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abeled parent drug followed by glycosylation. 4

e |abeling of the parent drug can be synthetically challenging. Suitable

o Svynthesis of the labeled sugar donor starts from commercially available 13C.-
abeled reagents may not be available or costly. The structure of the Y J 4 6

lucose (1.
drug may not be suitable for introduction of a stable label. A viable ° i

alternative would be to incorporate the label into the glucuronic acid
moiety.

e Treatment of (1) with triphenylmethyl chloride followed by acetic anhydride in
oyridine gave (2) in 69% overall yield.'

e \Without purification of the intermediates, (2] was successively detritylated,

e A 3C,glucuronic acid sugar donor was synthesized and used to oxidized, and esterified fo give [3) in 55% overall yield.2

make two metabolites, ethynylestradiol-3-glucuronide-3C, and AZT-

glucuronide-13C,. e Sugar donor (4) was obtained in 84% vield by treating (3) with hydrogen

bromide in acetic acid.3

Examples of Glucuronide Metabolites Synthesis of Ethynylestradiol and AZT 13C -glucuronides

Llabeled versions of the 1. UOH, MeOH 9

lycones are readil ' 5
s el ctynjectadil N
lucuronide and . ETT S | =
gmz(r:;h(i)ne-?)e-g?ucuronide 2. UOH, H,0 JL

» o YAV M
Fthyl glucuronide S 2 . : 7 G 5 4 3 2 1 =y
4 ethynylestradiol **C_-glucuronide
MW 478
CONCLUSIONS

iﬁfi’;@gf@ffﬁ 1. Ag,0, benzene . labeled versions of the drug metabolites ethynylestradiol-3-glucuronide and AZT-glucuronide have been synthesized wherein

not available; good AZT the glucuronic acid moiety is 13C Jabelled.

cond'ldofes for _ >

Sfi‘r”ogm‘jifd £- WO, Inh0 e  The 3C,sugar donor was prepared in 32% overall yield from D-glucose-13C,.

e  |[sotopic purity of the synthesized metabolites was >99%.
Fynylesiradiol glucuronide AZT glucuronide 4 AZT 13C_glucuronide e  This work demonstrates that stable isotope labeling of the glucuronic acid is a feasible approach to drug metabolite internal
standard synthesis.
MW 449
e  This work is widely applicable to a range of glucuronide metabolites.
ok & o o [thynylestradiol-3-glucuronide-13C, was synthesized in one step with a 19%
ce I ll'lan t® vield and an LC purity of 99%.4
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