. SECT.D | jo oo
IMATINIB FRUGIPERDA, ABELSON DRUGS TO TREAT | V.63 80 2007
(STIST1, EXPRESSION_SYSTEM_COMMON: MURIE CHRONIC
[\) GLIVEC) FALL ARMYWORM I:EUKEHIA MYELOGENQUS
VIRAL LEUKAEMLIA.
ONCOGENE
HOMOLOG 1;
EC:2.7.10.2;

Eidogen-Sertainty



Step 2: Find Other Receptor Sites from Site-Similarity Search
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Step 3: LigandCross — Mixing Ligand Features from Aligned Sites

[ Chains | Chain Alignments | Sites I Site Alignments. |
te B

pdb2pl0is1 309707 (chain A)

pdb2ofis916548 (chain B)

podb2tlEis1 396160 (chain A)

pb2e2h1is1 284638 (chain B)
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Kinase Knowledgebase (pIC50)

Bayesian Model Predictions (PP)
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Step 5: LigandCross Ligands reDocked into s1309707
—
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Example Potent Kinase Inhibitors (‘added biversity”)
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4336533 LCK prval: 11.00 4302493 CDKS pval: 10.54 4332561 KDR pval 10.52 4315145 PHIG pval 10.40 4336686 PHA pyal 10.00
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4291996 IKB pval: 5.70 42058857 FAKZ pval 5§.22 4373725 PTHZB pval: §.22 1788 ZAPTO pval: 510 2425813 PTPMA pval: 5.96 4303129 MAPSKZ pval: 4.70




Potent Kinase Inhibitors Docked (s1309707)




LigandCross Exa

.
L
P

4343445_8009_27

4272835 _2425813_23

4363734 _4291996_2

4343448 809 _27:
CDK4: 6.80 CDK2: 5.63 CDK2: 6.12 CDC2: 5.58 CSK: 5.99 CDK5: 6.81
CDK4: 6.80 CDK2: 5.63 CDK2: 6.12 CDC2: 5.58 CDK4: 6.80

4272835 2425813 _23:
PTPN1: 4.24 PTPRA: 4.21

4363734_4291996_2:
RAF1: 9.00 MAPK1: 5.29 BRAF: 8.05 BRAF: 8.52

4208857 4208857 _1:
FAK2: 8.22 KDR: 5.86 PDGFRB: 4,90 EGFR: 417 ER

BB2:5.23

HH
@“@% s e i | 900 _sTI 1:
MH_ = %@ Fr PDGFR: 8.00 PDGFR: 8.00 ABL: 6.10 PDGFRB: 8.00 PDGFR: 8.00
Cn | . ABL: 6.10
. ,H.\”/NH

M 242_A96_5:

LCK: 9.40

4208857 4205857 1 800_STI_1 247 MO 5
| 242_MUH_1:

"0 %

242 WUH_1

242 MUH_2

405 _STI 1

LCK: 9.40 TEK: 7.68 KDR: 8.22 MAPK14: 9.00 JAK3: 6.81

242 MUH_2:
KDR: 8.40 TEK: 8.40 TEK: 8.40 KDR: 8.40 TEK: 8.40 KDR: 8.40

406_STI_1:
BCR_ABL: 8.40 BCR_ABL: 5.30 LYN: 8.06 ABL1: 8.07 ABL1: 8.40
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Murcko Assemblie
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Murcko Assemblies: Contiguous ring systems plus chains that link two or more rings
"The Properties of Known Drugs. 1. Molecular Frameworks", Guy W. Bemis and Mark A. Murcko, J. Med. Chem. 1996, 39, 2887-2893.




Positional Murcko Assemblies (parent inhibitors docked into $1309707)




i~
)

A KDR Enzyme Assay | 7.4437
_r KDR Enzyme Assay 74437
£ e
= & HDR Enzyine Azsay 7.0088
POGFR Enzyme Assay 7
PRHCA, Enzyine Lzsay 41427
PRECA, Enzyine Azsay 41427
ABL Enzyine Azsay E.3979
EGFR Enzyine Azsay 4181
[j\(}ﬁ POGFR Enzyme Azsay 7
N D§/© POGFR Enzyme Aszay 7
N;': NH POGFRBE Cell-Bazed Azsay | 71871
ﬁj AFL Enzyme Lssay £.3974
POGFRE Cell-Bazed Lzsay | 6.2218
PDGFRB Enzyine Azsay 7
POGFRA Enzyine Azsay 52218
ABL Enzyme Azsay E.53979
POGFRE Cell-Bazed Azsay | B.7696
MH
" RIDCK Enzyine Azsay .54
MH . ROCK1 Enzyine Azsay E.5229
s
e M
7 . IRAKS Enzyme Assay | 58370
Fy PRECA, Enzyine Azsay 49788
\N“Il‘mf© PRKCD Enzyime Lzsay 4.4039
- | ABL Enzyine Azsay 5.7447
T EGFR Enzyme Assay 4

LigandCross Results: Positional Murcko Asse
from docked Ki inhibi

Kinase Activity ?7?7??
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LigandCross CAU/siteSimi '

o Extract CAU/2RH1 Site (siteEID: 1276810) from TIP

» Issue siteSimilarity Search against siteEID: 1276810

« LibDock 20-30 Bioactive Molecules (betal-adrenergic active+ CAU
similar)

« LigandCross CAU and siteSimilar Ligands w/Docked BioActives

¢) EidogenSert@nty



TIP/SiteSimilarity S

Site Name EaPREEH]N

=L NS PDOB Co-crystal
Confidence [iuuk:
Resolution EixENd

CALL 23-1-19H-Carbazol-4-yloxy)-3-
(izopropylamina)propan-2-al

Parent e H,

Description

Query: Zrh1AS1276810
Total Sites Found: 399

Same-Fold Sites: 258 (89.7%)
Dissimilar-Fold Sites: 41 (10.3%)
Ligands: Fredicted 354 (88.7%)
eI 15 (3 8%)
MNAD 11 (2 8%)
ATP 4 (1.0%)
Other 15 (3.8%)

Family Site SiteSorter %ID

Description Ligand Information

Clusters Clusters 0 0 Range
1. > 3 295 355 Beta-1 adrenergic receptaor Predicted: 320, P32: 4, RET: 3, TIM: 1 BO-107 14100 0.00-0.77
2. b 1 2 15 PERIPLASMIC MITRATE REDUCTASE MG 15 B0-66 14-14  0.05-0.09
3 > 1 2 4 PYRUWVATE KINASE ATP: 4 F1-BR 14-14 010012
4. > 1 2 2 45-LIMONEME SYNTHASE FaP: 1, FPG: 1 F1-B5 14-14 012014
0. > 1 11 11 FROTEIM (S-ADENOSYLHOMOCYSTEINE - MAD: 11 B1-64 14-14  0.05-0.06
. 2 1 1 2 BIOTIN BIOSYNTHESIS CYTOCHREOME P4 Predicted: 2 B3-64 14-14  0.00-0.00
7. > 1 ] 3 ALPHA-Z 372 B-SIALYLTRAMNSFERASE/SIA CSF: 3 B0-63 14-19  0.09-0.12
8. > 1 1 2 ARSEMNITE OXIDASE Predicted: 2 f1-52 14-14  0.00-0.00
= > 1 1 1 ASPARTATE AMINOTRANSFERASE 1ahgC: 1 F2-52 14-14  0.065-0.06
10. > 1 1 1 ACYL-COA ORIDASE FAD: 1 B0-60 14-14  0.06-0.06

¢) EidogenSert@nty



rSequences |"Chains Sites | Binding Modes |

Description : Site Residue Conservation

Site Mame | Locus | Description | %Cnnfi SiteSorter & | %ID [ONon-polar O Polar [JH-bond [ Polar/H-bond
pdb2rhlis1 276810 (chain &) - CAU: (25)-1-(9H-... | 100 - - WT.DV.VT.F.T.%¥A.33.5F.W.FF.N.¥.N. ¥
pdh2vtdis1421547 (chain B} - P32: 4-{J{25)-3-(t... | 100 §3.03 g5 WL DV ¥WT F T YA 53 3f WFF N F N ¥
pdh2vtdis1421552 (chain C) - P32: 4-{J{25)-3-(t... | 100 5381 g5 WT DV ¥WT F T YA 53 3f WFF N F N ¥
podb2vt4rs1421564 (chain C) - Predicted Site 7a 104.37 95 WT DV VT F T YA 33 3F WFF N F N ¥
podh3ddsrs1420913 (chain &) - Predicted Site 64 102.08 100 WL DV VT F £ ¥A 33 3F WFF N v N ¥
pdh3ddsis1420907 {chain A) - TIM: (25)-1-itert-... | 100 §7.93 100 WL DV ¥WT F T YA 53 3F WFF N ¥ N ¥
pdb2vtdis1421543 (chain A) - P32: 4-{J{25)-3-(t... | 100 §3.08 g5 WL DV ¥WT F T YA 53 3f WFF N F N ¥
pdh2vtdis1421560 (chain D) - P32: 4-{J{25)-3-(t... | 100 51 .69 g5 WT DV ¥WT F T YA 53 3f WFF N F N ¥
pob2vtdis 1421562 (chain &) - Predicted Site 64 101.26 85 WL DV WT F T YA 33 3f WFF N F N ¥
pob2vtdfs 1421566 (chain D) - Predicted Site 65 99849 85 WL DV WT F T YA 33 3f WFF N F N ¥
pdh2z7 3751406997 {chain B) RHO RET: RETIMAL 100 61.13 14 | ¥ 55 oF f v ni MF gF W YA & a V K
pdh2z7 3051406994 {chain &) RHO RET: RETIMAL 100 61.76 14 TG 6% GF £ vy ni MF gF W Ta A a V K
pdh2z7 3151408805 {chain B) RHO Predicted Site 64 77049 14 ¥G 65 GF £ v nI MF GF W ¥a a a V K
podh2z7 3051408902 {chain &) RHO Predicted Site T 7081 14 e ¢ ¢F £ v ni MF GF W YA & a V K
pdb2zivis1 406739 (chain A) RHO RET: RETINAL 100 62.56 14 e ¢ GF £ v ni MF GF W ¥Ya & a ¥V K
pdh3emlis1491370 {chain A) - FMA: 4-{2 [{7-ami... 100 49249 14 ia VL T £ pww nf cv WIHN M I h
pdhZchj/sB24888 (chain B} HAG. Predicted Site 7 - -

pdhZchjfs8245984 (chain &) HAG. Predicted Site g2 - -

pdb2chjfs824880 (chains A B NAGJ OAN: O-{2-ACETA... 100 5472 19 | W- NW ¥- - - -K -8 ——- - —— - - W
pdb2chjfs824883 (chains A B  NAGJ OAN: O-{2-ACETA... 100 53.44 19 | W- NW ¥ - - -KE -3 -- - -—— - - D ¥
poh2gkBrs1319712 {chain A) - MTX: METHOTRE... | 100 53.66 14 -—EL¥KEL - -——--—— ——M-FN--T
pdh3e0bis1504288 (chain B) - M22: 5-[3-(2,5-di... 100 4521 14 -—EL¥KEL - -—--— -——-—M-FN- - -
pdh3e0bis1504295 (chain A) - M22: 5-[3-(2,5-di... 100 4371 14 | L- EL V- L - - - - --M-F N - - -
pdb3e0bis1504287 (chain B) - MAP: MADP NICO... | 100 - -

poh3e0bis1504296 (chain &) - MAP: MADP NICO... | 100 - -

pdh3e0bis1504300 {chain B) - Predicted Site 70 - -

pdh3e0bis1504299 (chain A) - Predicted Site 66 - -

pdh2gkBrs1319713 ichain A) - Predicted Site 7E - -

pdbith/s416096 (chain B) HBF1 HEM: PROTOPOR...| 100 4554 14 -0 -¥ -LF- %Y LF - KH IM- -
pdhithis416089 (chain B} HBF1 Predicted Site T - -

pdhithis4 16098 {chain A) HBF1 Predicted Site 61 44 86 14 -Q-¥ -L F - ¥ LF — KH - M- -
pdhiith/s416094 {chain A) HBF1 HEM: PROTOPOR..., 100 4393 14 -0 -¥ -L F ¥- LF ——- K H- - M - -
pdb11ht's1143974 (chain A) MB HEM: PROTOPOR...| 100 47.88 14 -H-¥ -LFT-¥IL --L H-1I - - -
pdbtlhers1143884 (chain A) MB HEM: PROTOPOR...| 100 47 .64 14 -H-¥ -LFT-¥IL —--HI-- -
pdhllhers1143885 (chain A) MB Predicted Site 94 466G 14 -H-¥ -LFT-¥IL —-H I-- -
pdhl Ihtis1 143976 (chain A) MB Predicted Site 91 - -

pdb2nrmis1 298120 {chain A) MB Predicted Site s - -

pdbZnrmis1 298114 (chain A MB HEM: PROTOPOR...| 100 46.88 14 ---¥-LFT--IF —-LH - - - -
pdblgknfs484704 (chain A) ESR2 RAL: RALOXIFENE | 100 4173 14 -—-LATFI-H-L ——WM- & - - -



CAU (2RH1), P32 (2VT4), and TIM (3D4S)

CAU (2RH1) _ P32 (2VT4)

TIM (3D4S)

FF.H.¥.0.¥




Example betal-adrenergic blocker and CAU similar

IR
Docked into siteEID: 1276810 (Bioactive Molecules)
Groups
NumQueries: 1
Chiral
)\NH
OH
- NI: oH Mat Mat
L 0

232315 Antiobesity and antidisbetic agent, a
=pecifically claimed compaound within & series of
benzodioxole dicarboxylstes that exerts itz
action by virtue of its beta3-adrenoceptor-
agonist activity, az demonstrated by stirmulati

254158 Agent for the trestment of obesity,
diabetes and hyperlipidemiz, a beta3-
adrenoceptor agonist, as demonstrated by
stimulation of cAMP in CHO cells transfected
with the human betal3-adrenocepto r (EC50 =

135771 Artihypertensive agent, which
decreazes stimulating effect of izoproterenal
and norepinephing in anesthetized dogs and is
active in sportaneously hypertensive rats;
another related indovloxyp ropanolamine is:

217630 A human metabolte of carvedilal that
showws more potent antioxidant activity than

parent compound in various models including
iron-catalyzed lipid peroxidation in rat brain
homogenstes (IC50 = 0.30 momold ws. 51

09071 Artihypertensive,
blocker with additional alpha1 blocklng
roperties. INDICATION - Ezsential hypertension.
PRESEMTATICN - Taklets, 25 ma.

>

T NH

159104 Transdermal delivery system for
mepindolol wia TSD patch that appeared to be
well tolerated and to induce pharmacadynamic

equivalents of stable, prolonged and quite
pronounced beta-adrenergic blockade within 1

0.15 nhd) and by st 141474 mcmol! week after
Chiral

@ _NH /\H/NH I
. or Swe
Cri- 10

MNH g MH
o N L.
\_ .

175562 Oral antidiabetic agent with
inzulinomimetic and hypoglycemic activities. In
vitro it activated glucose uptake by lipidic cells

(epididymic lipid tissue of male rats) by 256% =t
& concertration of 1 meh. After i p. admin

“

[

MH

156471 Anxiolytic and antimigraine agent that
strongly and selectively binds to 5-HT1 A-
receptors (IC50 = 0.71 +/- 0.02 nM, agsinst [3H]-
5-OH-DPAT hinding), with remarkakle specificity
in comparizon to ather 5-HT-receptars, e.g.

226665 alphal-Adrenoceptor antagonist whose
activity was evalusted in s receptor binding
aszay using rat submaxilary gland and liver

membrang preparations, as well as in functional

assays in rat iz olated aorta and rat izolste

172623 Artiobesity agent having thermogenic
activity in standard tests, giving an EDS0 value
for GDP hinding in mitochondrias of rat
interscapular brovn adipose tizsue of 0.55
okg =.coof poo. Com pound induces very slight

450766 pSTATIAL-E inhibitor that suppreszed
the orowth of MC-HAED (S50 = 0.78 mohd), HCT
116 (150=5.5 mch) and MDA-RMB-2311-251
(13150 = 5 mch) cells and inhibited IL-5
production in MCI-H460 cellz (IC50 = 5 meh) and
in mice

k,m,

291422 Agent for the treatment of obesity,
disbetes and hyperlipidemis, 5 betad-
adrenoceptor agonist, az demonstrated by
stimulation of cAMP in CHO cells transfected
avith the human beta3-adrenocepto r (ECS0 =12
nhd; 63% activat

Chiral

o =
P T e Sl

174322 betal-Adrenergic blocker with high
selectivity, short-term activity and low toxicity .
Remedy for angina pectoris, myocardial
infarction, cardiac insufficiency hypertension
ind arrbythmia. Ink ibition was shownto be 51 .5

@ 7

414853 Monoarming [5-HT and norepinephring)
reuptake inhibitor that displayed pki values of
5.90 and 5.19, respectively, when tested for
affinity at human S-HT (SERT) and
norepinephtine (MET) transporters. iz
congidered to ha

263551 Hypolipidemic agent, & potent inhibitor of
squalene syrithase (1C50 = 32 i in human
hepatoma HepG2 cells). | reduced blood
cholesteral levels in rats fed a cholesteral-
entiched diet by S0% at a doze of 50 mgkg p.o.
Ano

Chiral

R
NH

250527 &gent for the trestment of obesity and
type |l dishetes, a selective beta3-adrenoceptor
agonizt with minimal or no betal - and beta2-
adrenoceptor-stimulatory effects. Other
zpecifically claime d compounds include the foll

Chiral

146217 Calcium antagonist and selective betal-
adrenergic blocker, the 25-isomer of Yhd-16151-
1.'%hen orally administered to rats (3 - 30
mgkg) and dogs (0.3 - 10 mokg), it produces
coze-dependent hypotenszion without increasing

239356 Artidiabetic and antiobesity agent that
acts by vitue of its beta3-adrenoceptor-agonist
activity (EC50 = 55 nM for increasing cAMP
levels in CHO cells expressing human receptor).
Itz activity wasz alzo determined by meas







LigandCross Diverse Examples

Groups
HumGueries: 1
,ﬁ< ?/ __ OH
OH NH_ .0
NH
e
_Okpﬁ/NH 0 N
_ Ve TN on OH o
= NH

F96707_P32_20LC 0518 DL 16.41

263341 257094 _35 LC: D674 DL: 16.53

450766_396707_3 LC: 0.8158 DL: 13.02

396707 _2570894 15 LC 0614 DL: 1530

414953_0AN_11 LC: 0465 DL: 19.22

/J\N H/\“’.f\/\/\//”\N '?H

328854 CAL 7LC:0E00DL: 1574

CH

NH

239356 _RET_7LC: 0511 0L 1483

2B35881 414953 2 LC 0B59 DL 1075

MNH

o
@

172623 174322 26 LC 031300 21.04

OH

Br'OVL\/NHK

156471 _TIM_4LC: 0452 DL 1433

MH

A
&

226663_TIM_3LC: 0.4000L: 1582

238356_357297 42 LC: 0619 DL 10.22

OH

0
~_
0~ “NH

OH

234159 265341 _3LC 0556 0L 11.24

g

4145853 _FmA 1 LC 0.568 DL: 1066

NH

414853 164327 1 LC: 0566 DL: 1045

)

NH

A

226665_164327_7 LC: 0.500 DL: 11.02

NH

284771 _229725_2 LC: 0.457 DL: 10,29

et

232315_156471 _2 LC: 0.356 DL: 11.58

HHH

MH

251697 _326954 1 LC: 03583 DL 10.75

SRR

263341 _RAL_11 LC: 0.205 DL 13.50

@ity
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396707 P32 (2VT4)

Fotent and selective po_ly(&DF"-ribose) polymerase-1 MWT4 TURKEY BETA1 ADREMNER G|
(PARP-1} and PARP-2 inhibitor {|C50 = 20 and & nh, RECEPTOR WITH STABILISING MUTATIONS

respectively) that demonstrated chemosensitizing AND BOUND Y ARNOPIMNDOLOL
properties at a concentration of 1 mch when combined
with temozolomid

396707_P32_20

LigandCross result for siteEID: 2RH1-siteEID: 1276810



rSequences r Chains r Sites Binding Modes

Description § Binding Modes

Site Mame | Locus | Description Contact < [OMon-polar O Polar [(JH-bond [ Polar/H-bond

pob2th (51276910 (chain A) [ CALk: {25)-1-{9H-Carba... - |.WT.DV.VT.F.T.¥4.83.5F.W.FF.N.¥.N.¥
pdb2rh1/s12T6810_T (chain &) |- 480766396707 _3 0.7y WL DV VT E T ¥4 33 S F WFF N T N ¥
pdb2rh1/s1276810_286 (chain A) |- 480766_396707_3 0.ra WL DV VT E T ¥4 35 SF WFF N T N ¥
pab2rh1/s1276810_1 (chain &) |- 450766_306707_3 0.79 |Wr DV VT E T YA S35 SF WFF N Y N ¥
pab2rh1/s1276810_2580 (chain & |- 450766 306707 _3 0.79 |Wr DV VT E T YA 83 SF WEFF N ¥ N ¥
pdbvidis1421543 (chain &) - P32: 4-{J(2%)-3-(tert-bu... orr WL DV VT F T YA 85 S—- WFF HNF N Y
pdb2vi4rs14214560 (chain D) - P32: 4-{J(25)-3-(tert-bu... 0rr WL DV VI F T YA 35 S—- WFF HNF N Y
pab2rh1/s1276810_13 (chain &) |- 96707 _257004_15 0.74 | Wr DV VT E T YA S5 SF WFF N Y N Y
pdb2rh1/s1276810_292 (chain & |- 295707 _257004_18 0.74 |Wr DV VT E T YA 8% SF WEFF N ¥ N ¥
pdb2rh1/s1276810_67 {chain A) |- 414953 A1 nra WL DV VT F T ¥A 33 3F WFF N I N ¥
pdb2rh1/s1276810_346 (chain A) |- 414953 a1 nra WI DV VT F T ¥A 33 S F WFF N I N ¥
pab2rh1/s1276810_18 (chain &) |- 263341 _7R7004_35 073 | WE DV VEF T YA SS SF WFF N YN Y
pab2rh1/s1276810_31 (chain &) |- 414953_7na_1 0.73 |WC DV VT F T YA S5 BF WEFF N ¥ N ¥
pdb2rh1/s1276810_297 {chain A) |- 263341 245708435 07z WE DV VI F T ¥4 33 3F WFF N YT N ¥
pdb2rh1/s1276810_310 (chain A) |- 414953 a1 nra WT DV VT F T YA 35 8F WFF NI N ¥
pdb2rh1/s1276810_17 (chain A) |- 414953 A1 nrz WT D¥ VI F T ¥4 35 SF WFF N T N ¥
pab2rh1/s1276810_296 (chain &) |- 414953_7na_1 072 | Wr DY VEF T YA S5 SFWFF N Y N Y
pdb2thfs1276810_107 {chain &) - 2633412700435 0.71 |WT DV VT F T YA 33 SF WEFF N Y N ¥
pdb2rh1/s1276810_386 (chain A) |- 2E3341_ 25708435 0.7 WT DV VT F T ¥4 33 SF WFF N T N ¥
pdb2rh1/s1276810_42 (chain A) |- 263341 25708435 071 WT D¥F VT E T ¥4 35 SF WFF N T N ¥
pab2rh1/s1276810_321 (chain & |- 263341 _757004_35 0.71 |Wr D¥ VT E T YA S5 SF WFF N Y N ¥
pdb2thfs1276810_3 (chain & - 450766_306707_3 0.70 |Wr DV VT E T YA 83 SF WEFF N ¥ N ¥
pdb2rh1/s1276810_24 (chain A) |- 480766396707 _3 o.rao WL DV VT ET ¥4 33 SF WFF N ¥ N ¥
pdb2rh1/s1276810_282 (chain A) |- 480766_396707_3 n.rao WL DV VT E T ¥4 835 SF WFF N T N ¥
pab2rh1/s1276810_303 (chain &) |- 450766_306707_3 0.70 |Wr DV VT E T YA S5 SF WFF MY N ¥
pab2rh1/s1276810_19 (chain &) |- 286707 _257084_15 0.70 |Wr DV VT E T YA 83 SF WEFF N ¥ N ¥
pdb2rh1/s12TE810_27 (chain A) |- J96TO0T_2AT084_15 o.rao WT DV VT F T YA 85 SF WFF NI N ¥
pdb2rh1/s1276810_29 (chain A) |- J96Y0Y_2A7084_15 n.rao WL DV VTET ¥4 33 SF WFF N T N ¥
pab2rh1/s1276810_298 (chain &) |- 96707 _257004_15 0.70 | Wr DV VT E T YA S5 SF WFF N Y N Y
pdb2rh1/s1276810_306 (chain & |- 295707 _257004_18 0.70 |Wr DV VT F T YA 8% SF WEFF N ¥ N ¥
pdb2rh1/s1276810_308 {chain A) |- J96Y07_257084_15 n.rao WL DV VT ET ¥4 33 3 F WFF N Y N ¥
pdb2rh1/s1276810_164 (chain A) |- 22GBE8_164327_T 0.64 WL DV VT F T ¥4 33 S F WFF N T N ¥
pab2rh1/s1276810_211 (chain &) |- 2638814140537 063 | Wr DV VT F T YA S5 SF W FF N Y N ¥
pab2rh1/s1276810_443 (chain &) |- 226GEE_164327_7 0.59 |WT DV VT F T YA S5 SF WFF N Y N ¥
pdb2rh1/s1276810_490 {chain A) |- 263881 414853 2 0.64 WL DV VT F T YA 83 3F WFF N ¥ N ¥
pdb2rh1/s1276810_138 (chain A) |- 2393586 3BT28T_42 0.6& WL DV VT F T ¥4 33 SF WFF N T N ¥
pdb2rh1/s1276810_417 (chain A) |- 2393586387287 _42 0.6& WL DV VT F T ¥4 33 SF WFF N T N ¥
pab3d4sis1420907 (chain &) . TIM: (25)-1-(tert-butyla... 067 |Wr DM VT F T YA S35 SF WFF N Y N Y




Example Docked LigandCross Result (siteEID: 1276810 )

4 t\

CAU (2RH1-siteEID: 1276810) 396707_P32_20 (2RH1-siteEID: 1276810)




Conclusions
—

* Significant receptor-site similarities exist within and

across target families

* The structurally resolved and modelable proteome

IS a very rich source for new matter ideas

 LigandCross can be an effective approach to generating
novel, bioactive matter using co-complexes, known

inhibitors, and/or fragment-based information.

Eidogen-Sertainty





