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Exampie 123
145-{3-Cyclobutyl-2,3.4,5-tstrahydro-1H-benzo[ d]azepin-T-yloxy)-pyrazin-2-yl]-1-
morpholin-4-yl-methanone (E123)

QOCO-©

Step 1: 5-(3-Cyclobutyi-2,3.4,5-tetrahydro-1H-benxo[d]azepin-7-yloxy)-pyrazine-2-
carbonyl chloride

Thionyl chioride (5 mi) was added slowly to S5-(3-cyclobutyl-2,3,4,5-tetrahydro-1H-
benzofdjazepin-7-yloxy)-pyrazine-2-carboxylic acid (E123a) (485 mg). The resulting
reaction mixiure was stimed at room temperature for 1 hour and then heated at reflux for a
further 1 hour. The reaction mixture was cooled, diluted with tolusne and concentrated in
vacuo (o afford the title compound which was used without further characterisation.

Step 2: 1{3-{3-Cyclobutyi-23 4,5-istrahydro-1 H-benzo[d]azepin-7-yloxy)-pyraxin-2-
yi]-1-morpholin-4-yi-methanone

Morpholine (0.17 mi, 2.0 mmol) was added to a stimed solution of the product of step 1 (384
mg, 1 mmol) and diethylaminomethyl polystyrene (1.88 g, 3.2 mmollg, 8 mmol) in
dichloromethane (10 mi). The resulting mixture was allowed to stir at room tamperature for
24 hours and the fitered. The fliirate was concantrated /n vacuo and the resuiling crude
residue was purified column chromatography eluing with a mbdure of .880
ammonla:ethanol:dichloromethane (1:9:80) 1o afford the title compound (E123). MS (ES+)
m/e 409 [M+H]*.

Examples 124 and 126-127

Examples 124 and 126-127 (E124 and E126-E127) were prepared from the product of
Example 123, step 1 and the appropriate amine Indicated in the table using an analogous
method to that described for Example 123, step 2:

Example Amine LC/MS
(M+H*)

5-(3-Cyclobutyl-2,3.4,5-tetrahydro-1H-
benzo[dlarepin-7-yloxy)-pyrazine-2-carbexylic
acid ethyimethyl amide (E124)
1-{5-(3-Cyclobutyl-2,3 4,5-tetrahydro-1H-
benzo{djazepin-7-yloxy)-pyrazin-2-yi}-1-piperidin- | Plperidine 407
4-yl-methanone (E126)
1-[5-(3-Cyciobutyl-2,3,4,5-tetrahydro-1H-
benzo[djazepin-7-yloxy)-pyrazin-2-yl]-1-pyrolidin- | Pyrmrolidine 383

N-Ethytmethyl

381
amine

| 4-y-methanone (E127)

Example 125
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5-(3-Cyciobutyl-2,3.4,5tstrahydro-1H-benzo[djazepin-7-yloxy)-pyrazine-2-carboxylic

acld methyl amide (E125)

The product of Example 123, step 1 (1.56 mmol) In dry dichloromethans (10ml) was treated
with methylamine (Smi, 10mmol, 2M solution in THF) and stimed at room temperature for
18 hours. The mixture was reduced in vacuo and the resulting crude material was applied
to a SCX ion exchange cartridge (Varian bond-alute, 10 g} and washed with methanol and
then a mixiure of .880 ammonia:mathanol (1:8). The basic fractions were then reduced
and the crude product purified by column chromatography eluting with a mixture of .680
ammonia:ethanol:dichloromethane (0.2:1.8:08 arx then 0.4:3.8:96) to afford the title
compound (E125). '"H NMR (CDCl,) § 8.91 (1H, d, 1.3 Hz), 8.28 (1H, d, 1.3 Hz), 7.61 (1H,
br quartet, 4.8 Hz), 7.15 (1H, m), .92 (2H, m), 3.03 (3H, d, 5.1 Hz), 2.93 (4H, m), 2.78 (1H,
m), 247 (4H, m), 2.08 (2H, m), 1.81 (2H, m), 1.70-1.62 (24, m).

Example 128
3-Cyclobutyl-7-phenoxy-2,3.4,5-tstrahydro-1H-benzo[d]azepine (E128)

Sodium hydride (60% disp. in mineral oll, 86 mg. 2.4 mmol) was added to a stimed solution
of 3-cyclobutyl-2,3,4,5-tetrahydro-1H-benzo|[dlazepin-7-al (E3) (435 mg, 20 mmol) and
copper ({) bromide (402 mg, 2.8 mmol) in pyridine {10 mi) at 0 "C. After stirring for 0.5 hour
at room temperatura, lodobsnzene (0.45 mi, 4.0 mmol) was added and the reaction mixture
was heated to refiux for 24 hours. The reaction was aliowed 1o cool, fitered and the flitrate
then concentrated in vacuo. The crude residue was dissolved with ethyl acatate and
washed with water and brine. The organic layer was dried over magnesium sulfate, filtered
and concentrated in vacuo and the resulting residue purified by column chromatography
eluting with a mixture of .880 ammonla:ethanot-dichioromethane (0.25:2.25:07.5 to 1:8:80)
1o afford the titte compound (E128); MS (ES+) m/e 284 [M+H]*.

Exsmplaes 129-138

Examples 128-138 (E129-E138) wers preparsd from 3-cyclobuly-2,3,4,5-tetrahydro-1H-
benzo{d]ezepin-7-0l (E3) and the appropriate aromatic halide indicated in the table using an
anslogous method to that described for Example 128 (E128):

LCAMS
Example Aromatic hallde (Mrit)
1-{4-(3-Cyclabutyl-2,3.4,5-tetrahydro-1+- 1-{4-lodo-phenyl)-1-
benzo|d]azepin-7-ylaxy)-phanyl]-1-morpholin-4-yl- | morpholin-4-yi- 407
methanona (E128) methanone (D22)
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