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The Caco-2 data were generated as described in Camenisch, J. Alsenz, H. van de
Waterbeemd and G. Folkers, Eur. J. Pharm. Sci., 1998, 6, 313.

The hERG assay used to generate the data is described in Bridgland-Taylor, M. H.;
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t-Ratio -1.92452
DF 26
Prob > |t| 0.0653
Prob >t 0.9674
Prob < t 0.0326*
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LogD, Methylpyrazole 2.35222 t-Ratio -11.9432
LogD, Methylthiadiazole 2.99185 DF 26
Mean Difference -0.6396  Prob > |t <.0001*
Std Error 0.05356 Prob >t 1.0000
Upper 95% -0.5295 Prob <t <.0001*
Lower 95% -0.7497
N 27
Correlation 0.88202
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Mean Difference -0.1364 Prob > |t 0.0063*
Std Error 0.04665 Prob >t 0.9968
Upper 95% -0.0413 Prob<t 0.0032*
Lower 95% -0.2314
N 33
Correlation 0.8526
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LogD, S-Hydroxyprop-2-yl 219797 DF 31
Mean Difference 0.58984  Prob > || <.0001*
Std Error 0.03473 Prob >t <.0001*
Upper 95% 0.66068 Prob <t 1.0000
Lower 95% 0.51901
N 32
Correlation 0.94215
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Mean Difference -0.7405 Prob > |t <.0001*
Std Error 0.06056 Prob >t 1.0000
Upper 95% -0.6141  Prob <t <.0001*
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Correlation 0.86258
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hERG plIC50, S-Methoxyprop-2-yl 4.67939 t-Ratio 1.49932
hERG plIC50, S-Hydroxyprop-2-yl 458181 DF 21
Mean Difference 0.09758 Prob > |t 0.1487
Std Error 0.06508 Prob >t 0.0743
Upper 95% 0.23293 Prob<t 0.9257
Lower 95% -0.0378
N 22
Correlation 0.80961
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Mean Difference -0.274  Prob > |f| <.0001*
Std Error 0.04048 Prob>t 1.0000
Upper 95% -0.1893 Prob<t <.0001*
Lower 95% -0.3588
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SMILES strings for the 70 compounds made in the matrix campaign

Cc1nc(sn1)NC(=0)c2cc(cc(c2)0[C@@H](C)COC)Oc3cec(cec3)C(=0)NCA4CCN(CC4)C
CI[C@@H](COC)Oc1cc(ce(c1)Oc2ccc(cc2)S(=0)(=0)C)C(=0)Nc3nc(cs3)CNC
CC(C)N1CCN(CC1)Cc2csc(n2)NC(=0)c3ce(ce(c3)0[C@@H](C)COC)Oc4ccc(cc4)S(=0)(=0)C
CC(C)N1CCC(CC1)NC(=0)c2ccc(cec2)Oc3cc(cc(c3)O[C@@H](C)COC)C(=0)Nc4cen(n4d)C
CI[C@@H](COC)Oc1cc(ce(c1)Oc2ccc(cc2F)C(=O)NC3CCN(CC3)C)C(=0)Ncacen(n4)C
C[C@@H](COC)Oc1cc(ce(c1)Oc2cce(cc2)S(=0)(=0)C)C(=0)Nc3cc[nH]n3
Cc1nc(sn1)NC(=0)c2cc(cc(c2)0[C@@H](C)COC)Oc3ccc(ce3)C(=0)N(C)C4CCN(CC4)C
C[C@@H](COC)Oc1cc(ce(c1)Oc2cec(cc2)C(=0O)N(C3CC3)C4CCN(CC4)C)C(=0)Ncdnecesh
CC(C)N1CCN(CC1)Cc2cnc(s2)NC(=0)c3cc(cc(c3)O[C@@H](C)COC)Oc4ccc(ccd)S(=0)(=0)C
CI[C@@H](COC)Oc1cc(cc(c1)Oc2ccec(cc2)S(=0)(=0)C)C(=0)Nc3ncc(s3)CNCC4CC4
CC(C)N1CCC(CC1)NC(=0)c2cce(c(c2)Cl)Oc3cec(ce(c3)0[C@@H](C)COC)C(=0)Ncdcen(n4)C
CI[C@@H](COC)Oc1cc(cc(c1)Oc2ccc(cc2)S(=0)(=0)C)C(=0)Nc3ncc(s3)CSCCN(C)C
Cc1nc(sn1)NC(=0)c2cc(cec(c2)O[C@@H](C)CO)0Oc3cec(ce3)S(=0)(=0)C
CC(C)Oc1cc(ce(c1)Oc2cec(cc2)C(=0)N(C)C)C(=0)Nc3cen(n3)C
CC(C)Oc1cc(cc(c1)Oc2cec(cc2)C(=0)NC3CCN(CC3)C)C(=0)Nc4cen(nd)C
CC(C)Oc1cc(ce(c1)Oc2ccc(cc2)C(=0)N(C)C3CCN(CC3)C)C(=0O)Ncdcen(n4)C
CC(C)Oc1cc(ce(c1)Oc2ccec(cc2)C(=0)N3CCCN(CC3)C)C(=0)Nc4cen(nd)C
CC(C)Oc1cc(ce(c1)Oc2cec(cc2)C(=0)N(C)CC(=0O)N(C)C)C(=0)Nc3cen(n3)C
CC(C)Oc1cc(ce(c1)Oc2ccc(cc2)C(=0)N(C)C3CCN(C3)C)C(=0O)Ncdcen(n4)C
CC(C)Oc1cc(cc(c1)Oc2cec(cc2)C(=0)NCCN3CCCC3)C(=0)Ncdcen(n4)C
Cc1ce(n[nH]1)NC(=0)c2cc(cc(c2)O0[C@@H](C)CO)Oc3cec(cc3)S(=0)(=0)C
CIC@@H](CO)Oc1cc(cc(c1)Oc2ccec(cc2F)C(=0)N3CCC3)C(=0)Ncdcen(n4)C
CC(C)Oc1cc(cc(c1)Oc2ccec(cc2F)C(=0)0)C(=0)Nc3nces3
C[C@@H](CO)Oc1cc(cc(c1)Oc2cec(cc2)C(=0)N3CCC3)C(=0)Nc4cen(n4)C
C[C@@H](CO)Oc1cc(cc(c1)Oc2cec(cc2Cl)C(=0)N(C)C)C(=0)Nc3cen(n3)C
C[C@@H](CO)Oc1cc(ce(c1)Oc2ccc(cc2)C(=0)N(C)C)C(=0)Nc3cen(n3)C
Cc1nc(sn1)NC(=0)c2cc(cc(c2)OC(C)C)Oc3cec(cec3)C(=0)N(C)CC(=O)N(C)C
Cc1nc(sn1)NC(=0)c2cc(cc(c2)OC(C)C)Oc3cec(cec3)C(=0)N(C)CCO
CI[C@@H](CO)Oc1cc(ce(c1)Oc2cec(cc2Cl)S(=0)(=0)C)C(=0)Nc3cen(n3)C
Cc1nc(sn1)NC(=0)c2cc(ce(c2)O[C@@H](C)COC)Oc3ccc(cc3)C(=0)N4CC(C4)0
Cc1nc(sn1)NC(=0)c2cc(ce(c2)0[C@@H](C)COC)Oc3ccc(cc3)C(=0)NACCCN(CC4)CCO
CC(C)Oc1cc(ce(c1)Oc2ccc(cc2)C(=0)N(CCOC)C3CCN(CC3)C(=0)C)C(=0)Ncdcen(n4)C
CC(C)Oc1cc(cc(c1)Oc2ccc(cc2)C(=0)N(C3CC3)C4CCN(CC4)C(=0)C)C(=0)Nc5cen(n5)C
CI[C@@H](COC)Oc1cc(ce(c1)Oc2cec(cc2)C(=0)N(C)C)C(=O)Nc3cc[nHIn3
C[C@@H](CO)Oc1cc(cc(c1)Oc2ccc(cc2)S(=0)(=0)N(C)C)C(=0O)Nc3cen(n3)C
CCI[C@@H](CO)Oc1cc(ce(c1)Oc2cec(cc2)S(=0)(=0)C)C(=0)Nc3cen(n3)C
CI[C@@H](CO)Oc1cc(ce(c1)Oc2cec(cc2)C(=0)N3CCCC3)C(=0)Ncdcen(n4)C
Cn1cce(n1)NC(=0)c2cc(cc(c2)0[C@@H]3CCCIC@H]30)Oc4ccc(cc4)S(=0)(=0)C
C[C@@H](COC)Oc1cc(ce(c1)Oc2cec(cc2)S(=0)(=0)C)C(=0)Ne3nceen3
C[C@@H](CO)Oc1cc(cc(c1)Oc2ccc(cc2F)C(=0)N3CCCC3)C(=0)Ncdcen(n4)C
C[C@@H](COC)0Oc1cc(ce(c1)Oc2cec(cc2)S(=0)C)C(=0)Nc3cc[nHIn3
CCn1cce(n1)NC(=0)c2cc(cc(c2)O[C@@H](C)CO)Oc3ccc(cc3)S(=0)(=0)C
CCn1cce(n1)NC(=0)c2cc(ce(c2)0[C@@H](C)CO)Oc3cec(cc3F)S(=0)(=0)C
CCn1cce(n1)NC(=0)c2cc(cc(c2)O[C@@H](C)CO)Oc3ccc(cc3F)C(=0)N(C)C
CCS(=0)(=0)c1cee(c(c1)F)Oc2cc(ce(c2)0[C@@H](C)CO)C(=0)Nc3cen(n3)C
CCn1ccc(n1)NC(=0)c2ce(cc(c2)0[C@@H](C)CO)Oc3ccc(cc3F)C(=0)N4CCC4
CCn1cce(n1)NC(=0)c2cc(cc(c2)O[C@@H](C)CO)Oc3ccc(cc3)C(=0)N4CCC4
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CC[C@@H](COC)Oc1cc(cc(c1)Oc2ccc(cc2)S(=0)(=0)C)C(=0)Nc3cen(n3)C
Cc1cc(nn1C)NC(=0)c2cc(cc(c2)O[C@@H](C)CO)Oc3ccc(cc3)S(=0)(=0)C
C[C@@H](CO)Oc1cc(cc(c1)Oc2ccc(cc2F)S(=0)(=0)C)C(=0)Nc3ccon3
CCS(=0)(=0)c1cec(cc1)Oc2cec(ce(c2)O[C@@H](C)CO)C(=0)Nc3cen(n3)C
CC[C@@H](CO)Oc1cc(ce(c1)Oc2ccec(cc2F)C(=0)N3CCC3)C(=0O)Ncdcen(n4)C
CC[C@@H](CO)Oc1cc(ce(c1)Oc2ccc(cc2F)S(=0)(=0)C)C(=0)Nc3cen(n3)C
CCn1ccc(n1)NC(=0)c2ce(cc(c2)0[C@@H](C)CO)Oc3ccc(ce3)C(=0)N(C)C
CC[C@@H](CO)Oc1cc(ce(c1)Oc2ccc(cc2)C(=0)N3CCC3)C(=0)Ncdcen(n4)C
CC[C@@H](CO)Oc1cc(ce(c1)Oc2cee(cc2)C(=0)N(C)C)C(=0)Nc3cen(n3)CC
CCS(=0)(=0)c1ccc(c(c1)F)Oc2cc(ce(c2)O[C@@H](C)CO)C(=0)Nc3cenc(cn3)C
CC[C@@H](CO)Oc1cc(ce(c1)Oc2cec(cc2)C(=0O)N(C)C)C(=0)Nc3cen(n3)C
CC(C)n1cec(n1)NC(=0)c2cc(ce(c2)O[C@@H](C)CO)Oc3ccc(ce3)S(=0)(=0)C
C[C@@H](COC)Oc1cc(ce(c1)Oc2ccc(cc2F)C(=0)N(C)C)C(=0)Nc3cc[nHIn3
C[C@@H](CO)Oc1cc(ce(c1)Oc2ccc(cc2)C(=0)N3CCC3)C(=0)Ncdcc[nH]n4
CIC@H]([C@@H](C)Oc1cc(ce(c1)Oc2cce(cc2)S(=0)(=0)C)C(=0)Nec3cen(n3)C)O
C[C@@H](CO)Oc1cc(cc(c1)Oc2ccc(cc2)C(=0)N3CCOCC3)C(=0)Nc4cen(nd)C
C[C@@H](CO)Oc1cc(ce(c1)Oc2ccc(cc2)C(=0)NC3CC3)C(=0)Ncdcen(nd)C
CI[C@@H](CO)Oc1cc(ce(c1)Oc2cec(cc2F)C(=0)N3CCOCC3)C(=0)Ncdcen(n4)C
CC1CCN1C(=0)c2cce(c(c2)F)Oc3cc(cc(c3)0[C@@H](C)CO)C(=0)Ncdcen(n4)C
CI[C@@H](CO)Oc1cc(cc(c1)Oc2cec(cc2)S(=0)(=0)N3CCOCC3)C(=0)Ncdcen(n4)C
CIC@@H](CO)Oc1cc(ce(c1)Oc2cce(cc2)S(=0)(=0)N3CCC3)C(=0O)Ncdcen(nd)C
CC(C)OC1CN(C1)C(=0)c2cce(c(c2)F)Oc3cc(ce(c3)O[C@@H](C)CO)C(=0)Nc4cen(n4)C
CIC@@H](CO)Oc1cc(cc(c1)Oc2ecc(cc2)S(=0)(=0)C3CCC3)C(=0)Ncdcen(n4)C

Data distributions for the compounds listed above

Glucokinase pECsy | LogD Log uM Solubility | Log Caco-2 AtoB | hERG pICs,
3.5 44 . 5.1
7.5 : 354 . 2.5;| 5
1 . 3 ) : 4.9+
. 3 4 4.8+
A || |-E8| | | Bl | |2
1 2.5 - 6
651 : 1 { @ 2 : ] [ @ 4s]
2 : 1.5+ : 1 : 449
6 : 4.3+
154 : 1 : 05 4.2
5.5AD . . 057 . ] ’ 4‘1:
. 14 0 N 0+ - 3.9
Median 7.0, mean 6.9 Median 2.2, mean 2.2 Median 2.6, mean 2.5 Median 1.5, mean 1.4 Median 4.5, mean 4.5
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X-y plot of predicted vs measured logD for neutral compounds using AZlogD, clogP and
ACD logD. Points marked with circles are out of the dynamic range of the measured
data and are excluded from the statistics.

AZlogD clogP ACDlogD
15 2 25 3 35 4 1 15 2 25 3 35 4 45 5 a0 5
AZ_LogD ClogP ACD_LogD_(7.4)
RMSE =0.39 RMSE =0.47 RMSE=1.2
mean bias = 0.04 mean bias = 0.13 mean bias = 1.0
n=58
Synthesis of AZD1092

Methyl 3-hydroxy-5-{[phenylmethyl]oxy}benzoate
@v I
o O/

OH

To a stirred solution of methyl 3,5-dihydroxybenzoate (1.00 kg, 5.95 mol) in DMF (6 L) was
added potassium carbonate (892 g, 9 mol), and the suspension stirred at ambient temperature
under argon. To this was added benzyl bromide (1.44 kg, 8.42 mol) slowly over 1 hour, with
a slight exotherm, and the reaction mixture stirred overnight at ambient temperature. The
reaction was quenched cautiously with ammonium chloride solution (5 L) followed by water
(35 L). The aqueous suspension was extracted with dichloromethane (1 x 3 Land 2 x S L).
The combined extracts were washed with water (10 L) and dried overnight (MgSO4). The
solution was evaporated in vacuo, and the crude product was purified by flash column
chromatography in 3 batches (3 x 2 kg silica, eluting with a gradient consisting of hexane
containing 10% DCM, to neat DCM, to DCM containing 50% ethyl acetate) to eliminate
starting material. The resulting material was further purified by high pressure liquid
chromatography (HPLC) in 175 g batches (Amicon HPLC, 5 kg normal-phase silica, eluting
with isohexane containing 20% v/v of ethyl acetate) to afford the title compound (323 g,
21%). "H NMR & (ds-DMSO): 3.8 (s, 3H), 5.1 (s, 2H), 6.65 (m, 1H), 7.0 (m, 1H), 7.05 (m,
1H), 7.3-7.5 (m, 5H), 9.85 (br s, 1H)
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(2R)-1-{|tert-Butyl(dimethyl)silyl]oxy}propan-2-ol

/

/SLO /\E/OH
tert-Butyl(dimethyl)silyl chloride (5.90 g, 39.5 mmol) was added to a solution of (2R)-
propane-1,2-diol (3.00 g, 39.5 mmol) in DCM (100 mL) followed by diisopropylethylamine
(DIPEA) (7.10 g, 55.3 mmol) and the reaction was stirred under argon for 72 h. The reaction
was diluted with diethylether (500 mL) and water (140 mL) and the organic layer was
separated, dried (MgSQ,), filtered and evaporated. The residue was purified by flash
chromatography on silica (eluting with 1:15 to 1:10 ethyl acetate: hexane) to afford the title
compound as a colourless oil (6.00 g, 80%). "H NMR & (CDCls) 0.10 (m, 6H), 0.92 (s, 9H),
1.14 (d, 3H), 2.42 (d, 1H), 3.38 (dd, 1H), 3.60 (dd, 1H), 3.82 (m, 1H)
The data are consistent with those reported in the literature (J. Org. Chem., 1998, 53, 2300).

Methyl 3-((15)-2-{[tert-butyl(dimethyl)silyl]oxy}-1-methylethoxy)-5-[(phenylmethyl)oxy]

benzoate
o}

%Si(okrow;jxo/
s

(2R)-1-{[tert-Butyl(dimethyl)silylJoxy} propan-2-ol (3.31 g, 17.4 mmol) was added to a
solution of methyl 3-hydroxy-5-{[phenylmethyl]oxy}benzoate (3.00 g, 11.6 mmol) in
tetrahydrofuran (THF) (50 mL) at 0°C followed by addition of triphenylphosphine (4.57 g,
17.4 mmol) then di-iso-propylazodicarboxylate (3.43 mL, 17.4 mmol) and the reaction was
warmed to RT and stirred for 16 h. The reaction was quenched with water (100 mL) and
diethylether (400 mL) and the organic layer was separated, dried (MgSQO,) and evaporated.
The residue was purified by flash chromatography on silica (eluting with 1:15 to 1:5 ethyl
acetate:hexane) to afford the title compound as a colourless oil (4.00 g, 80%). 'H NMR &
(CDCl3) 0.03 (s, 3H), 0.05 (s, 3H), 0.89 (s, 9H), 1.29 (d, 3H), 3.63 (dd, 1H), 3.78 (dd, 1H),
3.92 (s, 3H), 4.44 (m, 1H), 5.08 (s, 2H), 6.77 (m, 1H), 7.40 (m, 7H)

3-{(Phenylmethyl)oxy}-5-((15)-2-{[fert-butyl(dimethyl)silyl]oxy}-1-methylethoxy)

benzoic acid
~ly ?
/8"oﬁ/ O\Q)LOH
ESO

Methyl 3-((15)-2-{[tert-butyl(dimethyl)silyl]oxy } -1-methylethoxy)-5-
[(phenylmethyl)oxy]benzoate (3.0 g, 6.98 mmol) was dissolved in THF (50 mL) and water
(10mL) and lithium hydroxide monohydrate (586 mg, 13.95 mmol) added. The resultant
mixture was heated with stirring at 45°C for 2 hours, then at ambient temperature for 16
hours, and at 45°C for a further 4 hours. Water (40 mL) was added and the solvent removed
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in vacuo. The resultant solution was acidified carefully with 1M citric acid (2 equivalents),
washed with water and brine then dried (MgSOQ.), filtered and evaporated in vacuo to give the
title compound as a colourless gum (2.58 g, 89%). '"H NMR & (d¢-DMSO) 0.02 (d, 6H), 0.84
(s, 9H), 1.17 (d, 3H), 3.66 (m, 2H), 4.43 (m, 1H), 5.05 (s, 2H), 6.56 (br s, 1H), 7.10 (br s,
1H), 7.17 (br s, 1H), 7.25-7.44 (m, 5H), 7.60 (br s, 1H)

3-((1S)-2-{|tert-Butyl(dimethyl)silyl]oxy}-1-methylethyloxy)-5-(phenylmethyl) oxy-/N-(1-
methyl-1H-pyrazol-3-yl)benzamide

%S/\OAFOQ)%JTN’N‘
<

DIPEA (4.06 g, 23.4 mmol) was added to a suspension of 3-{(phenylmethyl)oxy}-5-((15)-2-
{[tert-butyl(dimethyl)silyl]oxy}-1-methylethoxy) benzoic acid (2.43 g, 5.84 mmol), 1-
methyl-1H-pyrazole-3-amine (0.85 g, 8.76 mmol) and O-(7-Azabenzotriazol-1-yl)-
N,N,N’,N’-tetramethyluronium hexofluorophosphate (HATU) (4.66 g, 12.3 mmol) in N,N-
dimethylformamide (DMF) (50 mL) and stirred at ambient temperature for 16 hours. The
resultant mixture was partially reduced in vacuo, poured into water (100 mL) and extracted
with diethylether (2 x 50 mL). The extracts were washed with water and brine then dried
(MgSO0,), filtered and evaporated. The residue was purified by flash chromatography (eluting
with 0-100% ethyl acetate in isohexane) to afford the title compound as a colourless oil
(1.87 g, 65%). '"H NMR & (ds-DMSO0) 0.02 (d, 6H), 0.84 (s, 9H), 1.21 (d, 3H), 3.68 (d, 2H),
3.76 (s, 3H), 4.58 (m, 1H), 5.13 (s, 2H), 6.56 (m, 1H), 6.70 (m, 1H), 7.18 (s, 1H), 7.24 (s,
1H), 7.29-7.46 (m, 5H), 7.57 (m, 1H), 10.74 (br s, 1H); m/z 496 (M+H)"

3-((1S5)-2-{|tert-Butyl(dimethyl)silyl]oxy}-1-methylethyloxy)-5-hydroxy-/N-(1-methyl-1H-

pyrazol-3-yl)benzamide
Sl P =
OH

3-((15)-2-{[tert-Butyl(dimethyl)silyl]Joxy} - 1-methylethyloxy)-5-(phenylmethyl) oxy-N-(1-
methyl-1H-pyrazol-3-yl)benzamide (1.8 g, 3.64 mmol) was dissolved in methanol (50 mL)
and the flask evacuated and purged with nitrogen (3 times). 10% Palladium on carbon (0.2 g)
was added and the flask further evacuated and finally purged with hydrogen gas. The reaction
mixture was stirred at ambient temperature for 16 hours. The reaction mixture was evacuated
and purged with nitrogen (3 times). The catalyst was filtered off, and the filtrate concentrated
in vacuo to give the desired compound (1.45 g, 98%). "H NMR § (d¢-DMSO) 0.02 (d, 6H),
0.83 (s, 9H), 1.18 (d, 3H), 3.66 (m, 2H), 3.72 (s, 3H), 4.51 (m, 1H), 6.42 (m, 1H), 6.52 (m,
1H), 6.?0 (s, 1H), 7.02 (s, 1H), 7.55 (m, 1H), 9.58 (br s, 1H), 10.59 (br s, 1H); m/z 406
(M+H)

1-(3-Chloro-4-fluorobenzoyl)azetidine

o L

o
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To a solution of 3-chloro-4-fluorobenzoic acid (1.74 g, 10.0 mmol) in DCM (50 mL) was
added oxalyl chloride (1.05 mL, 12.0 mmol) and DMF (1 drop). The mixture was stirred at
ambient temperature for 16 hours and the DCM and excess oxalyl chloride evaporated in
vacuo. The residual acid chloride and azetidine hydrochloride (1.12 g, 12 mmol) were taken
up in DCM (25 mL) and triethylamine (4.18 mL, 30 mmol) added to the mixture, which was
stirred at ambient temperature for 2 hours. The DCM was evaporated in vacuo, and the
residue partitioned between ethyl acetate (100 mL) and 1N hydrochloric acid (50 mL). The
ethyl acetate layer was washed sequentially with saturated aqueous sodium hydrogen
carbonate and brine, dried (MgSOj), and evaporated. The residue was crystallized from ethyl
acetate / isohexane to give the title compound (1.64 g, 77%). '"H NMR & (CDCls) 2.4 (m, 2H),
4.2-4.4 (m, 4H), 7.2 (m, 1H), 7.55 (m, 1H), 7.7 (m, 1H)

3-{[4-(Azetidin-1-ylcarbonyl)-2-chlorophenyl]oxy}-5-{[(15)-2-hydroxy-1-
methylethyl]oxy}-/NV-(1-methyl-1H-pyrazol- 3-yl)benzam1de

oY Q)* N

N
Cl

o)
To a mixture of 3-((15)-2-{[tert-butyl(dimethyl)silyl]oxy}-1-methylethyloxy)-5-hydroxy-N-
(1-methyl-1H-pyrazol-3-yl)benzamide (215 mg, 0.53 mmol) and 1-(3-chloro-4-
fluorobenzoyl) azetidine (135 mg, 0.63 mmol) in DMF (2.0 mL) was added potassium
carbonate (146 mg, 1.06 mmol) and the stirred mixture heated at 160°C under microwave
heating for 120 minutes. The mixture was allowed to reach ambient temperature and pressure
then evaporated. The residue was purified by flash chromatography (eluting with 0-20%
methanol in DCM) to afford the title compound (130 mg, 51%). '"H NMR & (CDCl;) 1.22 (d,
3H), 2.14 (m, 2H), 3.50 (m, 2H), 3.76 (s, 3H), 4.05 (m, 2H), 4.33 (m, 2H), 4.56 (m, 1H), 4.84
(t, IH), 6.53 (d, 1H), 6.78 (m, 1H), 7.12 (m, 2H), 7.42 (s, 1H), 7.59 (m, 2H), 7.80 (m, 1H),
10.84 (br s, 1H); m/z 485/487 (M+H)"

AZD1092: 3-{[4-(Azetidin-1-ylcarbonyl)phenyl]oxy}-5-{[(15)-2-hydroxy-1-
methylethyl]oxy}-/N-(1-methyl-1H-pyrazol-3-yl)benzamide

0
HO/\‘/

—
NS /N\

N

o

3-{[4-(Azetidin-1-ylcarbonyl)-2-chlorophenyl]oxy}-5-{[(1S)-2-hydroxy- 1 -methylethyl]oxy} -
N-(1-methyl-1H-pyrazol-3-yl)benzamide (104 mg, 0.215 mmol) was dissolved in methanol
(3 mL) and THF (3 mL). Triethylamine (65 mg, 0.644 mmol) was added and the flask
evacuated and purged with nitrogen (3 times). 10% Palladium on carbon (25 mg) was added
and the flask further evacuated and finally purged with hydrogen gas. The reaction mixture
was stirred at ambient temperature for 16 hours until completion. The reaction mixture was
evacuated and purged with nitrogen (3 times). The catalyst was filtered off, the filtrate
concentrated in vacuo and dissolved in ethyl acetate (10 mL), washed with water (2 X 10mL,
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saturated aqueous sodium chloride solution (10 mL) and dried (MgSQO,) to give the title
compound (95 mg, 98%). "H NMR § (ds-DMSO) 1.22 (d, 3H), 2.24 (m, 2H), 3.51 (m, 2H),
3.76 (s, 3H), 4.02 (m, 2H), 4.30 (br s, 2H), 4.56 (m, 1H), 4.84 (t, 1H), 6.53 (d, 1H), 6.80 (m,
1H), 7.06 (d, 2H), 7.21 (m, 1H), 7.43 (m, 1H), 7.57 (m, 1H), 7.66 (d, 2H), 10.83 (br s, 1H);
m/z 451 (M+H)"

The material can be crystallised from an ethylacetate and toluene mixture after purification
by chromatography (on silica and then /or on neutral alumina) and, where necessary,
treatment with activated charcoal; mpt 131°C. The material was >99% pure by LC and >95%
enantiomeric excess by chiral HPLC.




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles false
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.6
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends false
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize false
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage false
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile (Color Management Off)
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth 8
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /FlateEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth 8
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /FlateEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /GrayImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /FlateEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e55464e1a65876863768467e5770b548c62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc666e901a554652d965874ef6768467e5770b548c52175370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA (Utilizzare queste impostazioni per creare documenti Adobe PDF adatti per visualizzare e stampare documenti aziendali in modo affidabile. I documenti PDF creati possono essere aperti con Acrobat e Adobe Reader 5.0 e versioni successive.)
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020be44c988b2c8c2a40020bb38c11cb97c0020c548c815c801c73cb85c0020bcf4ace00020c778c1c4d558b2940020b3700020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken waarmee zakelijke documenten betrouwbaar kunnen worden weergegeven en afgedrukt. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENG ()
    /ENU (Use these settings to create Adobe PDF documents suitable for reliable viewing and printing of business documents.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [595.276 779.528]
>> setpagedevice


