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Table 1 Potency and ADME of compound 1 and other typical compounds. a: ALK with mutation of L1196M; b: Cell with ALK
mutation; c: logD was measured at pH 7.4; d: LipE = —[log(pALK-L1196M cell IC,,)] - logD; e: MDCK-MDR1 BA/AB efflux at 2 pmol-L"

substrate concentration and pH 7.4

K/nmol-L" IC,/nmol L . o MDR BA/AB®
Compd. Structure . - - log D LipE .
ALK/Mu-ALK ALK cell/Mu-ALK cell (ratio)
1 . Q 0.74/8.2 80/843 2.0 4.1 12.5/0.28
|
4 ) f <0.1/0.2 0.76/6.6 29 5.3 30.6/2.6
QSQM - (109)
5 o . 4.0/38 95/3200 2.4 3.1 16.3/20.0
{ (0.82)
6 /Q;N,Q 9.0/70 249/2650 2.4 32 27.5/11.0
oo (2.5)
gt
7 D <0.2/2.6 14/176 34 3.4 16.5/10.9
8 Lo 2.8/35 116/1 665 2.1 3.7 12.6/0.74
9 22/310 - 2.1 - 18.8/2.5
. oy 4 (7.6)
10 o <0.2/0.7 9.7/53 4.0 3.3 5.1/3.2
%/Q (L.6)
I
11 0.85/8.2 16/312 3.6 35 33.8/7.7
e (4.4)
12 o <0.2/1.4 4.6/54 34 3.9 15.6/11.4
’O%&QW (1.4)
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Figure 1 ALK cocrystal of 11 (cyan, PDB 4CMO) overlaid with
12 (green, PDB 4CMT) showing the triazole, amide, and G-loop

conformations
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Table 2 Potency and efficiency of the ether-linked macrocycles

HNT N N HaN
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Compd. n R, R, ALK/ ALK cell/ logD LipE
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18 - 5.0/36 524/3 655 3.1 23
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Table 3 Potancy and efficacy of the lactam-containing macrocyclic compounds with varied substituents
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Table 4 Potency, ADME, and selectivity of macrocyclic analogues with lactam linkage

Mu-ALK Mu-ALK cell MDR BA/AB TrkB K./nmol-L"!
Compd. Structure . 0 logD . L
K/nmol-L IC, /nmol-L (ratio) (selectivity)
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Figure 2 a: 19 and ALK-bound structure (green, PDB 4CMU) and TrkB (purple, PDB 4AT3) with selectivity residues highlighted. b:

Ligands from ALK cocrystal structures aligned with TrkB, demonstrating the potential for clash between the ligand and Tyr635 [15 (CH,,
green, PDB 4CMU), 28 (cyPr, yellow, PDB 4CTC), 29 (CN, cyan, PDB 4CLI), 31 (orange, PDB 4CTB)]. Distances shown are between the

19 methyl carbon (shown as a ball) and TrkB Tyr635. PDB
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Table 5 ALK inhibition (IC,,) values for compounds 29 and 15 against ALK and clinical mutants of ALK

ALK in 3T3-EML4-ALK engineering cell lines/IC, /nmol-L"

Compd. ALK F1174L C1156Y G1269A S1206Y L1196M L1152R G1202R
29 1.3 0.2 1.6 15 42 21 9.0 77
15 80 165 478 605 626 843 1026 1148
Color by with preclinical brain exposure and broad-spectrum potency
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Figure 3 LipE plot comparing macrocyclic (aqua) and acyclic

(light gray) analogues
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