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72
[001] Methyl-2-{1R,3S-3-[2-(3-Fluoro-phenyl}-5-methyl-oxazol-4-yimethoxy]-
cyclohexyloxymethyl}-8-methylbenzoate (72)

[002] At room tamperature, 50 mg of a 60% sodium hydride suspension and
then 1.08 mmol of 2-(3-fluorophenyl}4-iodomethyl-5-methyloxazole were added to a
solution of 200 mg of methyl-2-( 1R, 3S-3-hydroxycyclohexyloxymethyl)-
6-methylbenzoate (47a) in 5 ml of dimethylformamide. After the reaction was
monitored by TLC to be complete (approximately one hour), methyl tert-butyl ether (~
30 ml) was added, and the mixture was extracted with water. The organic phase
was dried over magnesium sulfate, the solvents were removed under reduced
pressure and the residue was purified by RP-HPLC. This gave 72 as a light-yellow
oil. CzrH3oFNOs (467.54), MS(ESI): 468 (M + H*).
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72 73

2-{ 1R, 3% 3-[2-(3-Fluoro-phenyl)-5-methyl-oxazol-4-yimethoxy]-
cyclohexyloxymethyl}-6-methylbenzoic acid (73)

[003] 100 mg of 72 were stirred in a mixture of 10 ml of tert-butanol and 1 mil
of 10 N aqueous potassium hydroxide solution at 90°C. After he reaction was
complete according to TLC (up to two days), the mixture was acidified with
hydrochloric acid and extracted with ethyl acetate. The combined organic phases
were dried over magnesium sulfate, the solvents were removed under reduced
pressure and the residue was purified by RP-HPLC. This gave as an amorphous

solid the product 73 of molecular weight 453.52 (C2gH2sFNOs), MS(ESI): 454.35 (M
+ H").

EXAMPLE XLIX
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2-{ 1R, 35-3-[2-(3-Methoxy-phenyl)-5-methyl-oxazol-4-ylmethoxy]-

cyclohexyloxymethyl}-6-methylbenzoic acid (74)

[004] Methyl 2-(1R,3S-3-hydroxycyclohexyloxymethyl)-6-methylbenzoate and
2-(3-methoxyphenyl)-4-iodomethyl-5-methyloxazole gave under the same conditions
as described for 72 and 73 the product 74 of molecular weight 465.55 (C27H31NOs),
MS(ESI): 466.37 (M + H*).
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2-{1R, 35 -3-[2-(3-Trifluoromethylphenyl)-5-methyloxazol-4-

yimethoxy]cyclohexyloxymethyl}-6-methylbenzoic acid (75)

[005] Methyl 2-(1R,3S -3-hydroxycyclohexyloxymethyl)}-6-methylbenzoate
and 2-(3-triflucromethylphenyl)-4-iodomethyl-5-methyloxazole gave under the same
conditions as described for 72 and 73 the product 75 of molecular weight 503.52
(C2rH2sF3NOs), MS(ESI): 504.37 (M + H*).

EXAMPLE LI

PO

Cl

76

2-{1R,35-3-[2-(3-Chlorophenyl)-5-methyloxazol-4-ylmethoxy]cyclohexyloxymethyl}-
6-methylbenzoic acld (76)

[006] Methyl 2-(1R,3S-3-hydroxycyclohexyloxymethyl)-6-methyibenzoate and
2-(3-chlorophenyl)-4-iodomethyl-56-methyloxazole gave under the same conditions as
described for 72 and 73 the product 76 of molecular weight 469.97 (C2sH2CINOs),
MS(ESI): 470.43 (M + H").
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2-{1R, 35 3-[2-(4-Chlorophenyl)-5-methyloxazol-4-ylmethoxy]cycichexyloxymethyl}-
6-methylbenzolic acid (77)

[007] Methyl 2-(1R,3S-3-hydroxycyclohexyloxymethyl)-6-methylbenzoate and
2-(4-chlorophenyl}-4-iodomethyl-5-methyloxazole gave, under the same conditions
as described for 72 and 73, the product 77 of molecular weight 469.97
(C26H28CINOg), MS(ESI): 470.40 (M + H*).
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78

2-{1R, 35-3-[2-(3-Methylphenyl)-5-methyloxazol-4-ylmethoxy]cyclohexyloxymethyl}-
6-methylbenzolc acid (28)

[008] Methyl 2-(1R,3S-3-hydroxycyclohexyloxymethyl)}-6-methylbenzoate
and 2-(3-methylphenyl)-4-iodomethyl-5-methyloxazole gave, under the same
conditions as described for 72 and 73 the product 78 of molecular weight 449.55

(Cz7H31NOs), MS(ESI): 450.53 (M + H").

EXAMPLE LIV
0&{\0 o/ﬁ/
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79

2-{1R,353-[2-(3,4-Dimethylphenyl)-5-methyloxazol-4-

yimethoxylcyclohexyloxymethyl}-6-methylbenzoic acid 79

[008] Methyl 2-(1R,3S-3-hydroxycyclohexyloxymethyl}-6-methylbenzoate and

2-(3,4-dimethylphenyl)-4-iodomethyl-5-methyloxazole gave under the same
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*  conditions as described for 72 and 73 the product 79 of molecular weight 463.58

(C2sH33NOs), MS(ESI): 464.22 (M + H").

EXAMPLE LV

St

80
2~{1R, 35-3-[2-(2,4-Dimethylphenyl)-5-methyloxazol-4-

yimethoxy]cyclohexyloxymethyl}-6-methylbenzolc acid (80)

[010] Methyl 2-(1R,3S-3-hydroxycyclohexyloxymethyl)-6-methylbenzoate and
2-(2,4-dimethylphenyl)-4-iodomethyl-5-methyloxazole gave, under the same
conditions as described for 72 and 73, the product 80 of molecular weight 463.58

(C28H33NOs), MS(ESI): 464.22 (M + H").

EXAMPLE LVI




2-{1R,353-[2-(2-Methylphenyl)-5-methyloxazoi-4-yimethoxy]cyclohexyloxymethyl}-
6-methylbenzoic acid (81)

[011] Methyl 2-(1R,3S-3-hydroxycyclohexyloxymethyl)}-6-methylbenzoate and
2-(2-methylphenyl)}-4-iodomethyl-5-methyloxazole gave under the same conditions
as described for 72 and 73 the product 81 of molecular weight 449.55 (C2;H3iNOs),
MS(ESI): 450.20 (M + H*).

EXAMPLE LVII

Il

82



2-{1R,353-{2-(3-Triflucromethoxyphenyl)-5-methyloxazo!-4-

yimethoxy]cyclohexyloxymethyl}-6-methylbenzoic acid (82)
[012] Methyl 2-(1R,3S-3-hydroxycyclohexyloxymethyl)-6-methylbenzoate and
2-(3-trifluoromethoxyphenyl)-4-iodomethyl-5-methyloxazole gave, under the same

conditions as described for 72 and 73 the product 82 of molecular weight 519.52
(CzrH20F3NOg), MS(ESI): 520.20 (M + H"),

EXAMPLE LVII|

o P

83

2-{1R,353-[2-(3,4-Dimethoxyphenyl)-5-methyloxazo!-4-

yimethoxy]cyclohexyloxymethyt}-6-methylbenzoic acid (83)

[013] Methyl 2-(1R,3S-3-hydroxycycliohexyloxymethyl)-6-methylbenzoate and

2-(3,4-dimethoxyphenyl}4-iodomethyl-5-methyloxazol gave under the same
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' conditions as described for 72 and 73 the product B3 of molecular weight 485.58

(C2sH33NO7), MS(ESI): 496.20 (M + H*).

EXAMPLE LIX
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2-Methyl-6-[1R, 3S-3-(5-methyl-2-phenyloxazol-4-

yimethoxy)cyclohexyloxymethyl]benzoic acid (84)

[014] Methyl 2-(1R,3S-3-hydroxycyclohexyloxymethyl)-6-methylbenzoate and
2-phenyl-4-iodomethyl-5-methyloxazole gave under the same conditions as
described for 72 and 73 the product 84 of molecular weight 435.52 (C2sHzNOs),
MS(ESI): 436.32 (M + H").
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2-Methyl-6-[1S, 3R-3-(5-methyl-2-phenyloxazol-4-

yimethoxy)cyclohexyloxymethyl]benzoic acid (85)

[015] Methyl 2-(1S,3R-3-hydroxycyciohexyloxymethyl)}-6-methylbenzoate
(47b) and 2-phenyl-4-iodomethyl-5-methyloxazole gave under the same conditions
as described for 72 and 73 the product 85 of molecular weight 435.52 (C25H29NOs),
MS(ESI): 436.32 (M + H*).
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2-Methyl-6-[1R, 35 3-(5-methyl-2-p-tolyloxazol-4-

yimethoxy)cyclohexyloxymethyl]benzoic acid (86)
[016] Methyl 2-(1R, 3S-3-hydroxycyclohexyloxymethyl)-6-methylbenzoate and
2-(4-methylphenyl)-4-iodomethyl-5-methyloxazole gave under the same conditions

as described for 72 and 73 the product 86 of malecular weight 449,55 (C2;H3:NOs),
MS(ES!): 450.36 (M + H").

EXAMPLE LXII

o
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87

2-Methyl-6-[15,3R-3-(5-methyi-2-p-tolyloxazol-4-

ylimethoxy)cyclohexyloxymethyllbenzoic acid (87)

{0171 Methyl 2-(18, 3R-3-hydroxycyclohexyloxymethyl)-6-methylbenzoate and

2-(4-methylphenyl)-4-iodomethyl-5-methyloxazole gave under the same conditions
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as described for 72 and 73 the product 87 of molecular weight 449.55 (C27H31NOs),
MS(ESI): 450.36 (M + H"),

Il
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2-{1R, 35 3-[2-(4-Methoxyphenyl)-5-methyloxazol-4-

yimethoxy]cyclohexyloxymethyl}-6-methylbenzoic acid (88)

[018] Methyl 2-(1R,3S-3-hydroxycyclohexyloxymethyl}-6-methylbenzoate and
2-(4-methoxyphenyl}-4-iodomethyl-5-methyloxazole gave under the same conditions
as described for 72 and 73 _the product 88 of molecular weight 465.55 (C2Ha1NOs),
MS(ESI): 466.37(M + H").

EXAMPLE LXIV
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2-{15,3R-3-[2-(4-Methoxyphenyi)-5-methyloxazol-4-

yimethoxy]cyclohexyloxymethyl}-6-methylbenzoic acid (89)

[019] Methyl 2-(18,3R-3-hydroxycyclohexyloxymethyl}-6-methylbenzoate and
2-(4-methoxyphenyl)-4-iodomethyl-5-methyloxazole gave under the same conditions
as described for 72 and 73 the product 89 of molecular weight 465.55 (C27HasNOg),
MS(ESI): 466.37(M + H").

EXAMPLE LXVI
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2-{ IR, 353-[2-(3-Bromophenyl)-5-methyloxazol-4-yimethoxy]cyclohexyloxymethyl}-
6-methylbenzoic acid (90)

[020] Methyl 2-(1R,3S-3-hydroxycyclohexyloxymethyl)-6-methylbenzoate
and 2-(3-bromophenyl)}4-iodomethyi-5-methyloxazole gave under the same
conditions as described for 72 and 73 the product 90 of molecular weight 514.42,
(CaeH2aBrNO3), MS(ESI): 514.30, 516.30 (M + H").

EXAMPLE LXVI|
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91

2-{ 1R, 35-3-[2-(4-Bromophenyl)-5-methyloxazol-4-yimethoxy]cyclohexyloxymethyl}-
6-methylbenzolc acid (91)

[021] Methyl 2-(1R,3S-3-hydroxycyclohexyloxymethyl)-6-methyibenzoate and

2-(4-bromophenyl)}-4-iodomethyl-5-methyloxazole gave under the same conditions
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as described for 72 and 73_the product 91 of molecular weight 514.42,
(CaeH26BNOs), MS(ESI): 514.29; 516.29 (M + H*).

Example LXVII

Process:
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Methyl-[2-(1S,4R-4-tert-butyldimethylisilanyloxycyclopent-2-enyloxymethyl)-6-methyl]

benzoate

82¢g 1 S,4R-4-tert-Butyldimethylisilanyloxycyclopent-2-enol in 20 ml dry dimethyl
formamide (DMF) are added dropwise under Argon atmosphere at 0°C to a
suspension of 1,6 g 60% NaH in 12 ml dry DMF. Then 20 ml 60% (2-Bromomethyl-6-
methy)-methyl-benzoate are added at 0*C. After the addition is completed the ice-
bath is removed and the mixture is stirred at room temperature for 6 h. 200 ml
Methyl-t-butyl-ether (MTBE) are then added and the organic phase is washed with
200 ml water and 200ml of saturated NaCl-solution . The organic layer is dried over
MgS04 and the solvents are removed. The remaining residue is purified by
chromatography (SiO2, n-heptane /MTBE 8:1 => 3:;1), vielding the product Methyl-[2-
(1S,4R-4-tert-butyldimethylsilanyloxycyclopent-2-enyloxymethyl}-6-methyl]benzoate
as a yellow oil. C21H3204S:i (376,57), LCMS (ESI): 377 (MH").

Methyl-[2-(1S,4R-4-hydroxycyclopent-2-enyloxymethyl)}-6-methyl]benzoate

To a solution of 2,3 g Methyl-[2-(1S, 4R-4-tert-butyldimethylsilanyloxycyclopent-2-
enyloxymethyl)}-6-methyl]benzoate in 20 ml THF 10 mi 1M solution of
tetrabutylammoniumfluoride in THF are added and stirred for 20 min at room
temperature. The mixture is diluted with 100 ml MTBE and washed 3 times with 100
mi water, then with 50 ml of saturated NaCl-solution. The organic layer is dried over
MgSO, and the solvent is removed. The remaining residue is purified by

chromatography (SiO2, n-heptane /MTBE 1:1), yielding the product Methyl-[2-(1S,4R-

1
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4-hydroxycyclopent-2-enyloxymethyl}-6-methyllbenzoate as a yellowish oil.
C15H1804 (262,31). LCMS (ESI): 263 (MH").

Methyil-{2-methyl-6-{1S,4R-4-(5-methyl-2-phenyloxazole-4-yimethoxy)-cyclopent-2-

enyloxymethylj}benzoate

300 mg Methyl-[2-(1S,4R-4-Hydroxycyclopent-2-enyloxymethyl)}-6-methyl]benzoate,
in 2 ml dry DMF are given dropwise under Argon atmosphere to a suspension of 55
mg 60% NaH in 3 ml dry DM. After 20 min of stirring at room temperature a solution
of 320 mg 5-Methyl-2-phenyloxazole-4-yimethyichlorid in 1 ml DMF is added. The
mixture is stirred for 80 min at room temperature, then 0,5 ml isopropanol are added
followed by 20 ml MTBE. The solution is washed 3 times with 20 ml water, then with
20 ml of saturate_d NaCl-solution, the organic layer is dried over MgSO4 and the
solvents are removed. The remaining residue is purified by chromatography (SiO2, n-
heptane /MTBE 5:1). Fractions containing the product are collected and once more
submitted to chromatography after removal of tha solvents (SiO,, n-
heptane/ethylacetate 10:1), yielding the product Methyl{2-methyl-6-[1S, 4R-4-(5-
methyl-2-phenyloxazole-4-yimethoxy)-cyclopent-2-enyloxymethyl]}benzoate as a
yellowish oil. C25H25NOS (419,48). LCMS (ESI): 420 (MH").

2-Methyl-6-[1S,4R-4-(5-methyl-2-phenyloxazole-4-yimethoxy}-cyclopent-2-

enyloxymethyl]-benzoic acid



19

60 mg Methyl-{2-methyl-6-[1S,4R-4-(5-methyl-2-phenyloxazole-4-yimethoxy)-
cyclopent-2-anyloxymathyl]jbenzoate in 1 ml 10 M aqueous KOH und 1 mi tert-
butanol are stirred for 4 days at 100 *C. The mixture is diluted with 10 ml water and
extracted 3 times with 10 ml ethylacetate. The combined organic layers are dried
over MgSO4 and the solvents are removed. Purification of the remaining residue by
HPLC yields 2-Methyl-6-[1S,4R-4-(5-methyl-2-phenyloxazole-4-yimethoxy)-
cyclopent-2-enyloxymethyl]-benzoic acid as a colorless oil. C24H23NOS (405,45).
LCMS (ESI): 406 (MH").



TABLE la
Example No. EC50 PPARa. [nM]
XLVl 0.25
XLIX 0.52
L 0.19
LI 0.31
LIl 0.10
LIl 0.40
LIV 0.08
LV 0.09
LVI 0.54
LVII 0.13
LVl 0.46
LIX 0.20
LX 10
LXI 0.08
LXII 0.56
LXIN 0.13
LXIV 1.1
LXV 0.48
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Ejemplos Adicionales:

EJEMPLO XLVIII
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72

[001] Metil-2-{1R,35-3~-[2-{3-fluoro-fenil)-5-metil-oxazol-4-

ilmetoxi]~ciclohexiloximetil}-6-metilbenzoato (72)

[002] A temperatura ambiente se afiadieron 50 mg de una suspen-
8i6n de hidruro de sodio al 60% y luego 1,08 mmol de 2-(3-
fluorofenil)-4-yodometil-5-metiloxazol a una solucién de 200
mg de metil-2- (1R, 3S-3-hidroxiciclohexiloximetil) -6~
metilbenzoato (47a) en 5 ml de dimetilformamida. Después se
monitoreo mediante TLC la reaccidén hasta que estuvo completa
(aproximadamente una hora), se afiadié ter-éter butilico (~ 30
ml) y la mezcla fue extraida con agua. La fase organica fue
secada sobre sulfato de magnesio, se eliminaron los solventes
bajo preslodn reduclda y el residuo se purificd mediante RP-
HPLC. Esto produjo 72 como un aceite amarillo claro. Cz7H3oFNOs
(467,74), MS(ESI): 468 (M+H').

/LC,Z&
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72 73

Acido 2-{1R,3S8-3-[2-(3-fluoro-fenil)-5-metil-oxazol=-4-~

ilmetoxi]-ciclohexilmetiloximetil}-6-metilbenzoico (73)

[003]) Se agitaron 100 mg de 72 en una mezcla de 10 ml de ter-
butanol y 1 ml de solucién 10 N de hidréxido de potasio acuosa
a 90°C. Después de que la rgaccibn estuvo completa segin TLC
(hasta dos dias), la mezcla se acidificé con acido clorhidrico
y fue extraida con acetato de etilo. Las fases orgdnicas com-
binadas se secaron sobre sulfato de magnesio, se eliminaron
los solventes bajo preslidén reducida y el residuo fue purifica-
do mediante RP-HPLC. Esto dio el producta 73 como un sélido
amorfo de peso molecular 453,52 (Ca¢H2FNOs), MS(ESI): 454,35
{M+H') .

EJEMPLO XLIX
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74

Acido 2-{1R,38-3=[2-{3-metoxi-~fenil)-5-metil-oxazol=-4-

ilmetoxi]-ciclohexiloximetoxl)~-6-metilbenzolico (74)

[004] Metil 2-(1R,3S-3-hidroxiciclohexiloximetil)-6-
metilbenzoato y 2-(3-metoxifenil)~4-yodometil-5-metiloxazol
dieron bajo las mismas condiciones descritas para 72 y 73 el

producto 74 de peso molecular 465,55 (C27HaNOg), MS(ESI):
466,37 (M+H').

EJEMPLO L

75
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Acido 2-[1R, 35-3-[2-(3-trifluorometilfenil)-5-metiloxazol-4-

ilmetoxi]ciclohexiloximetil}-6-metilbenzoico (75)

[005] Metil 2-(1R,3S-3-hidroxiciclochexiloximetil)-6-
metilbenzoato y 2-{3-metoxifenll)-4~yodometll-5-metiloxazol
dieron bajo las mismas condiciones descritas para 72 y 73 el

producto 75 de peso molecular 503,52 (Cz7H2eF3NOs), MS(ESI):
504,37 (M+H'). '

EJEMPLO LI
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76

Acldo 2-{1R,35-3-[2-(3-clorofenil)-5-metiloxazol-4-

ilmetoxi]ciclohexiloximetil}-6-metilbenzoico (76)

[006] Metil 2-(1R,3S-3-hidroxiciclchexiloximetil)-6-
metilbenzoato y 2-(3-metoxifenil)~-4-yodometil-5-metiloxazol
dieron bajo las mismas condiciones descritas para 72 y 73 el
producto 76 de peso molecular 469,97 (Cze¢H2sC1lNOs), MS(ESI):
470,43 (M+H').
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EJEMPLO LIT

77

Acido 2-{1R,35-3-{2-(4-clorofenil)-5-metiloxazol-4-

ilmetoxi]ciclohexiloximetlil}-6-metilbenzoico (77)

[007] Metil 2-(1R,3S-3-hidroxiciclohexiloximetil)-6-
metilbenzoato y 2~ (3-metoxifenil)-4~-yodometil-5-metiloxazol
dieron bajo las mismas condiciones descritas para 72 y 73 el
producto 77 de peso molf.-cular 469,97 (CagH20C1NOs5), MS(ESI):
470,40 (M+H').

EJEMPLO LIII

(o) OH
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Acido 2-1R,35-3-[2-(3-metilfenil)~5-metiloxazol-4-

ilmetoxi)ciclohexiloximetil)}-6-metilbenzoico (78)

[008] Metil 2-(1R,3S-3-hidroxiciclohexiloximetil)-6-
metilbenzoato y 2-(3-metoxifenil)-4-yodometil-5-metiloxazol
dieron bajo las mismas condiciones descritas para 72 y 73 el
producto 77 de peso molecular 449,55 (Cz7HaiNOs), MS(ESI):
450,53 (M+H').

EJEMPLO LIV

79

Acido 2-{1R,3S8,3-[2~{3,4-dimetilfenil)-metiloxazol-4-

ilmetoxi]ciclohexiloximetil}-6-metilbenzoico 79

[009] Metil 2-(1R,3S-3-hidroxiciclohexiloximetil)-6-

metilbenzoato y 2-(3-metoxifenil)-4-yodometil-5-metiloxazol



dieron bajo las mismas condiciones descritas para 72 y 73 el

producto 79 de peso molecular 463,58 (CzeH33NOs), MS(ESI):
464,22 (M+H').

EJEMPLO LV

b~ L

=N

80

Acido 2-[1R,35-3-[2-({2,4~dimetilfenil)-5-metiloxazol-4-

ilmetoxi]ciclohexiloximetil-6-metilbenzoico (80)

[010] Metil 2-(1R,3S-3-hidroxiciclohexiloximetil)-6-
metilbenzoato y 2-({3-metoxifenil)-4-yodometil-5-metiloxazol
dieron bajo las mismas condiciones descritas para 72 y 73 el

producto 80 de peso molecular 463,58 (CzeH3aNOs), MS(ESI):
464,22 (M+H'}.

EJEMPLO LVI




Oy __OH

Acido 2-{1R, 35-3-[2-{2-metilfenil)-metiloxazol-4-
ilmetiloxilciclohexiloximetil}-6-metilbenzoico (81)

[011]] Metll 2-(1R,3S-3~hidroxiciclohexiloximetil)}-6-
metilbenzoato y 2-(3-metoxifenil)-4-yodometil-5-metiloxazol
dieron bajo las mismas condiclones descritas para 72 y 73 el
producto 8l de peso molecular 449,55 (Cz7H3NOs), MS(ESI):
450,20 (M+H').

EJEMPLO LVII

o) OH

PSSO

B

82



Acido 2-({1R,35=-3-[2~{trifluorometoxifenil }-5-metiloxazol-4-

ilmetoxilciclohexiloximetil }-6-metilbenzoico (82)

[012) Metil 2-(1R,3S-~3-hidroxiciclohexiloximetil)-6-
metilbenzoato y 2-(3-metoxifenil)-4-yodometil-5-metiloxazol
dieron bajo las mismas condiciones descritas para 72 y 73 el
producto 82 de peso molecular 519,52 (Ca7Hz2eF3NOg), MS(ESI):
520,20 (M+H').

EJEMPLO LVIII

o [

83

Acido 2-{1R,35-3-(2-(3,4-dimetoxifenil)-5-metiloxazol-4-

ilmetoxi}ciclohexiloximetil}-6-metilbenzoico (83)

[013] Metil 2-{1R,3S~3-hidroxiciclohexiloximetil)-~6-

metilbenzoato y 2-(3-metoxifenil)-4-yodometil-5-metiloxazol
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dieron bajo las mismas condiciones descritas para 72 y 73 el

producto 83 de pesc molecular 495,58 (CzaH33aNO;), MS(ESI):
496,20 (M+H").

EJEMPLO LIX

0O OH

I~

-—-"N

84

Acido 2-metil-6-[1R,3S5-3-(5-metll-2-fenloxazol-4-

ilmetoxi)ciclohexiloximetil]benzoico (84)

[014) Metil 2-(1R,3S-3-hidroxiciclohexiloximetil)-6-
metilbenzoato y 2-{3-metoxifenil)-4-yodometil-5-metiloxazol
dieron bajo las mismas condiciones descritas para 72 y 73 el
producto 84 de peso molecular 435,52 (CyeH29NOs), MS(ESI):
436,32 (M+H').

W
16



A4
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EJEMPLO LX

o;L§7//\‘0 0O

=N

85

Acido 2-metil-6-{1S,3R-3-(5-metil-2-feniloxazol-4-

ilmetoxi)ciclohexiloximetil]lbenzoico (85)

[015] Metil 2-(1R, 3S-3-hidroxiciclohexiloximetil)-6-
metilbenzoato y 2-{(3-metoxifenil)-4-yodometil-5-metiloxazol
dieron bajo las mismas condiciones descritas para 72 y 73 el
producto 85 de pesoc molecular 435,52 {Cz¢H2eNOs), M5 (ESI):
436,32 (M+H').

EJEMPLO LXI

: (o) OH

=N

0

86
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Acido 2-metil-6-[1R,3S-3-(5-metil-2-p-toliloxazol-4-

ilmetoxilciclohexiloximetil]benzoico (B6)

[016] Metil 2-(1R, 3S-3-hidroxiciclochexiloximetil)-6-
metilbenzoato y 2-(3-metoxifenil)-4-yodometil-5-metiloxazol
dieron bajo las mismas condiciones descritas para 72 y 73 el
producto 86 de peso molecular 449,55 (Cy7H3NOs), MS(ESI):
450,36 (M+H").

EJEMPLO LXII

_ [::::] (8] OH
O)Y\O (o)

—-"N

87

Acido 2-metil-6-(1S,3R-3-(5-metil-2-p-~-toliloxazol-4-

ilmetoxi)ciclohexlloximetil)benzolco (87)

[017] Metil 2-(1R,3S-3-hidroxiciclohexiloximetil)-6-
metilbenzoato y 2-(3-metoxifenil)-4-yodometil-5-metiloxazol

dieron bajo las mismas condiciones descritas para 72 y 73
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el producto B7 de peso molecular 449,55 (Cz;H3NOs), MS{ESI):
450,36 (M+H*).

EJEMPLO LXIII

O OH

do~l

=N

—0

Acido 2~{1R,35-3-[2-(4-metoxifenil)-5-metiloxazol-4-
ilmetoxli]lciclohexiloximetil}~6-metilbenzoico (88)

f[018] Metil 2-(1R,3S-3~hidroxiciclohexiloximetil)-6-
metilbenzoato y 2-(3-metoxifenil)-4-yodometil-5-metiloxazol
dieron bajo las mismas condiciones descritas para 72 y 73 el

producto 88 de peso molecular 465,55 (Cz7H3NOg), MS(ESI):
466,37 (M+H").

EJEMPLO LXIV




14

) OH

0>§K\o O o

Acido 2-{1S,3R-3-[2-(4-metoxifenil)-5-metiloxazol-4-

ilmetoxi]ciclohexiloximetil }-6-metilbenzoico (89)

[019) Metil 2-(1R, 3S-3-hidroxiciclohexiloximetil)-6-
metilbenzoato y 2-(3-metoxifenil)-4-yodometil-5-metiloxazol
dieron bajo las mismas condiciones descritas para 72 y 73 el

producto 89 de peso molecular 465,55 (Cz7H3NOg), MS(ESI):
466,37 (M+HY).

EJEMPLO ILXVI

:: 0 OH
O)Lﬁj/’\‘o (o]

=N

Br

20



Acido 2-{1R,3S8-3~[2-(3-bromofenil)-S-metiloxazol-4-

ilmetoxi]ciclohexiloximetil}-6-metilbenzoico (90)

[020] Metil 2-(1R,3S-3-hidroxiciclohexiloximetil)-6-
metilbenzoato y 2-(3-metoxifenil)-4-yodometil-5-metiloxazol
dieron bajo las mismas condiciones descritas para 72 y 73 el
producto 90 de peso molecular 514,42 (CazeH2¢BrNOs), MS(ESI):
514,30: 516,30 (M+H").

EJEMPLO LXVI

O OH

Il

=N

91

Acido 2-{1R,35-3~[2-{4~bromofenil)-5~-metiloxazol-4~

ilmetoxi)ciclohexiloximetil}-6-metilbenzoico (91)

[021]) Metil 2-(1R,35-3-hidroxiciclohexiloximetil)}-6-

metilbenzoato y 2-{3-metoxifenil)-4-yodometil—-5-metiloxazol
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W

dieron bajo las mismas condiciones descritas para 72 y 73 el

producto 91 de peso molecular 514,42 (Cp¢H2eBrNOs), MS(ESI):

514,29; 516,29 (M+H').

EJEMPLO LXVII

Proceso:

NaH o)

DMF I
1y ’Q e /suo,@o
o o

BudNF

KOH
tBuCH (0] O
H20 ,»//

o =N
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dieron bajo las mismas condiciones descritas para 72 y 73 el
producto 91 de peso molecular 514,42 (CzeH20BrNOs), MS(ESI):
514,29; 516,29 (M4ll').

EJEMPLO LXVII

Procaso:

Nakl O 0

KOH
tBuOH 0 o]
H20

/SJ

¥
w

\
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196

Metil-(2-(1S-4R-4~-ter-butildimetilsilaniloxiciclopent-2-

eniloximetil)-6-metil]benzoato

8,2 gr de 15,4R-4-ter-butildimetilsilaniloxiciclopent-2-enol
en 20 ml de dimetilformamida (DMF) seca se afladen gota a gota
bajo atmésfera de argén a 0°C a una suspensién de 1,6 gr de
NaH al 60% en 12 ml de DMF seca. Luego se aifladen a 0°C 20 ml
de (2-bromometil-6-metil)-metil-benzoato al 60%. Después de
que se ha completado esta adiclén se elimina el baflo de hielo
y la mezcla se agita a temperatura ambiente durante 6 horas.
Luego se agregan 200 ml de éter metilbutilico (MTBE) y la fase
orgdnica se lava con 200 ml de agua y 200 ml de solucién de
NaCl saturada. La capa organica se seca sobre MgSO4 y se ell-
minan lo solventes. El residuo sobrante se purifica mediante
cromatografia (Si0;, n-heptano/MTIBE 8:1 => 3:1), resultando el
producto metil-{2-1S, 4R-4-ter-butildimetilsilaniloxiciclopent-
2-eniloximetil)}-6-metil]benzoato como un aceite amarillo.
C21H3204si (376,57), LCMS (ESI): 377 (MH').

Metil ~-[2-(1S-4R-4-hidroxiciclopent-2-eniloximetil)-6-

metil)benzoato

A una solucién de 2,3 gr de metil-[2-(1S,4R-4-ter-
butildimetilsilaniloxiciclopent-2-eniloximetil)-6-
metil)benzoato en 20 ml de THF se le afladen 10 ml de una solu-
cién 1M de tetrabutilamoniofluorurc en THF y se agitan durante
20 minutos a temperatura ambiente. La mezcla se diluye con 100
ml de MTBE y se lava 3 veces con 100 ml de agua, luego con 50
ml de solucién de NaCl saturada. La capa organica se seca
sobre MgSO, y se elimina el solvente. El residuo sobrante se
purifica mediante cromatografia (SiO;, n-heptano/MTBE 1:1),
resultando el producto metil-[2-1S,4R-4-hidroxiciclopent-2-
eniloximetil)-6-metil]benzoato como un acelte amarillento.

C15H1804Si (262,31), LCMS (ESI): 263 (MH').
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Metil-{2-metil-6-({1S,4R-4-(5-metil-2-feniloxazol=-4-ilmetoxi)-

ciclopent-2-eniloximetil }benzoato

300 mg de metil-[2-(1S, 4R-4-hidroxiciclopent-2-eniloximetil}-
6-metil]benzoato en 2 ml de DMF seca se agregan gota a gota
bajo atmbésfera de argdn a una suspensiédn de 55 mg de NaH al
60% en 3 ml de DM seco. Después de 20 minutos de agitacién a
temperatura ambiente se agrega una solucién de 320 mg de 5-
metil-2-feniloxazol-4-ilmetilcloruro en 1 ml de DMF. La mezcla
se aglta durante 90 minutos a temperatura ambiente, luego de
agregan 0,5 ml de isopropancl seguidos por 20 ml de MTBE. La
solucién se lava 3 veces con 20 ml de agua, luego con 20 ml de
solucidédn de NaCl saturada, la capa organica se seca sobre
MgSO4 y se eliminan:los solventes. El residuo sobrante se pu-
rifica mediante cromatografia SiQ,, n-heptano/MTBE 5:1). Las
fracciones que contienen el producto se recogen y se someten
una vez mas a cromatografia luego de eliminar los solventes
(S102, n-heptano/etilacetato 10:1), resultando el producto
metil-{2-metil-6~[1S,4R-4-(5-metil-2-fenlloxazol-4~-1ilmetoxi)-
ciclopent-2-eniloximetil}benzoato como un aceite amarillento.

C25H25N05 (419,48). LCM (ESI): 420 (MH'Y).

Acido 2-metil-6-[1S,4R-4-(5-metil-2-feniloxazol=-4-ilmetoxi)~-

ciclopent-2-eniloximetil]-benzoico

60 mg de metil-{2-metil-6-[1S,4R~4~(5-metil-2-feniloxazol-4-
ilmetoxi)-ciclopent-2-enliloximetil}benzoato en 1 ml de 10 M
KOH acuoso y 1 ml de ter-butanol se agitan durante 4 dias a
100°C. La mezcla se diluye con 10 ml de agua y se extrae 3 ve-~
ces con 10 ml de etilacetato. La capas organicas combinadas se
secan sobre MgSO, Yy se eliminan los solventes. La purificacién
del residuo sobrante mediante HPLC produce acido 2-metil-6-
[1S,4R-4-(5-metil-2-feniloxazol-4~ilmetoxi)-ciclopent-2-
eniloximetil]-benzoico como un aceite incoloro. C24H23NO5

{405,45). LCMS (ESI): 406 (MH%).
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TABLA Ia
Ejemplo No. EC50 PPARa [nM]

XLVIII 0,25
XLIX 0,52
L 0,19
LI 0,31
LII 0,10
LIII 0,40
LIV 0,08
LV 0,09
Lvli 0,54
LVII 0,13
LVITI 0,46
LIX 0,20
LX 10
IXI 0,08
IXIT 0,56
IXIII 0,13
LXIV 1,1
LXV 0,48




