Hepatic Versus Enteric Uridine 5’-diphospho (UDP)-glucuronosyltransferase (UGT) Activity:
A Comparison Of Cryopreserved Human Hepatocytes (CHH) and Cryopreserved Intestinal Mucosa
(CHIM) In The Enzyme Kinetics Of B-Estradiol, Chenodeoxycholic Acid, Propofol, Raloxifene, Serotonin,
Trifluoperazine And Zidovudine Glucuronidation
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SUMMARY AND

An orally administered drug is subjected to
CONCLUSIONS

sequential enteric and hepatic metabolism

* An orally-administered drug is firstly metabolized enterically, either
by the intestinal flora or by the enterocytes during the absorption
process. Upon entering the portal circulation, the absorbed drug as
well as enteric metabolites are further subjected to hepatic

UGT activities were quantified in two in vitro
experimental models, cryopreserved human

metabolism, followed by the distribution of the unmetabolized parent oral Hepatic = Hepatl_c > Hepat'_c < hepatocytes and cryopreserved human intestinal
drug and the hepatic metabolites into the systemic circulation. Administration Enteric Enteric Enteric mucosa using isoform-selective substrates. The results
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understanding of both enteric and hepatic drug metabolism
enzymes.

» Besides P450 isoforms, UGT activities are key to the
pharmacokinetics, metabolic fate, drug-drug interactions, and drug
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* Hepatic = Enteric: UGT1A1, UGT1A3 and UGT1A6
* Hepatic > Enteric: UGT1A4, UGT1A9 and UGT2B7
» Enteric > Hepatic: UGT1A8

Our results suggest that it is important to define both

including that mediated by hepatic and enteric UGT.
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CHH and CHIM. Cryopreserved pooled donor human hepatocytes
(PHH9001) and pooled donor intestinal mucosa (CHIMG6031) from
Discovery Life Sciences were used in the study. For experimentation,
the cryopreserved vials were removed from liquid nitrogen storage and
thawed in a 37°C water bath for approximately 2 min. The contents of
each individual vial were decanted into a 50 ml conical tube containing

Cryopreserved Hepatocyte or Enterocyte Recovery Medium, (UCRM or

CERM, Discovery Life Sciences-IVAL, Columbia, MD) that was pre-
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