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Figure 1 Hydrogen bonds formation in docking compound 4 to
Src kinase
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Figure 2 Crystallograph of the complex of compound 9 and Src
kinase
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Table 2 Structure and activity of varied substituents on purine
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Figure 3 Docking diagram of compound 33 to Abl kinase
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Figure 4 Docking diagram of compound 51 (green) and acety-
lene analog (cyan) to AbI™! kinase
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Table 6 Activity of the imidazolo-pyridine compounds
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Figure 5 Docking diagram of compound 62 to AbI™*' kinase
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Table 7  Activity of the compounds with alkali substituent on the
terminal phenyl ring.
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Table 8 Activity of compounds with varied core structure.
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H
76 O 42 112 3.0 17
NG -

NN
77 @N {- 69 639 10 500

N
AN =
78 R/N\ﬁ‘ 23 9.0 0.9 13
A~ N

79 E,\:Nr\ﬁ- 8.6 40 1.2 8.8

R 4 FE L (FRAE I 3, flag-methyl), 7534 B 1) 3,4 fi7
A i = 5 TP R AL, X 25 A AT OM, A KOS
BT 29,

RO RN UR: © NA-H IR B 46 B 4k
FUECR I e 25 (8081) of [ 1L 7% S5 241 i ¥ 400 ot v 12
BEARANAR T N4 TG HUR S, (82) B A R 1 B (88)
I PE RIS, @ AR IR Y R 46 B SR FIs YEANAR, T
AINRSFRITHATF R (83.85) 3 B, AT BLIAA 2/
PRBAS R LU BT R EE L @ B A =5l 1
T i A
7 HEBRTCRERENBRT

FMIE#ATZRIMNE, BEERE K-
I — CREE AR U AR 2%, K105 H T
3G WG PR LL L, W] b B AT AR 0 v R %
e, B AURRIRIG ST BETT T 11315 FRBE4, T K
CHM R A OB E R (58 4) STT -

6 b4k & W 79 55 AbITIS B 1 & 1R 45 1
H189 5 90 X #E A Y, B ARIX AN T7 7] 5% B A 70 7
HR KX 5, 15« PE K7 116315 K5 25 B 4%, 5 H g2
T4 K T 3% M (Huang WS, Metcalf CA, Sundar-
amoorthi R, et al. Discovery of 3-[2-(imidazo[1,2-b]
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Table 9 Activity of compounds with varied substituents on two phenyl rings

e

IC,,/nmol - L*
Compd. R, R, R,
Abl Ab| T85! AblBa/F3 AblBa/F3™!
/N
79 CH, CF, }(N N-CHg 8.6 40 1.2 8.8
/\ CHgz
80 CH, CF, NN 14 46 1.0 7.3
N\
81 CH, CF, XN o 12 45 15 14
/N
82 CH, CF, N NH 2.3 18 4.0 34
N N-cH
83 H CF, e 3 31 36 2.3 39
N N-cH
84 Cl CF, W 3 41 95 25 8.6
N N-cH
85 F CF, e 3 42 61 6.1 35
N N-cH
86 CH, Cl e -CHs 2.4 82 2.3 210
/N
87 CH, > wN o N-CHs 53 71 3.9 256
88 CH, CF, H 19 988 10 1132
Table 10 Effect of varied linkers in the novel skeleton on activity #
2O
r % __b
SAROE R S
| N -
= Hz -~
/B (-
I1C,,/nmol - L* ~
Compd. a-b
Abl AbI™S' AbIBa/F3 AbIBa/F3Tes! M318
79 c=C 8.6 40 12 8.8 N 0351 -
89 CH,-CH, 19 317 4.3 295 '
90 E-CH=CH 54 536 7.9 211

pyridazin-3-yl)ethynyl]-4-methyl-N-{4-[(4-methylpiper-
azin - 1 -yl) - methyl] - 3 - (trifluoromethyl)phenyl}benza-
mide (AP24534), a potent, orally active pan-inhibitor of
breakpoint cluster region -abelson (BCR-ABL) kinase
including the T3151 gatekeeper mutant. J Med Chem,
2010, 53: 4701-4719).
8 fREMEYIMANRMER

WEW T ARG &Y, 58 R G
YIE T 254080 12 L, 79 K RHE B IR R
18%, ¥ ZE ] 11 h, B BkE S (#135BR %£0.65 L - ht - kg™

(sse =y e,

Ponatinib (79)

Figure 6 Crystallographic diagram of the complex between 79
and AbI™*' kinase and docking diagram of 89 and 90 to AbI™
kinase
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Figure 7 Key nodes and molecules in the course of optimization and ponatinib creation



