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a Et,Zn, AICI3, CH2CI2, -309C- . b R'substituted-o-aminobenzaledehyde, 33% KOH, EtOH. ¢ Br ,, NaOAc,
HOA¢. d EIOH, 80°C,
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a. P(OPh}, pyridine, 55 °C, 14 h; b. RW substituted aniling, 55 °C, 1h;
¢ TMSI, MeCN, 25 °C, 1 h; d. KI, KCO,, DMPU; . EDC, HOBT,
CH,CL,.
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FIG.5
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Scheme for the generic synfhesis of benzimidazoles
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a KoCOj3 DMF, 125°C,16h. b H2, PdIC, it. ¢ D- Boc-Ala-OH, EDC, HOBt, NMM, DMF.
'd HOAc, 90°C. e 4M HCl in dioxane, EtOAc, . f NaBH3CN, MeOH, rt. g Bop-Cl, EtaN, THF, t.
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Ref. Nielsen, F.E.; Pedersen, E.B. Tetrahedron, 1982, 38,
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a. P{OPh},, pyridine, 80°C; b. p-Ethoxyaniline, §0°C; ¢. TFA, DCM; d. 3-Pyridylcarboxaldehyde,
NEt;, MgS0,, DCM; e. 3-Fluoro-4-triflucromethylphenylacetic acid, BOP-CI.
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a. HCl (gas), EtOH; b. NHj, E1OH; c. TBDMSCI, Imidazole, DMF; d. K;COg, DMF,
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a. CF3CH,CHyl, K;CO3, DMF, 50°C; b, LIOH, H;0; ¢. BOP-CI, NEl,.
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FIG. 18
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a. iBuOCOC), NEts, -20°C; b. iIBuQCOCI, NELy, 0°C; ¢. TFA, DCM; d. 3-Pyridylcarboxaldehyde,
NaBH(OAc)3; e. 4-F luore-3-rifiucromethylphenylacetic acid, BOP-Ci, NEt;. .
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FIGURE 19

Table

CXCRa3 binding assay {C50=10uM=X; 10pM>ICE02 1EM=XX; IC50<1uM=XXX

Compound  [IC50 Compound _[IC50 Compound  [IC50
1.01]XX ‘ 4.01]XxX
1.02]XXX 1.47]XX
1.03[xXX 1.48[XXX 4.03]X
1.04]XX 1.49[XXX 5.011X
1.05[XXX 1.5[XX 6.01]XXX
1.06/X 151X 6.02]XX
1.07|XXX 1.53[XXX R 7.01]xX
1.08XXX 1.54[ XXX
1.09[X 1.55[X 801X

14|XXX 2010 Ao
111X 2.02{XXX ' 4. 02pXxXX
1.12XX 2.03[xX 2. o3 XXX
1.13|XX 2.04)XX - q.04{XXX
1.14[XX 2.05]XKX g, 05 XK
1.15[XX 2.06[XXX .06 XXX
1,160 2.07]XXX q 07X
17X 2.08]X00C 41.08]XxXX-
1.18[XXX 2.09]XXX 9 09X
1.19]XXX 2.1}X%KX EATS
1.2|XX 210X i ,a.m'xxx
_1.21]XXX 2.12[XXX L #0002XX
1.22]XXX" 3.01]XXX le, .03 XXX
1.23]XXX 3,020 [ 10.04XXX
1.24[XXX 3030 10 05X
1.25] XXX — 3.04XXX
1.26[XXX 3.05]XxX
127|XXX A 3.06[XXX
1.28}XX 3.07]0X
1.28]0(K 3.08XxXX
1.3]XXX 309X
131X 340X
1.32PXXX 341X
1.33[XX - 3.42XXX
1,34 XXX 3.13[XXX
1.35]XX 314[XXX
1.36[XX 3.15xX
1.37|XX ~ 3.16]X
1.38]XX
1.39‘>Txx

[ 1.4]XX
1.42[XX
1430
1.44)X
1.45]X
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