SUPPLEMENTARY INFORMATION

In format provided by Keserts (MARCH 2009)

structure structure structure structure N
\
o o o Y N
N o N, o 0 0
F WN © 7 N\ 0 S
O\S’/O:O N /N\ N _
)\\ ~ N ~o o)
NT N7 TN o o}
Case 1 Case 5 Case 3 Case 4
T T T T
Case_TYPe  Affinity Case_TYPe G ystallographic CaseTIPe  Neede C2%-TP% Necdle
Type L Type L Type L Type L

J. Med. Chem. 2004, 47, 6117-6119

J. Med. Chem. 2004, 47, 1709-1718

Bioorg. Med. Chem. Lett. 2007, 17,

J. Med. Chem. 2000, 43, 2664-2674

4708-4714
structure structure structure structure
Br
o] 9 N N
| 0 Oy ° | 0 Oy ° O | N\__/ N
o 0. o ° 0. o o] ° Br S —
B 0| g o
s. _N
T A ©
<\/N 0"
Case Case Case Case
5 6 7 8
Case_Type NMR Case_Type NMR Case_Type Fragment Case_Type Fragment, NMR
T T T T
ype L ype L ype L ype L

J. Med. Chem. 2004, 47, 2486-2498

J. Med. Chem. 2004, 47, 2486-2498

Nature Structural & Molecular Biology,
2004, 11, 730-737

Current Topics in Medicinal Chemistry,
2007, 7, 1600-1629

structure o structure structure structure
Cl
o~ ///<
N
s
oo
X
‘ /
N
Case 9 Case 10 Case 1 Case 12
T T
Case_Type Fragment Case_ ypeCrystallographic Case—yggement, Crystallographic Case—yggment, Crystallographic
Type L Type L Type L Type L

Current Topics in Medicinal Chemistry,
2007, 7, 1600-1629

J. Med. Chem. 2006, 49, 1346-1355

J. Med. Chem. 2007, 50, 1124-1132

J. Med. Chem. 2007, 50, 1124-1132

structure structure structure structure
N N
S
\N N N/ N )\N N)\ N
PN
N NYN\ N N
\
N~ cl cl cl al
Case Case Case Case
13 14 15 16

Case_Type Fragment, NMR Casefaggment, Crystallographic Case_Type Fragment, NMR Case_Type Fragment, NMR
Type L Type L Type L Type L

J. Med. Chem. 2007, 50, 5912-5925

Nature Biotechnology, 2000, 18,
1105-1108

Chem Biol Drug Des 2007; 70: 1-12

Chem Biol Drug Des 2007; 70: 1-12

NATURE REVIEWS | DRUG DISCOVERY

www.nature.com/reviews/drugdisc




SUPPLEMENTARY INFORMATION

In format provided by Keserts (MARCH 2009)

structure

structure o structure o structure
F F
[e] Cl o o
0\54\'“ D\ N \/(/L N \_/ \S N o
_S” s
0%y N/(N jg \\\(
o
Case 17 Case 18 Case 19 Case 20
T T T T
Case_Type Fragment, NMR Case_Type Fragment, NMR Case_Type Fragment, NMR Case_Type Fragment, NMR
Type L Type Type Type

Chem Biol Drug Des 2007; 70: 1-12

J Med Chem 2006, 49, 656-663

J Med Chem 2006, 49, 656-663

PNAS 2005, 102, 9499-9504

structure

structure structure structure
Q||
( cl N
o
o
T oy A
¢} N N N
N~ O N \ /
o o o
é N —
O
Case - Case o Case 3 Case o4
Case_Type Fragment, NMR Caseﬁ;yggemem’ Crystallographic Case_Type Fragment, NMR Case;ryl&%gment, biochemical
Type L Type Type Type

J. Med. Chem. 2003, 46, 4232-4235

J. Med. Chem. 2008, 51, 183-186

Expert Opin. Drug Discov. 2007, 2,

Nat Biotechnol 2005, 23:201-207

1555-1566
structure s structure structure structure
\ / |
N Br N
(0] ~ / /
N NQN N
| o \
i NN
E 7 H 9] N 4 \
\ ; )N =N
N
Case 25 Case 2 Case o7 Case 28
Calse*Tylgr%gment, biochemical CalseJ-yl-prt?agment, biochemical Case_Type Fragment, MS Casejylg%gment, biochemical
Type Type Type Type

J. AM. CHEM. SOC. 2005, 127,
15521-15527

J. AM. CHEM. SOC. 2005, 127,

J. Med. Chem. 2005, 48, 7099-7102

Bioorg. Med. Chem. Lett. 16 (2006)

15521-15527 2535-2538
structure structure structure structure
(0]
\
O X N
N S, (o} S o
: JOR O JOR O
\O ¢ N NHz NMNYQ/ NHz Nk/\/N
N o o o O
O O
Case 29 Case 30 Case 31 Case 30
C T C C T C T
ase_lype Virtual ase*Hé)QGment, Crystallographic ase_lype Fragment, NMR ase_lype Fragment, NMR
Type L Type L Type L Type

L

J. Med. Chem. 2005, 48, 3816-3822

Bioorg. Med. Chem. Lett. 16 (2006)
1744-1748

Becattini B, Culmsee C, Leone M, Zhai
D, Zhang X, Crowell KJ, Rega MF,
Landshamer S, Reed JC, Plesnila N et

Becattini B, Culmsee C, Leone M, Zhai
D, Zhang X, Crowell KJ, Rega MF,
Landshamer S, Reed JC, Plesnila N et

NATURE REVIEWS | DRUG DISCOVERY

www.nature.com/reviews/drugdisc



SUPPLEMENTARY INFORMATION

In format provided by Keserts (MARCH 2009)

structure structure structure structure
/ N
cl N o0 n
DSOS NS F = I e Ly
SOy 0 N JWV A0l
N
= ~eer OSSN NS
F o\) o Y N N N 0?0 ©
Case Case Case Case
33 34 35 36
Case ] Case e Case_Type Case_Type
*-F:yrggment, crystallography *-F:yrggment, crystallography - yIE)ragment, biochemical - yIE)ragment, biochemical
Type Type Type Type

J Med Chem 2005, 48:414-426

J Med Chem 2005, 48:414-426

Bioorg. Med. Chem. Lett. 2002, 12,

Proc. Natl. Acad. Sci. U.S.A. 2000, 97,

2201-2204 9367-9372.
structure structure o structure structure
=N
\Ox /Nf [Nj\'ro\/\/o [Nj\'ro\/\/o
° CL L
L, oL IO
) o o o o
o | o |
Case 47 Case a8 Case 39 Case 40
Case_Type Case_Type Case_Type Case_Type
- yIE)ragmenl, biochemical - yIE)ragment, biochemical - yIE)ragment, biochemical - yIE)ragment, biochemical
Type Type Type Type

Proc. Natl. Acad. Sci. U.S.A. 2000, 97,

J. AM. CHEM. SOC. 2007, 129,

ChemMedChem 2007, 2, 1054 — 1070

ChemMedChem 2007, 2, 1054 — 1070

2419-2424 9613-9615
structure structure structure structure
o SYN
0..0
o Sy NS o i " S/NYN\
/ 2\ |
o AE)W(N\AH o \ 3 [N] "o NJ
0 _0 o
Y o ‘ X )N
[¢) NN
Case “ Case 4 Case 43 Case a“
Case_Type Tethering Case_Type Fragment, NMR Case*TypeFragment, Virtual Case_Type SPR
Type L Type L Type L Type L

J. Med. Chem. 2002, 45, 5005-5022

J. AM. CHEM. SOC. 2002, 124,
11874-11880

Mol Cancer Ther 2006 5: 1764-1773

Current Topics in Medicinal Chemistry,
2007, 7, 1630-1642

structure structure structure structure
(6]
S
\ ] N - 0
: TN O :
o N n A ~
d T Y| | ) N
NN Y
o
Cl
Case 45 Case 46 Case 47 Case 48
Case_Type SPR Case_Type Tethering Casef}yrggmem! crystallography Case_Type Virtual
Type L Type L Type L Type L

Current Topics in Medicinal Chemistry,
2007, 7, 1630-1642

Bioorganic & Medicinal Chemistry
Letters 16 (2006) 559-562

Bioorganic & Medicinal Chemistry
Letters 18 (2008) 1304—1307

J. Med. Chem. 2004, 47, 1662-1675

NATURE REVIEWS | DRUG DISCOVERY

www.nature.com/reviews/drugdisc




SUPPLEMENTARY INFORMATION

In format provided by Keserts (MARCH 2009)

structure

structure

NCNUN/ b
=

structure

O

S

structure

Case Case Case Case

49 50 51 52
Case_Type il Case_Type  \ial Case_Type  \ial Case_Type  \ial
Type L Type L Type L Type L

J. Med. Chem. 2005, 48, 5684-5697

J. Med. Chem. 2006, 49, 3116-3135

J. Med. Chem. 2002, 45, 1221-1232

J. Med. Chem. 2001, 44, 4737-4740

structure structure structure structure
o
J\“x Y i N 7 o 0 o
S
S N
N \_@,N p o //g _ /E \ / N N \J
Ny—S N= o}
\
Case 53 Case 54 Case 55 Case 56
T T T T
Case_ TP yirtual Case_ TP yirtual Case TP yirtual Case_TyPe il
Type L Type L Type L Type L

J. Med. Chem. 2001, 44, 4737-4740

Bioorganic & Medicinal Chemistry
Letters 17 (2007) 3880-3885

Helvetica Chimica Acta 2003, 18,
1435-1452

Bioorganic & Medicinal Chemistry
Letters 18 (2008) 380-385

structure

structure

structure

structure

Case 57 Case 58 Case 59 Case 60
Case_Type il Case_Type il Case_Type il Case_Type  \iial
Type L Type L Type L Type L

J. Med. Chem. 2003, 46, 486-498

Bioorganic & Medicinal Chemistry

Bioorg. Med. Chem. Lett. 17 (2007)

Bioorganic & Medicinal Chemistry 15

Letters 15 (2005) 5207-5210 428-433 (2007) 1409-1419
structure structure structure structure
K | XN o~
(@] fe} o) = 0]
s é cl
~ N ~
TG g O || sl
N O/EN N w
o~ N S=0 N
o § RS
[¢]
Case 61 Case 62 Case 63 Case 64
Case_Type  \ial Case_Type  \ial Case_Type  \ial Case_Type  \ial
Type L Type L Type L Type L

Bioorg. Med. Chem. Lett. 15 (2005)
1599-1603

Bioorg. Med. Chem. 13 (2005)
4527-4543

Bioorg. Med. Chem. Lett. 14 (2004)
2823-2827

J. Med. Chem. 2006, 49, 6209-6221

NATURE REVIEWS | DRUG DISCOVERY

www.nature.com/reviews/drugdisc




SUPPLEMENTARY INFORMATION In format provided by Keserts (MARCH 2009)

structure structure structure strugure

S
A
e o
cl o le)

(o]
] = 9 (X
s N NN cl NN N o N

o— o)\N \Q/ T \©/
(0] [¢] ]

[e]
s
o'\ cl
om;‘o @] cl
Case 65 Case 66 Case 67 Case 68
Case_Type Virtual Case_Type Virtual Case_Type Virtual Case_Type Virtual
Type L Type L Type L Type L
Bioorganic & MedicinalChemistry ~ g ) .
Letters 13 (2003) 4085-4088 J. Med. Chem. 2006, 49, 900-910 J. Med. Chem. 2003, 46, 1112-1115 Chemistry & Biology 2004, 11, 185-194
structure structure structure structure
Cl
(0]
N S Noy
| J_ o \ / O N

Case 69 Case 70 Case - Case -
Case_Type Virtual Case_Type Virtual Case_Type Virtual Case_Type Crystallographic
Type L Type L Type L Type L
_ Bioorganic & Medicinal Chemistry J. AM. CHEM. SOC. 2005, 127, g
ChemMedChem 2007, 2, 515 — 521 Letters 12 (2002) 1525-1528 4632-4639 J. Med. Chem. 2006, 49, 1346-1355
structure structure structure structure

(0]

N
o |
[O s (\NJ\ ] \NLN/\/WNI\N
O: : CI:Q\/WN\) N o] o N/)\N
o o) 07N
N
—0
Case 73 Case 74 Case 75 Case 76
Case_Type Fragment, NMR Case_Type NP Case_Type NP Case_Type NP
Type L Type L Type L Type L
. Bioorganic & Medicinal Chemistry Bioorganic & Medicinal Chemistry Bioorg. Med. Chem. Lett. 13 (2003)
J- Med. Ghem. 2001, 44, 1202-1210 Letters 11 (2001) 107111 Letters 15 (2005) 3611-3614 241-245
structure structure structure structure
o, \N
L
I\ e N al
S N »
AT
I o
e 9 Qb
- 70(
Case 77 Case 78 Case 79 Case 80
Case_Type NP Case_Type NP Case_Type NP Case_Type NP
Type L Type L Type L Type L
J. Med. Chem. 2005, 48, 5884-5887 J. Med. Chem. 2005, 48, 2756-2758 J. Med. Chem. 2003, 46, 3914-3929 Bioorganic & Medicinal Chemistry

Letters 10 (2000) 2015+2017

NATURE REVIEWS | DRUG DISCOVERY www.nature.com/reviews/drugdisc



SUPPLEMENTARY INFORMATION

In format provided by Keserts (MARCH 2009)

structure structure structure
- O
cl LN N—O0
N / S
O N o o
_ A\
Ny ! N
Case 81 Case a2 Case 83 Case a4
Case_Type NP Case_Type NP Case_Type NP Case_Type NP
Type L Type L Type L Type L
Bioorganic & Medicinal Chemistry Bioorganic & Medicinal Chemistry : Bioorganic & Medicinal Chemistry
Letters 13 (2003) 2419-2422 Letters 15 (2005) 447-451 J. Med. Chem. 2001, 44, 3692-3699 Letters 12 (2002) 31713174

NATURE REVIEWS | DRUG DISCOVERY

www.nature.com/reviews/drugdisc



