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Abstract: The asymmetric synthesis of a glucuronide conjugate of the 2-azetidinone cholesterol absorption
inhibitor Sch 48461 was accomplished to confirm the structure of a metabolite isolated from in vivo sources.
Key features of this article include the asymmetric synthesis of 2-azetidinones by Evan’s chiral oxazolidinone
methodology and glucuronide formation by a Mitsunobu protocol. © 1997 Elsevier Science Ltd. All rights reserved.

Metabolism studies identified the glucuronide 3 as a major metabolite of the potent 2-azetidinone
cholesterol absorption inhibitor 1 (Sch 48461).1,2 Glucuronide 3 presumably arises from demethylation of 1 to
give the phenol 2 which undergoes subsequent glucuronidation. A sufficient quantity of 3 was required to
confirm the structure of the glucuronide isolated from in vivo sources and to further our studies in determining

the roles of the metabolites of 1 in cholesterol absorption inhibition.
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Chemistry

The requisite phenol 2 was prepared as shown below. 5(S)-phenyloxazolidinone 4 was acylated with 5-
phenyivaleryl chloride to provide 5. Treatment of 5 with titanium tetrachloride generated the corresponding
titanium enolate and subsequent addition of imine 6 provided a mixture of B-amino amides as a 4:1 ratio of
diastereomers. A single recrystallization of the mixture from ethyl acetate/hexanes gave 7°in enantiomerically
pure form (33% yield, unoptimized). Silylation of 7 with bis(trimethylsilyl)acetamide followed by fluoride
catalyzed cyclization gave the 2-azetidinone 8 in a one pot operation. HPLC analysis indicated that 8 was
optically pure when compared with racemic 8.3 The absolute stereochemistry of 8 was assigned as 3R,4S by
analogy to 1 by relative HPLC retention times and biological activity.4 Hydrogenolysis of 8 provided phenol 2.5

0960-894X/98/$19.00 © 1997 Elsevier Science Ltd. All rights reserved.
PII: S0960-894X(97)10185-8



36 W. D. Vaccaro et al. / Bioorg. Med. Chem. Lett. 8 (1998) 3540

/E Ph(CH2)4COCl /&Ni 1. TiCly, DIPEA, CH,(1,
w {CHQ)4Ph

TEA, DMAP ,—@—oa—azpn
4 PN 2 MeO—@—

CHI, 5
~100%

3. recrystallization
33%
OCH,Ph

1.BSA. PrcH3, 0°c Ph(GHebs, 10% PA/C, 60 psi POk,
2. TBAF e, o

: 'b\ EtOAc/MeOH
8
81% OMe 92%

~100% ee

Initial attempts to prepare the glucuronide 3 by coupling the phenol 2 and commercially available

glucuronic acid derivatives 9—11 under a variety of conditions were unsuccessful.6-9
M 602 wBr  Meo OAc  HO: OH
Aco‘". o OAc w“." ey OAc m‘,-‘ o OH

OAc OAc OH

The key glycosidal linkage was ultimately forged by a modified Mitsunobu procedure.10.11 Treatment of
a THF solution of 2 and benzyl-protected sugar derivatives 12102 or 1312 with 1,1’~(azodicarbonyl)dipiperdine
and tributylphosphine provided 15 and 16 in good (60%) and excellent (~100%) _yields, respectfully. However,
with acetate-protected sugars such as 14,13 the presence of tributylphosphine resulted in rapid transacetylation
of phenol 2. Transacetylation could be prevented by substituting triphenylphosphine for tributylphosphine,
although the yield of coupled product 17 was greatly reduced (20%).
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Debenzylation of 15 was sluggish with 10% Pd/C under a hydrogen atmosphere (15—60 psi) in various
solvent mixtures or under hydrogen transfer conditions. Compounds 15 and 16 were successfully debenzylated
with Pearlman’s catalyst (20% Pd(OH),/C, Hy(1 atm), 50% MeOH/EtOAc) to give compounds 3 and 18.14
Treatment of compound 17 with KCN/MeOH provided the methyl ester 19.15 Synthetic 3 was found to be
identical to 3 isolated from in vivo sources by HPLC, MS, and NMR.2 The stereochemistry of 3 at the anomeric
center was assigned as beta by NMR studies (Janomeric H = 7.5 Hz).16
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Biological Results

Both the phenol 2 and the glucuronide 3 are less active than 1 when given orally in the seven day
cholesterol-fed hamster assay (Table).17 Variation of the C-6 substitutent of the sugar was found to modulate
cholesterol absoroption activity. The alcohol 18 and ester 19 have similar potencies whereas the acid 3 is less
potent. Attachment of the phenol 2 need not be limited to the 2-position of the sugar as demonstrated by
compound 21, wherein attachment is made at the 6-position of the sugar and cholesterol absorption inhibition
activity is retained.
Conclusions

The synthetic B-glucuronide 3 was found to be identical with 3 isolated from in vivo sources.2 Although
metabolism studies have shown that 1 is rapidly converted to 3 in vivo, both 3 and the postulated intermediate,
phenol 2 were found to be less potent than 1 when given orally in the cholesterol fed hamster assay. Cholesterol
absorption inhibition activity approaching that of 1 can be restored by variation of the C-6 position of the sugar.



38 W. D. Vaccaro et al. / Bioorg. Med. Chem. Lett. 8 (1998) 3540

The alcohol 18 and ester 19 are more potent than the acid 3 in the cholesterol fed hamster assay. Additionally,
cholesterol absorption inhibition appears to be tolerant of position of attachment as well as substitution of the
sugar moiety. Since we are limited to using an in vivo assay, interpertation of the cholesterol absorption
inhibition of the compounds presented in the table may be clouded. The observed cholesterol absorption
inhibition may be a reflection of a compound’s bioavailability and/or ease of conversion to active metabolites,
and not its intrinsic cholesterol absorption inhibition activity. The methods described for the synthesis of 2-
azetidinones and their sugar substituted analogs allow for ready variation of both the 2-azetidinone and sugar
moieties.

Table. Cholesterol Absorption Inhibition Activity of Sugar-Substituted 2-Azetidinones in Orally Dosed Seven
Day Cholesterol-fed Hamsters.*

Dose Serum Cholesterol Liver Cholesterol Esters
Compound R (mg/Kg/day) (% reduction) (% reduction)
1 Me 10 43 -93
2 H 10 -25 -70
Ho, OH
3 _Q...o,, 10 -10 -9
[0}
COH
BnQ, OBn
16 _Q...OB,, 10 -9 -21
(o)
CH ,0Bn
HO, OH
18 —(—_§ oH 10 29 -86
[0}
CH ,0H
HO," OH
19 _.Q oH 8 -23 -62
(o]
COMe
;OMe
21 H,O—Q... OH 10 -10 —48

HO OH

*Compounds were evaluated in the cholesterol-fed hamster model at the indicated dose (n = 6/group).” All
compounds were statistically different from the cholesterol-fed control group (n = 6/group). The compounds
were evaluated in separate studies hence, direct statistical comparisons among the compounds was not
performed.
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Representative procedure for Mitsunubu coupling: benzyl 2,3,4-tri-O-benzyl-1-0-[4-[trans-
(3R,45)-1-(4-methoxyphenyl)-2-oxo-3-[3-(phenyl)propyl]]-4-azetidinyl] phenyl])-b-D-glucuronate

15: 1,1"-(Azodicarbonyl)dipiperdine (1.47 g, 7.27 mmol) was added to a 0 °C solution of 2 (0.194 g, 5.0
mmol), 12 (2.52 g, 4.54 mmol) and tributylphosphine (1.81 mL, 7.27 mmol) in THF (20 mL). After 5 min,

‘a thick precipitate formed. Additional THF (20 mL) was added to facilitate stirring, and the mixture was

allowed to come to room temperature overnight. The mixture was diluted with 20% EtQOAc/hexanes,
filtered through celite, and the filter cake was well washed with 20% EtOAc/hexanes. The filtrate was
concentrated onto enough silica such that a free flowing powder was obtained. The resulting powder was
loaded onto a chromatography column packed with silica and 20% EtOAc/hexanes. Elution with the same
solvent mixture provided 2.51 g (60%) of the title compound as a thick syrup. PMR (400 MHz, CDCl;):
7.22 (29H, m), 7.01 (2H, d, /= 8.7 Hz), 6.77 (2H, d, J = 9.1 Hz), 5.15 (2H, app. d, J = 3.8 Hz), 5.01
(anomeric H, 1H,d,J = 7.2 Hz), 4.97 (1H, d, /= 11 Hz), 4.90 (1H, d, /=11 Hz), 4.80 (2H, d, J= 11
Hz), 4.74 (1H, d,J=10.7 H2), 4.56 (1H, d, /= 2.2 Hz), 4.50 (1H, d, /= 10.7 Hz), 4.04 (1H, d, /= 9.6
Hz), 3.93 (1H, t, J= 8.6 Hz), 3.73 (5H, m), 3.05 (1H, m), 2.65 (2H, t, J= 7.6 Hz), 1.96 (1H, m), 1.83
(3H, m). TLC: Rf= 0.29 (30% EtOAc/hexanes) HRMS (FAB): calcd for M+H: CsHsgNOy 924.4112,
found 924.4119. HPLC: Analytical Chiracel OD column (20% isopropanol/hexane, 1.0 mL/min, Rt =
15.13 min).

Available from the Sigma Chemical Company.
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MeOH/EtOAc. The filtrate was concentrated to give the title compound as a clear glass 0.32 g (91%).
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