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A:arylamine N-acetyltransferase (frogs), 137
Aceclofenac »
comparative metabolism (rats, monkeys, humans), 969
metabolism (humans), 834
Acetaminophen
-induced hepatotoxicity, analysis of total covalent binding vs. specific
binding to cysteine, 1192
metabolism and toxicity, comparison with 4-hydroxyphenylacetone,
liver slices (rats), 866
Acetazolamide, tubular secretion, concentration-dependent, and inhibition
by salicylic acid (isolated perfused rat kidney), 456
N-Acetylamrinone, hemodynamic effects, group B streptococcal sepsis
(porcine model), 1028
Acetylator activities, rapid and slow, kinetics of acetyl coenzyme
A:arylamine N-acetyltransferase, from rapid and slow acetylator
frog tissues, kinetics, 137
N-Acetyl-S-(1,2,2-trichlorovinyl)-l-cysteine, identification as tetrachlo-
roethene metabolite, after occupational exposure (humans), 41
Acyl-coenzyme A synthetase, medium chain, purification and character-
ization, 879
Adenosine triphosphate, hepatic depletion, and impairment of glycine
conjugation in vivo, 1347
Aerosol propellants, 1,1,1,2,3,3,3-heptafluoropropane, biotransformation,
lack of protein binding of metabolite hexafluoroacetone, 906
Albumin, stereoselective irreversible binding of ketoprofen glucuronides,
1050
Alcohol, see Ethanol; Ethyl alcohol
Aldehyde oxidase, reductive metabolism of zonisamide, 199
Alkoxyresorufins, biotransformation (V79 Chinese hamster cells), 1314
O-Alkylguanine-DNA alkyltransferase, inactivator, see 2,4-Diamino-6-
benzyloxy-5-nitrosopyrimidine
Allylbenzene analogs, 2’,3'-oxides derived from, covalent binding to
DNA in vitro, 1020
Allyl chloride, biotransformation (rats), 765
Aluminum, intoxication, aluminum chelation activity of 3-hydroxypyri-
din-4-ones (rabbits), 105
Ametryne, in vitro metabolism (rats, pigs, humans), 859
Amido hydrolases, liver, purification, characterization, and roles in met-
abolic polymorphism for E6123 (rhesus monkeys), 1186
Amines, glucuronidation, catalyzed by human UGT1.4 protein, 356
2-Amino-a-carboline, metabolism, human and rodent liver microsomes
and human CYP1A2, 395
5-Amino- 1-1(4'-chlorobenzoyl-3,5-dichlorobenzyl)-1,2,3-triazole-4-car-
boxamide), see CAI
trans-Anethole, metabolism, pathways (rats, mice), 717
Antibiotics, see Cefadroxil; Erythromycin; Fluoroquinolone; Trovafloxa-
cin
Antibodies, monoclonal, macaque-human chimeric anti-human CD4,
CE9.1, metabolically radiolabeled, disposition (transgenic mice
bearing human CD4), 1032
Anticonvulsants, see Losigamone; Zonisamide
Antidysrhythmic drug, dofetilide, disposition and action, significance of
metabolism, in vitro studies and correlation with in vivo data, 447
Antifungal agents, see Fluconazole; Ketoconazole
Antipsychotic agent, atypical, HP236, metabolism, 1139
Antipyrine, in vitro oxidation, identification of hepatic cytochromes P450
involved in (humans), 487
Antithrombotic agent, novel, RG 12986, disposition (cynomolgus mon-
keys), 1102
Arene oxide(s), reactive, formation, evidence for, bioactivation of car-
bamazepine in vivo (rats), 469
Arylamine N-acetyltransferases

expression in Escherichia coli, purification, and substrate specificities
of recombinant monomorphic and polymorphic isozymes (ham-
sters), 245
kinetics (frogs), 137
Atrazine, in vitro metabolism (rats, pigs, humans), 859

Bacterial expression, improved, of human P form phenolsulfotransferase,
applications to drug metabolism, 1180
Basic fibroblast growth factor, local perivascular administration, drug
delivery and toxicological evaluation, 922
Benzoic acid, glycine conjugation, impairment by lipoic acid, 682
Benzoquinolinone, LY191704, enantiomers, stereoselective disposition
(rats, dogs), 1162
Benzoylglycine, renal excretion, impairment by lipoic acid, 682
N-Benzyl-1-aminobenzotriazole, mechanism-based inhibition of hepatic
and pulmonary cytochrome P450, kinetics and selectivity (guinea
pigs), 996
Bile
duct cannulation, effect on excretion pathways of trovafloxacin
(Sprague-Dawley rats, beagle dogs), 1231
effect on intestinal absorption of diclofenac, 216
methacrylonitrile metabolites, excretion and identification (male F344
rats), 390
outflow from liver, diversion or prevention, effect on renal uptake of
injected inorganic mercury, 480
Bioactivation, carbamazepine, in vivo, evidence for formation of reactive
arene oxide(s) (rats), 469
Bioavailability, absolute, ['“C]nefazodone (humans), 91
Biotransformation
7-alkoxyresorufins and triazines (V79 Chinese hamster cells), 1314
embryonic, investigations, implications of catalysis of dealkylation/
debenzylation of phenoxazone ethers by hemoglobin in absence of
peroxides, 1362
1,1,1,2,3,3,3-heptafluoropropane, lack of protein binding of metabolite
hexafluoroacetone, 906
U-83860, to mixed glyceride metabolites, by hepatocytes in primary
culture (rats, humans), 221
U-89843, in vitro and in vivo (rats), 187
Bisphosphonate ester, U-91502, metabolism (rats), 65
Brain
disposition of valpromide, valproic acid, and valnoctamide (rats), 560
tissue, accumulation of tacrine, evidence for, 628
Breast, tissue and tumors, expression of cytochromes P450 (humans), 899
Brequinar, effects on hepatic UDP-glucuronic acid levels and UDP-
glucuronyltransferase activities (rats), 375
Bunitrolol, metabolism, effect of 3-methylcholanthrene (rats), 254
Bupranolol, used as substrate, for determination of CYP2D6 activity in
vitro, 303
Busulfan, conjugation by glutathione S-transferases, 1015

Caco-2 cells, drug-metabolizing enzymes, studies, 634
Caffeine
induction of CYP1A2 (rats), 529
systemic clearance and demethylation (sheep, cattle), 1058
CAI, human metabolites, identification and characterization, 799
Cancer, advanced, patients, limonene metabolites, identification and char-
acterization, liquid chromatography/mass spectrometry, 565
Carbamazepine
and carbamazepine-10,11-epoxide, comparative effects on hepatic cy-
tochromes P450 (rats), 619
bioactivation, in vivo, evidence for formation of reactive arene oxide(s)
(rats), 469
protein-reactive metabolites, liver microsomes (mice), 509
Carbamazepine-10,11-epoxide, and carbamazepine, comparative effects
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on hepatic cytochromes P450 (rats), 619
Carbon, '“C, replacing with stable isotopes, drug metabolism studies, 697
Carbon tetrachloride, metabolism, CYP2E1- and CYP2B1/2B2-catalyzed,
15
Catechol estrogens, detoxication, catechol-O-methyl transferase-medi-
ated, implications of 17B-estradiol metabolism (hamsters), 588
Catechol-O-methyl transferase-mediated detoxication of catechol estro-
gens, implications of 17B-estradiol metabolism (hamsters), 588
Cefadroxil, renal excretion mechanisms, influence of probenecid, 270
CE9.1, metabolically radiolabeled, disposition (transgenic mice bearing
human CD4), 1032
Centchroman, tissue distribution and pharmacokinetics, after single oral
dose (female rats), 148
Chemical reaction interface mass spectrometry (CRIMS), replacing '“C
with stable isotopes, 697
Chemoprevention, potential role of flavonoids, 232
Chloral hydrate, metabolism
liver microsomes, leading to induction of lipid peroxidation via free
radical mechanism (mice), 81
pharmacokinetic analysis (B6C3F1 mice), 1340
Chlorinated volatile organic compounds, cytochrome P450-mediated me-
tabolism, modeling, 203
Cidofovir
bioavailability (rats), 745
distribution, metabolism, and excretion, effect of probenecid (rabbits),
315
metabolism (rats), 745
effect of probenecid (rabbits), 315
pharmacokinetics (monkeys), 738, (rats), 745
Clofibrate
placental transfer, induction of CYP4A expression (18.5-day fetal rats),
547
pretreatment
effects on hydroxylation of lauric acid analogs, liver microsomes
(rats), 462
identification of metabolites and effects, liver microsomes (rats), 462
Clorgyline .
formation of metabolic intermediate complex of CYP2B1, 1247
inactivation of CYP2B1, 669
Cocaethylene, effects on cocaine pharmacokinetics (conscious dogs), 850
Cocaine ,
and ethyl alcohol, interaction between (naive and alcohol-pretreal
rats), 807 :
hepatotoxicity, participation of CYP2B and CYP3A (rats), 74
pharmacokinetics, effect of ethanol and cocaethylene (conscious dogs),
850
Codeine
and metabolites
dose-related distribution into rat hair, 282
incorporation into hair, role of pigmentation, 495
N-demethylation, microsomal, cosegregation with CYP3A4 activity,
761
Cognitive enhancer, novel, EXP921, pharmacokinetics and metabolism
(rats), 172
Compound A, see Fluoromethyl-2,2-difluoro-1-(trifluoromethyl)vinyl
ether ,
Connective tissue, retention mechanism of imidazoles, binding to elastin,
1291
Contraceptive agents, centchroman, tissue distribution and pharmacoki-
netics, after single oral dose (female rats), 148
CRIMS, see Chemical reaction interface mass spectrometry
Cryopreservation, hepatocytes
assessment of metabolic capacity using testosterone metabolism (rats,
mice), 1224
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comparative viability studies (rats, mice), 1218
Cumene hydroperoxide-supported reactions, study of propranolol hy-
droxylation and N-desisopropylation by CYP2D6, 112
Cyclobenzaprine, in vitro metabolism, human liver cytochrome P450
isoforms involved, identification, 786
Cyclosporin A, metabolism and polarized efflux, CYP3A-like cytochrome
P450-mediated, Caco-2 cells, 344 .
Cyclosporine, glucuronidated phase I metabolites, characterization, urine
of transplant patients, time-of-flight secondary-ion mass spectrom-
etry, 1151
Cysteine, binding, acetaminophen-induced hepatotoxicity, 1192
Cytochrome P450
catalysis of 4-hydroxylation of bunitrolol, kinetics and immunological
studies, liver microsomes (rats), 254
-catalyzed aromatic hydroxylation, mechanism, selectively deuterated
warfarin as substrate probe, 1038
composition and inducibility, small intestinal, characterization (rats),
322
-dependent liver microsomal defluorination of fluoromethyl-2,2-dif-
luoro-1-(trifluoromethyl)vinyl ether (humans), 649
-dependent metabolism of warfarin, inhibition by fluconazole, in vitro
studies (humans), 414
enzymes
cyclobenzaprine metabolism (humans), 786
dolasetron metabolism, in vitro, characterization, comparison with
other indole-containing 5-hydroxytryptamine antagonists, 602
microsomal, oxidation of xenobiotic chemicals, human fetal livers
and adult lungs, characterization, 515
expression
breast tissue and tumors (humans), 899
gene expression, constitutive, suppression by epidermal growth factor
receptor ligands, cultured rat hepatocytes, 542
regulation, by inhibitors of hydroxymethylglutaryl-coenzyme A re-
ductase, primary cultured hepatocytes and liver (rats), 1197
hepatic
comparative effects of carbamazepine and carbamazepine-10,11-ep-
oxide (rats), 619
effects of tebufelone, characterization (beagle dogs), 523
inhibition, mechanism-based, by N-benzyl-1-aminobenzotriazole and
N-a-methylbenzyl-1-aminobenzotriazole, kinetics and selectivity
(guinea pigs), 996
human, cDNA-expressed, CYP3A activity, inhibition and kinetics (rats,
humans), 940
inhibitors
comparison of ketoconazole and fluconazole, 211
6’,7'-dihydroxybergamottin, identification in grapefruit juice, 1287
involved in in vitro oxidation of antipyrine, identification (humans), 487
-mediated metabolism
chlorinated volatile organic compounds, modeling, 203
dodecenoic acids, liver microsomes (rats), 462
microsomal, inhibition by fluoroquinolone antibiotics (rats, humans),
1134
oxidoreductase, stable expression and coexpression, sensitivity to qui-
nones and biotransformation of 7-alkoxyresorufins and triazines
(V79 Chinese hamster cells), 1314
pulmonary, inhibition, mechanism-based, by N-benzyl-1-aminobenzo-
triazole and N-a-methylbenzyl-1-aminobenzotriazole, kinetics and
selectivity (guinea pigs), 996
role in oxazaphosphorine metabolism, deactivation via N-dechloroethy-
lation and activation via 4-hydroxylation catalyzed by distinct
subsets, liver cytochromes P450 (rat), 1254
suppression, association with endotoxemia (rats), 401
CYP3A-like, in Caco-2 cells, 344
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Cytochrome P4501A, metabolism- of ropivacaine, liver microsomes (hu-
mans), 955
Cytochrome P4501A1, recombinant, propranolol oxidation, 692
Cytochrome P4501A2
2-amino-a-carboline metabolism (humans), 395
induction by tea (rats), 529
[O-methyl '“C]naproxen O-demethylase activity (humans), 126
recombinant, propranolol oxidation, 692
stable expression and coexpression, sensitivity to quinones and bio-
transformation of 7-alkoxyresorufins and triazines (V79 Chinese
hamster cells), 1314
Cytochrome P4502A, genes, expression, nasal mucosa (rodents, humans),
884
Cytochrome P4502A6
catalysis of reductive halothane metabelism in vitro (humans), 976
role in C-oxidation of nicotine (humans), 1212
Cytochrome P4502B, participation in cocaine hepatotoxicity (rats), 74
Cytochrome P4502B1
inactivation by deprenyl and clorgyline, 669
metabolic intermediate complex, formation by clorgyline, 1247
Cytochrome P4502B1/2B2-catalyzed carbon tetrachloride metabolism,
effects on signal transduction, 15
Cytochrome P4502B6, catalytic role, N-demethylation of S-mephenytoin,
948
Cytochrome P4502CAA, epoxidation of C,g unsaturated fatty acids, 664
Cytochrome P4502C2, epoxidation of C,g unsaturated fatty acids, 664
Cytochrome P4502C9
inhibitors, three-dimensional quantitative structure-activity relation-
ship, 1
putative active site template model, 260
role in stereoselective metabolism of phenytoin to its major metabolite,
1401
Cytochrome P4502C9/10, (O-methyl “Clnaproxen O-demethylase activ-
ity (humans), 126
Cytochrome P4502C11, gene expression, constitutive, suppression by
epidermal growth factor receptor ligands, cultured rat hepatocytes,
542
Cytochrome P4502C19
major omeprazole 5-hydroxylase, as demonstrated with recombinant
cytochrome P450 enzymes, 1081
new metabolic marker, formation of (R)-8-hydroxywarfarin, liver mi-
crosomes (humans), 610
role in stereoselective metabolism of phenytoin to its major metabolite,
1401
Cytochrome P4502D6
activity, in vitro, determination, sensitive method using bupranolol as
substrate, 303 .
metoprolol metabolism, ethnic populations, 350
propranolol hydroxylation and N-desisopropylation, 112
Cytochrome P4502E1
-catalyzed carbon tetrachloride metabolism, effects on signal transduc-
tion, 15
hepatic and renal expression, effects of hydrazine, phenelzine, and
hydralazine treatment (rats), 734
role at low substrate concentrations, NADPH-dependent covalent bind-
ing of ['*CJhalothane to liver microsomes (humans), 1307
Cytochrome P4503A
activity, inhibition and kinetics, in microsomes from cDNA-expressed
human cytochrome P450 (rats, humans), 940
catalysis of aliphatic oxidation of salmeterol to a-hydroxysalmeterol,
liver microsomes (humans), 555
isozymes, erythromycin as specific substrate for, 23
-like cytochrome P450-mediated metabolism and polarized efflux of
cyclosporin A, Caco-2 cells, 344
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major source of N-vinylprotoporphyrin IX formation, after 3-[2-(2,4,6-
trimethylphenyl)thioethyl}-4-methylsydnone administration (rats),
872
ropivacaine metabolism, liver microsomes (humans), 955
participation in cocaine hepatotoxicity (rats), 74
substrates, metabolic interactions, 164
Cytochrome P4503A4
activity, cosegregation of microsomal codeine N-demethylation with,
761
catalysis of reductive halothane metabolism in vifro (humans), 976
fentanyl metabolism, liver microsomes (humans), 932
MK-639 metabolism (humans), 307
Cytochrome P4504A
expression, induction by clofibrate (18.5-day fetal rats), 547
induction, association with endotoxemia (rats), 401
Cytosols, liver
mammalian, reductive metabolism of zonisamide, 199
lisofylline and pentoxifylline metabolism (humans), 1175

Dapsone, metabolism, alternative pathways, liver microsomes (humans),
164
Dealkylation, of phenoxazone ethers, catalysis by hemoglobin in absence
of peroxides, implications for investigations of embryonic bio-
transformation, 1326
Debenzylation, of phenoxazone ethers, catalysis by hemoglobin in ab-
sence of peroxides, implications for investigations of embryonic
biotransformation, 1326
N-Dechloroethylation, oxazaphosphorine, role of Cytochrome P450, 1254
DEET, absorption, distribution, metabolism, and excretion (rats), 156
Defluorination, of fluoromethyl-2,2-difluoro-1-(trifluoromethyl)vinyl
ether, P450-dependent and nonenzymatic liver microsomal (hu-
mans), 649
Dehydroepiandrosterone sulfotransferase, jejunal, immunochemical char-
acterization of individual variation (humans), 1328
N-Demethylation
caffeine (sheep, cattle), 1058
S-mephenytoin, catalytic role of CYP2B6, 948
microsomal, codeine, cosegregation with CYP3A4 activity, 761
Deprenyl, inactivation of CYP2B1, 669
Desferrioxamine, aluminum chelation activity, aluminum intoxication
(rabbits), 105
N-Desisopropylation, propranolol, by CYP2D6, 112
7-Desmethyl centchroman, tissue distribution and pharmacokinetics, after
single oral dose (female rats), 148
Dexamethasone-pretreatment, N-vinylprotoporphyrin IX formation after
3-[2-(2,4,6-trimethylphenyl)thioethyl}-4-methylsydnone adminis-
tration (rats), 872
Diabetes, patients, metabolism of gliclazide, 55
2,4-Diamino-6-benzyloxy-5-nitrosopyrimidine, pharmacokinetics and
metabolism (rats), 1205
Dichloroacetate, pharmacokinetic analysis (B6C3F1 mice), 1340
p.p-Dichlorodiphenyl sulfone, metabolism and disposition (rats), 579
Diclofenac, intestinal absorption, accelerative effect of bile (rats), 216
Dideoxynucleoside pharmacokinetics, role of altered metabolism (rats),
1155
N' ,N'4.Diethylhomospermine, metabolism and pharmacokinetics, 334
N,N-Diethyl-M-toluamide, see DEET
Digoxin, intestinal absorption and exsorption by quinidine, inhibition, 142
13,14-Dihydro-9-cis-retinoic acid, and its taurine conjugate, identifica-
tion, 293
6',7'-Dihydroxybergamottin, identification in grapefruit juice, 1287
Diltiazem, enalapril/diltiazem combinations, toxicity study (rats), 28
1,2-Dimethylhydrazine, hepatic and colonic metabolic enzymes, compar-
ative study (inbred mouse lines), 408
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6,7-Dimethyl-2,4-di- 1-pyrrolidinyl-7H-pyrrolo[2,3-d]pyrimidine, see
U-89843

Diphenhydramine, hepatic first-pass uptake, comparative study, fetal and
adult sheep, 273

Dithionite-supported hydroxylation of palmitic acid by P4AS0BM-3, 1282

DNA, covalent binding, in vitro, of 2’',3'-oxides derived from allylben-
zene analogs, 1020

DNase I-hypersensitive sites, tissue-specific, identification in flavin-con-
taining monooxygenase form 2 gene (rabbits), 891

Docetaxel, major metabolites, human feces, isolation, purification, and
biological activity, 655 '

Dofetilide, disposition and action, significance of metabolism, in vitro
studies and correlation with in vivo data, 447

Dolasetron, in vitro metabolism, cytochrome P450 enzymes involved in,
comparison with other indole-containing 5-HT3 antagonists, 602

Dorzolamide, pharmacokinetics, nonlinear (rats), 659

Drugs, human, routine tissue distribution studies, relevance (letters to the
editor), 507, 508

Dynamic organ culture, precision-cut liver slices, phase I and II metabo-
lism, short-term maintenance, 364

E6123, metabolic polymorphism, roles of liver amido hydrolases (rhesus
monkeys), 1186
Elastase, human leukocyte, orally active inhibijtors, disposition of
1-683,845 (rats, rhesus monkeys), 1369
Elastin, and imidazoles, binding between, 1291
Embryonic tissues, biotransformation, investigations, implications of ca-
talysis of dealkylation/debenzylation of phenoxazone ethers by
hemoglobin in absence of peroxides, 1362
Enalapril,/diltiazem combinations, toxicity study (rats), 28
Encephalopathy, ifosfamide, preventive action of methylene blue, 1336
Endobiotics, glucuronidation, catalyzed by human UGT1.4 protein, 356
Endoplasmic reticulum, sequestered space, sequential metabolism of sal-
icylamide, coupling of hydroxylation and glucuronidation, 821
Endotoxemia, association with induction of P4504A subfamily and sup-
pression of other forms of cytochrome P450 (rats), 401
Enzyme kinetic studies
drug metabolism reactions, impact of nonspecific binding, in vitro
matrices (letter to the editor), 1047
volatile organic chemicals, gas-liquid system, 377
4"-Epiacetylamino-4"-deoxyavermectin B,, fate (rats), 572
Epichlorohydrin, synthesis, allyl chloride, biotransformation (rats), 765
Epidermal growth factor
human, disposition kinetics (rats), 96
receptor ligands, suppression of constitutive cytochrome P450 gene
expression, cultured rat hepatocytes, 542
Epidymis, segments, glutathione S-transferase expression (rats), 725
Epoxidation, lauric acid analogs, identification of metabolites and effects
of clofibrate or phenobarbital pretreatment, liver microsomes
(rats), 462
Erythrocytes ,
dorzolamide, concentration-dependent distribution (rats), 659
uninfected and malaria-infected, uptake of mefloquine enantiomers, 689
Erythromycin
as specific substrate for CYP3A isozymes, 23
N-demethylase, high-affinity, identification (adult female rats), 23
Escherichia coli, expression of arylamine N-acetyltransferases, 245
Esterase, liver and plasma, gender differences, observations from enala-
pril/diltiazem toxicity study (rats), 28
Ester prodrug, 1-751,164, first-pass metabolism, species and organ differ-
ences (dogs, monkeys), 1263
17B-Estradiol, metabolism, implications for catechol-O-methyl trans-
ferase-mediated detoxication of catechol estrogens (hamsters), 588
Estrogens, catechol, detoxication, catechol-O-methyl transferase-medi-
ated, implications of 17B-estradiol metabolism (hamsters), 588
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Estrogen sulfotransferase, jejunal, immunochemical characterization of
individual variation (humans), 1328

Estrone sulfate, uptake, isolated rat hepatocytes, 792

Ethanol, effects on cocaine pharmacokinetics (conscious dogs), 850

Ether glucuronides, glucuronidase-resistant, 119

Ethnic populations, metoprolol metabolism via CYP2D6, 350

['4C]7-Ethoxycoumarin, metabolism, precision-cut hepatic slices (rats),
383

Ethyl alcohol, and cocaine, interaction between (naive and alcohol-pre-
treated rats), 807

Ethylene glycol, plasma disposition after single intravenous, peroral, or
percutaneous doses (female rats), 911

EXP921, pharmacokinetics and metabolism (rats), 172

Fatty acids, C,g unsaturated, epoxidation by CYP2C2 and CYP2CAA,
664

Feces, human, major docetaxel metabolites, isolation, purification, and
biological activity, 655
Fibroblast growth factor, basic, local perivascular administration, drug
delivery and toxicological evaluation, 922
Fentanyl, metabolism, role of CYP3A4, liver microsomes (humans), 932
Flavin-containing monooxygenases, genes
form 1
activity and expression, inhibition by dietary indole-3-carbinol, liver
and intestine (rats), 927
structural characteristics, 1320
form 2
identification of tissue-specific DNase I-hypersensitive sites (rab-
bits), 891
structural characteristics, 1320
Flavonoids, potential role in drug metabolism and chemoprevention, 232
Fluconazole
and ketoconazole, as cytochrome P450 inhibitors, comparison, use of
steady-state infusion approach to achieve plasma concentration-
response relationships, 211
and warfarin
cytochrome P450-dependent metabolism of warfarin, inhibition by
fluconazole, in vitro studies (humans), 414
metabolically based drug interaction, in vivo studies, 422
metabolically based drug interaction, management, rational approach,
429
3-[4-[4-(6-Fluorobenzo[b]thien-3-yl)- 1-piperazinyl]butyl]-2,5,5-trim-
ethyl-4-thiazolidinone, metabolism, 1139
2'-B-Fluoro-2',3'-dideoxyadenosine, studies (rats), 1155
2'-B-Fluoro-2',3'-dideoxyinosine, studies (rats), 1155
Fluoromethyl-2,2-difluoro-1-(trifluoromethyl)vinyl ether, liver microso-
mal defluorination, P450-dependent and nonenzymatic (humans),
649
Fluoroquinolone antibiotics, inhibition of cytochrome P450-mediated mi-
crosomal drug metabolism (rats, humans), 1134
Free radicals, induction of lipid peroxidation, microsomal metabolism of
chloral hydrate, trichloroacetic acid, and trichloroethanol (mice),
81

Galactose-modified streptavidin, 267
Gemfibrozil, disposition, isolated perfused liver (rats), 984
Gemfibrozil acyl glucuronide, disposition, isolated perfused liver (rats),
984
Gliclazide
metabolic fate, investigation, diabetic patients, 55
synthesis of putative metabolites, 55
Glucocorticoids
hormones, regulation of hepatic sulfotransferase gene expression (rats),
1095
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novel, tipredane, excretion and metabolism (rats, mouse, monkeys,
humans), 1071
Glucuronidase-resistant ether glucuronides, 119
Glucuronidation
amines and hydroxylated xenobiotics and endobiotics, catalyzed by
expressed human UGT1.4 protein, 356
opioids, catalysts, phenobarbital-inducible UDP-glucuronosyltrans-
ferases, purification and properties, liver (rats), 329
salicylamide, sequential metabolism, coupling of hydroxylation and
glucuronidation, 821
valproic acid, influence of age and gender (rats), 367
Glucuronides
diastereomeric, B-glucuronidase-resistant, of 3-hydroxy-3-methyloxin-
dole formed during 3-methylindole metabolism (goats), 119
ketoprofen, stereoselective irreversible binding to albumin, 1050
Glutathione
conjugation with (E)-2-propyl-2,4-pentadienoic acid, catalyzed by he-
patic glutathione-S-transferases (rats), 436
interactions with melphalan, and role of glutathione S-transferase, 371
Glutathione S-transferases
busulfan conjugation, 1015
-catalyzed conjugation of glutathione with toxic metabolite of valproic
acid (rats), 436
hepatic and renal expression, effects of hydrazine, phenelzine, and
hydralazine treatment (rats), 734
isoforms, differential expression, compartments of testis and segments
of epidymis (rats), 725
role of, interactions of melphalan with glutathione, 371
Glyceride, metabolites, mixed, biotransformation of U-83860, hepatocytes
in primary culture (rats, humans), 221
Glycery! trinitrate-rabbit aortic strip-mediated relaxation of rabbit Taenia
coli, effect of superoxide, 780
Glycine
conjugation in vivo, impairment, and hepatic adenosine triphosphate
depletion, 1347
conjugation of benzoic acid, impairment by lipoic acid, 682
Grapefruit juice, identification of 6’,7’-dihydroxybergamottin, 1287
Growth factor
basic fibroblast, local perivascular administration, drug delivery and
toxicological evaluation, 922
human epidermal, and truncated fragment, disposition kinetics (rats), 96
Gut wall metabolism, nifedipine-rifampin interaction, 1121

Hair
dose-related distribution of codeine and metabolites (rats), 282
incorporation of codeine and metabolites, role of pigmentation, 495
Halothane
[*“C]halothane, NADPH-dependent covalent binding to liver micro-
somes, characterization, role for CYP2EI1 at low substrate concen-
trations (humans), 1307
reductive metabolism, in vitro, catalysis by CYP2A6 and CYP3A4
(humans), 976
Harmol sulfate, uptake, isolated rat hepatocytes, 792
Hemoglobin, catalysis of dealkylation/debenzylation of phenoxazone
ethers in absence of peroxides, implications for investigations of
embryonic biotransformation, 1362
Hepatocytes
cocaine toxicity, participation of CYP2B and CYP3A (rats), 74
cryopreservation
assessment of metabolic capacity using testosterone metabolism (rats,
mice), 1224
comparative viability studies (rats, mice), 1218
cultured rat, epidermal growth factor receptor ligands, suppression of
constitutive cytochrome P450 gene expression, 542
freshly isolated, and liver slices, comparison
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kinetics of drug metabolism, 676
xenobiotic metabolism (rats, dogs, humans), 990
in primary culture, biotransformation of U-83860 to mixed glyceride
metabolites (rats, humans), 221
primary cultured, regulation of cytochrome P450 expression by inhib-
itors of hydroxymethylglutaryl-coenzyme A reductase (rats), 1197
Hepatosteatosis, parenteral nutrition-associated, effects of taurine supple-
mentation, study using isolated rat liver perfusion, 534
Hepatotoxicity
acetaminophen-induced, analysis of total covalent binding vs. specific
binding to cysteine, 1192
cocaine, participation of CYP2B and CYP3A (rats), 74
1,1,1,2,3,3,3-Heptafluoropropane, biotransformation, lack of protein bind-
ing of metabolite hexafluoroacetone, 906
Hexafluoroacetone, lack of protein binding, biotransformation of
1,1,1,2,3,3,3-heptafluoropropane, 906
1-Histidine, stable isotopically labeled, pharmacokinetics, and assessment
of in vivo histidine ammonia lyase activities (humans), 49
Histidine ammonia lyase, in vivo activities, assessment, pharmacokinetics
of stable isotopically labeled I-histidine (humans), 49
HP236, metabolism, 1139
HPMPC, see Cidofovir
Human epidermal growth factor (hEGF1-53), and its truncated fragment
(hEGF1-48), disposition kinetics (rats), 96
Human immunodeficiency virus, protease inhibitors, see Indinavir; MK-
639; Ritonavir
Human immunodeficiency virus-1, nucleocapsid protein P7, oxidation of
zinc fingers, characterization of intermediates, 1395
Human type I Sa-reductase, inhibitors, LY191704, stercoselective dispo-
sition of enantiomers (rats, dogs), 1162
Hydralazine, treatment with, effects on hepatic and renal drug-metaboliz-
ing enzyme expression (rats), 734 ,
Hydrazine, treatment with, effects on hepatic and renal drug-metabolizing
enzyme expression (rats), 734
3-Hydroxylidocaine, extrahepatic metabolism (anhepatic rabbits), 643
3-Hydroxymethylcholanthrene, metabolic formation from 3-methylchol-
anthrene and stereoselective metabolism, liver microsomes (rats),
595
Hydroxymethylglutaryl-coenzyme A reductase, inhibitors, regulation of
cytochrome P450 expression, primary cultured hepatocytes and
liver (rats), 1197
3-Hydroxy-3-methyloxindole, diastereomeric glucuronides, B-glucuroni-
dase-resistant, formed during 3-methylindole metabolism (goats),
119
4-Hydroxyphenylacetone, metabolism and toxicity, comparison with acet-
aminophen, liver slices (rats), 866
3-Hydroxypyridin-4-ones, aluminum chelation activity, aluminum intox-
ication (rabbits), 105
a-Hydroxysalmeterol, formation, catalysis by CYP3A, liver microsomes
(humans), 555
5-Hydroxytryptamine, antagonists, indole-containing, comparison with
cytochrome P450 enzymes involved in in vitro metabolism of
dolasetron, 602
(R)-8-Hydroxywarfarin, formation in liver microsomes, new metabolic
marker for P4502C19 (humans), 610

Ibuprofen, transfer via lymphatic system (rats), 1107
Ifosfamide, encephalopathy, preventive action of methylene blue, 1336
Imidazoles, retention mechanism in connective tissue, binding to elastin,
1291
Immunological studies, effect of 3-methylcholanthrene on bunitrolol me-
tabolism (rats), 254
Indinavir
disposition, after oral dose (humans), 1389
pharmacokinetics and metabolism, species differences, 1111



SUBJECT INDEX

sex-dependent pharmacokinetics, in vivo and in vitro evidence, 1298
Indole
-3-carbinol, dietary, inhibition of FMO activity and expression of fla-
vin-containing monooxygenase form 1, liver and intestine (rats),
927
-containing 5-hydroxytryptamine antagonists, comparison with cyto-
chrome P450 enzymes involved in in vitro metabolism of dolas-
etron, 602
Intestine
see also Small intestine ‘
diclofenac absorption, accelerative effect of bile, 21
digoxin absorption and exsorption by quinidine, inhibition, 142
flavin-containing monooxygenase form 1, activity and expression, in-
hibition by dietary indole-3-carbinol (rats), 927
In vitro-in vivo correlations, implications of nonspecific binding in in vitro
matrices (letter to the editor), 1047
Isometamidium chloride, pharmacokinetics (cattle), 1355

Jejunum, estrogen sulfotransferase and dehydroepiandrosterone sulfo-
transferase, immunochemical characterization of individual varia-
tion (humans), 1328 .

Ketoconazole, and fluconazole, as cytochrome P450 inhibitors, compari-
son, use of steady-state infusion approach to achieve plasma con-
centration-response relationships, 211

Ketoprofen, glucuronides, stereoselective irreversible binding to albumin,
1050 '

Kidney

benzoylglycine excretion, impairment by lipoic acid, 682

cefadroxil excretion, influence of probenecid, 270

drug-metabolizing enzyme expression, effects of hydrazine, phenelzine,
and hydralazine treatment, 734

dysfunction, degree, influence on pharmacokinetic properties of rete-
plase (rats), 288

tubular secretion of acetazolamide, concentration-dependent, and inhi-
bition by salicylic acid (rats), 456

uptake of injected inorganic mercury, effect of diversion or prevention
of biliary outflow from liver, 480

1-683,845, disposition (rats, rthesus monkeys), 1369

1-692,429, pharmacokinetics and disposition, 753

1-751,164, first-pass metabolism, species and organ differences (dogs,
monkeys), 1263

Lauramide diethanolamine
absorption, metabolism, and disposition, after oral, intravenous, and
dermal administration (rats, mice), 702
hydroxylation, liver microsomes, 180
Lauric acid, analogs, isomeric, in vitro hydroxylation and epoxidation by
liver microsomes (rats), 462
Leukocyte elastase, human, orally active inhibitors, disposition of
1-683,845 (rats, rhesus monkeys), 1369
Leukotriene A, hydrolase inhibitors, SC-57461, metabolites, isolation and
identification (rats), 1124
Lifibrol, see U-83860
Lidocaine, metabolism
effects of taurine supplementation, study using isolated liver perfusion
(rats), 534
extrahepatic (anhepatic rabbits), 643
first-pass, contribution of small intestine (rabbits), 711
2,6-xylidine as major metabolite, identification in liver slices (humans),
1167
Limonene, metabolites, patients with advanced cancer, identification and
characterization, liquid chromatography/mass spectrometry, 565
Lipid calories, contained in total parenteral nutrition, effect on hepatic
drug metabolism (rats), 502
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Lipid peroxidation, induction via free radical mechanism, microsomal
metabolism of chloral hydrate, trichloroacetic acid, and trichloro-
ethanol (mice), 81

Lipoic acid, impairment of glycine conjugation of benzoic acid and renal
excretion of benzoylglycine, 682

Liquid chromatography/mass spectrometry, identification and character-
ization of limonene metabolites, patients with advanced cancer,
565

Lisofylline, metabolism, cytosol and liver slices (humans), 1174

Liver

amido hydrolases, purification, characterization, and roles in metabolic
polymorphism for E6123 (rhesus monkeys), 1186
biliary outflow, diversion or prevention, effect on renal uptake of
injected inorganic mercury, 480
cytochromes P450
comparative effects of carbamazepine and carbamazepine-10,11-ep-
oxide (rats), 619
effects of tebufelone, characterization (beagle dog), 523
inhibition, mechanism-based, by N-benzyl-1-aminobenzotriazole and
N-a-methylbenzyl-1-aminobenzotriazole, kinetics and selectivity
(guinea pigs), 996
depletion of adenosine triphosphate, and impairment of glycine conju-
gation in vivo, 1347
diphenhydramine, first-pass uptake, comparative study, fetal and adult
sheep, 273
disposition of gemfibrozil and gemfibrozil acyl glucuronide (rats), 984
disposition of valpromide, valproic acid, and valnoctamide (rats), 560
drug metabolism, effect of total parenteral nutrition containing lipid
_calories (rats), 502
drug-metabolizing activities, after 14 days of oral administration of
ritonavir (rats), 615
drug-metabolizing enzyme expression, effects of hydrazine, phenelzine,
and hydralazine treatment, 734
effects of taurine supplementation in parenteral nutrition-associated
hepatosteatosis and lidocaine metabolism (rats), 534
fetal
isolated perfused, conjugation of para-nitrophenol (sheep), 1378
oxidation of xenobiotic chemicals, microsomal cytochrome P450
enzymes, characterization, 515
flavin-containing monooxygenase form 1, activity and expression, in-
hibition by dietary indole-3-carbinol (rats), 927
metabolism, gender differences, observations from enalapril/diltiazem
toxicity study (rats), 28
regulation of cytochrome P450 expression by inhibitors of hydroxym-
ethylglutaryl-coenzyme A reductase (rats), 1197
slices
and freshly isolated hepatocytes, comparison, kinetics of drug me-
tabolism, 676
identification of 2,6-xylidine as major lidocaine metabolite (humans),
1167
kinetics of drug metabolism, comparison of clearance by liver slices
and freshly isolated hepatocytes (rats), 676
metabolism and toxicity of 4-hydroxyphenylacetone, comparison
with acetaminophen (rats), 866
metabolism and toxicity studies (trout), 7
precision-cut, ['4C]7-ethoxycoumarin metabolism (rats), 383
precision-cut, in dynamic organ culture, phase I and II metabolism,
short-term maintenance, 364
precision-cut, xenobiotic metabolism (rats, dogs, humans), 990
Liver microsomes
aliphatic oxidation of salmeterol to a-hydroxysalmeterol, catalysis by
CYP3A (humans), 555
2-amino-a-carboline metabolism (humans, rodents), 395
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. bunitrolol 4-hydroxylation, kinetics and immunological studies (rats),
254
carbamazepine, protein-reactive metabolites (mice), 509
chloral hydrate metabolism, leading to induction of lipid peroxidation
via free radical mechanism (mice), 81
cytochrome P450-mediated microsomal drug metabolism, inhibition by
fluoroquinolone antibiotics (rats, humans), 1134
dapsone metabolism, alternative pathways (humans), 164
defluorination of fluoromethyl-2,2-difluoro-1-(trifluoromethyl)vinyl
ether, 649
17B-estradiol metabolism, implications for catechol-O-methyl trans-
ferase-mediated detoxication of catechol estrogens (hamsters), 588
fentanyl metabolism, role of CYP3A4 (humans), 932
lisofylline and pentoxifylline metabolism (humans), 1175
3-hydroxymethylcholanthrene, metabolic formation from 3-methyl-
cholanthrene and stereoselective metabolism (rats), 595
in vitro hydroxylation and epoxidation of isomeric lauric acid analogs
(rats), 462
lauramide diethanolamine hydroxylation, 180
losigamone stereoselective metabolism (humans), 1002
(O-methyl “Clnaproxen O-demethylase activity, evidence for involve-
ment of CYP1A2 and CYP2C9/10 (humans), 126
NADPH-dependent covalent binding of ['“Clhalothane to, character-
ization, role for CYP2E1 at low substrate concentrations (humans),
1307
sulfotransferase gene expression, regulation by glucocorticoid hor-
mones (rats), 109
trichloroacetic acid metabolism, leading to induction of lipid peroxida-
tion via free radical mechanism (mice), 81
trichloroethanol metabolism, leading to induction of lipid peroxidation
via free radical mechanism (mice), 81
verapamil availability, stereoselectivity, reversal, role of protein bind-
ing, isolated perfused livers (rats), 1088
Losigamone, stereoselective metabolism, liver microsomes (humans),
1002
Lungs
adult, oxidation of xenobiotic chemicals, microsomal cytochrome P450
enzymes, characterization, 515
cytochrome P450, inhibition, mechanism-based, by N-benzyl-1-amino-
benzotriazole and N-a-methylbenzyl-1-aminobenzotriazole, kinet-
ics and selectivity (guinea pigs), 996
LY191704, enantiomers, stereoselective disposition (rats, dogs), 1162
Lymphatic system, transfer of different nonsteroidal antiinflammatory
drugs (rats), 1107

Malaria-infected erythrocytes, uptake of mefloquine enantiomers, 689

Mefenamic acid 1-0-acyl glucuronide, reactivity with proteins in vitro and
ex vivo, 842

Mefloquine, enantiomers, uptake into uninfected and malaria-infected
erythrocytes, 689

Melphalan, interactions with glutathione, and role of glutathione S-trans-
ferase, 371

S-Mephenytoin, N-demethylation, catalytic role of CYP2B6, 948

(S)-Mephenytoin hydroxylase, P4502C19, new metabolic marker, forma-
tion of (R)-8-hydroxywarfarin, liver microsomes (humans), 610

Mercury, inorganic, injected, renal uptake, effect of diversion or preven-
tion of biliary outflow from liver, 480

Methacrylonitrile, metabolites, excretion and identification (male F344
rats), 390

Methanol, disposition, pregnancy (pregnant and nonpregnant rodents),
1062

N-a-Methylbenzyl-1-aminobenzotriazole, mechanism-based inhibition of
hepatic and pulmonary cytochrome P450, kinetics and selectivity
(guinea pigs), 996

3-Methylcholanthrene

SUBJECT INDEX

effect on bunitrolol metabolism, 254
metabolic formation of 3-hydroxymethyl cholanthrene, liver micro-
somes (rats), 595
Methylene blue, inhibition of (mono)amine oxidase activity and preven-
tion of ifosfamide encephalopathy, 1336
3,4-Methylenedioxyethylamphetamine, racemic, metabolism (humans),
813
3-Methylindole, metabolism, pB-glucuronidase-resistant diastereomeric
glucuronides of 3-hydroxy-3-methyloxindole formed during
(goats), 119
4-Methylumbelliferone, extrahepatic metabolism (anhepatic rabbits), 643
4-Methylumbelliferone-O-glucuronide, extrahepatic metabolism (anhe-
patic rabbits), 643
4-Methylumbellifery] sulfate
extrahepatic metabolism (anhepatic rabbits), 643
uptake, isolated rat hepatocytes, 792
Metoprolol, metabolism via CYP2D6, ethnic populations, 350
Midazolam, metabolism, inhibition and kinetics, 940
MK-639, metabolism, role of CYP3A4 (humans), 307
Monoamine oxidase, inhibitors
inactivation of CYP2B1, 669
methylene blue, prevention of ifosfamide encephalopathy, 1336
Monoethylglycinexylidide, extmhepat.\c metabolism (anhepatic rabbits),
643
Monooxygenases, see Flavin-containing monooxygenases

Nabumetone, transfer via lymphatic system (rats), 1107
NADPH
-dependent covalent binding of ['*C]halothane to liver microsomes,
characterization, role for CYP2E1 at low substrate concentrations
(humans), 1307
/0,-supported reactions, study of propranolol hydroxylation and N-

desisopropylation by CYP2D6, 112

(O-methyl '“C]Naproxen, O-demethylase activity, liver microsomes, ev-
idence for involvement of CYP1A2 and CYP2C9/10 (humans),
126

Nasal mucosa, expression of CYP2A genes (rodents, humans), 884

[*“C]Nefazodone, pharmacokinetics, absolute bioavailability, and dispo-
sition (humans), 91

Nicotine, C-oxidation, role of CYP2A6 (humans), 1212

Nicotinic acid, acute dose-dependent disposition studies (rats), 773

Nifedipine-rifampin interaction, evidence for induction of gut wall me-
tabolism, 1121

Nitric oxide, role as smooth muscle active drug metabolite, evidence
against, 780

Nitroarginine, - and d-isomers, pharmacokinetics and steady-state tissue
distribution (rats), 1241

para-Nitrophenol, conjugation by isolated perfused fetal liver (sheep),
1378

Nonpeptidyl growth hormone secretagogue, novel, see L-692,429

Nonspecific binding, in vitro matrices, importance, impact on enzyme
kinetic studies of drug metabolism reactions, and implications for
in vitro-in vivo correlations (letter to the editor), 1047

Nonsteroidal antiinflammatory drugs, see also Aceclofenac; Ibuprofen;
Ketoprofen; Nabumetone; Tenoxicam

Nucleocapsid protein P7, human immunodeficiency virus-1, oxidation of
zinc fingers, characterization of intermediates, 1395

Omeprazole, metabolism by recombinant human cytochrome P450 en-
zymes, 1081
Opioids
glucuronidation, catalysts, phenobarbital-inducible UDP-glucuronosyl-
transferases, purification and properties, liver (rats), 329
synthetic, fentanyl, metabolism, role of CYP3A4 liyer microsomes
(humans), 932
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Organ culture, dynamic, precision-cut liver slices, phase I and II metab-
olism, short-term maintenance, 364
Oxazaphosphorine, metabolism, role of cytochrome P450, deactivation
via N-dechloroethylation and activation via 4-hydroxylation cata-
lyzed by distinct subsets, liver cytochromes P450 (rats), 1254
Oxidation '
aliphatic, salmeterol, formation of a-hydroxysalmeterol, catalysis by
CYP3A, liver microsomes (humans), 555
C-oxidation, of nicotine, role of CYP2A6 (humans), 1212
xenobiotic chemicals, human fetal livers and adult lungs, microsomal
cytochrome P450 enzymes, characterization, 515
zinc fingers, characterization of intermediates, human immunodefi-
ciency virus-1 nucleocapsid protein P7, 1395
2',3'-Oxides derived from allylbenzene analogs, covalent binding to DNA
in vitro, 1020 ‘

Palmitic acid, dithionite-supported hydroxylation by P450BM-3, 1282
Parenteral nutrition .
-associated hepatosteatosis, effect of taurine supplementation, study
using isolated rat liver perfusion, 534
total, containing lipid calories, effect on hepatic drug metabolism (rats),
502
Pentoxifylline, metabolism, cytosol and liver slices (humans), 1174
Phenelzine, treatment with, effects on hepatic and renal drug-metabolizing
enzyme expression (rats), 734
Phenobarbital
-inducible UDP-glucuronosyltransferases that catalyze glucuronidation
of opioids, purification and properties, liver (rats), 329
pretreatment, effects on epoxidation of lauric acid analogs, liver micro-
somes (rats), 462
Phenolsulfotransferase, human P-form
flavonoids as potent inhibitors of, 232
improved bacterial expression, applications to drug metabolism, 1180
Phenoxazone ethers, dealkylation/debenzylation, catalysis by hemoglobin
in absence of peroxides, implications for investigations of embry-
onic biotransformation, 1326
Phenytoin, stereoselective metabolism to major metabolite, roles of
CYP2C9 and CYP2C19, 1401
Pigmentation, role, incorporation of codeine and metabolites into hair, 495
Placental transfer, clofibrate, induction of CYP4A expression (18.5-day
fetal rats), 547
Plasma
disposition of ethylene glycol, after single intravenous, peroral, or
percutaneous doses (female rats), 911
disposition of valpromide, valproic acid, and valnoctamide (rats), 560
esterase activity, gender differences, observations from enalapril/dilti-
azem toxicity study (rats), 28
tacrine and metabolites, distribution after single- and multiple-dose
regimens (rats), 628
Platelet-activating factor receptor antagenist, E6123, metabolic polymor-
phism, roles of liver amido hydrolases (thesus monkeys), 1186
Polymorphism, metabolic, E6123, roles of liver amido hydrolases (rhesus
monkeys), 1186
Portal-venous concentration difference, local absorption kinetics into por-
tal system, diclofenac (rats), 216
Pregnancy, methanol disposition (rodents), 1062
Probenecid
effect on distribution, metabolism, and excretion of cidofovir (rabbits),
315 '
influence on cefadroxil renal excretion, 270
Propranolol )
hydroxylation and N-desisopropylation by CYP2D6, 112
oxidation by recombinant CYP1A1 and CYP1A2, 692
(E)-2-Propyl-2,4-pentadienoic acid, conjugation of glutathione with, cat-
alyzed by hepatic glutathione-S-transferases (rats), 436
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Protease inhibitors, human immunodeficiency virus, see Indinavir; MK-
639; Ritonavir
Protein binding
lack of, hexafluoroacetone, biotransformation of 1,1,1,2,3,3,3-heptaflu-
oropropane, 906
role in stereoselective metabolism of verapamil, 1088
Protein-reactive metabolites, of carbamazepine, liver microsomes (mice),
509
Proteins
nucleocapsid protein P7, human immunodeficiency virus-1, oxidation
of zinc fingers, characterization of intermediates, 1395
reactivity of mefenamic acid 1-0-acyl glucuronide with, in vitro and ex
vivo, 842

Quinidine, intestinal digoxin absorption and exsorption, inhibition, 142

Quinolone antibiotic, new, trovafloxacin, effect of bile duct cannulation
on excretion pathways (Sprague-Dawley rats, beagle dogs), 1231

Quinones, sensitivity to, influence of cytochrome P450 oxidoreductase
activity (V79 Chinese hamster cells), 1314

Radioactivity monitoring, comparison with CRIMS, 697
Radioiodine, '3'I-labeled trigalactose conjugate of streptavidin, pharma-
cokinetics and biodistribution, 267
Radioisotopes, replacing with stable isotopes, drug metabolism studies,
697
Rapamycin, structural identification of three metabolites and a degrada-
tion product, use of electrospray-MS/MS after incubation with
liver microsomes (humans), 1272
Receptor-acting xenobiotics, risk assessment, 1385
Recombinant plasminogen activator, novel, reteplase, pharmacokinetic
properties, influence of degree of renal dysfunction (rats), 288
Remifentanil, pharmacokinetics and extra-hepatic clearance, constant rate
infusions (male beagle dogs), 34
Reteplase, pharmacokinetic properties, influence of degree of renal dys-
function (rats), 288
9-cis-Retinoic acid
oral, excretion (rats), 1279
oxidative and reductive metabolism (rats), 293
RG 12986, disposition (cynomolgus monkeys), 1102
Rifampin-induced gastrointestinal metabolism of nifedipine, 1121
Ritonavir, hepatic drug-metabolizing activities after 14 days of oral ad-
ministration (rats), 615
Ropivacaine, metabolism
and excretion (humans), 962
by CYPIA and CYP3A, liver microsomes (humans), 955

Salicylamide, sequential metabolism, sequestered endoplasmic reticulum
space, coupling of hydroxylation and glucuronidation, 821
Salicylic acid, inhibition of tubular secretion of acetazolamide (isolated
perfused rat kidney), 456

Salmeterol, aliphatic oxidation to a-hydroxysalmeterol, catalysis by
CYP3A, liver microsomes (humans), 555

Samorin, pharmacokinetics (cattle), 1355

SC-57461, metabolites, isolation and identification (rats), 1124

Sepsis, group B streptococcal, hemodynamic effects of N-acetylamrinone
(porcine model), 1028

Sevoflurane, degradation product, see Fluoromethyl-2,2-difluoro-1-(trif-
luoromethyl)vinyl ether :

Signal transduction, effects of CYP2E1- and CYP2B1/2B2-catalyzed car-
bon tetrachloride metabolism, 15

Sirolimus, structural identification of three metabolites and a degradation
product, use of electrospray-MS/MS after incubation with liver
microsomes (humans), 1272

Small intestine
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see also Jejunum
contribution to first-pass metabolism of lidocaine (rabbits), 711
cytochrome P450 composition and inducibility, characterization (rats),
322
drug-metabolizing enzymes, comparative studies (dogs, monkeys, hu-
mans), 634
Steady-state infusion approach, comparison of ketoconazole and flucon-
azole as cytochrome P450 inhibitors, 211
Steroidal chemicals, regulation of hepatic sulfotransferases (rats), 854
Streptavidin, !*'I-labeled trigalactose conjugate of, pharmacokinetics and
biodistribution, 267
Streptococcal sepsis, group B, hemodynamic effects of N-acetylamrinone
(porcine model), 1028
Sulfate conjugates, uptake, isolated rat hepatocytes, 792
Sulfation, inhibition by flavonoids, 232
Sulfotransferases
hepatic
gene expression, regulation by glucocorticoid hormones (rats), 1095
regulation by steroidal chemicals (rats), 854
jejunal
dehydroepiandrosterone sulfotransferase, immunochemical charac-
terization of individual variation (humans), 1328
estrogen sulfotransferase, immunochemical characterization of indi-
vidual variation (humans), 1328
Superoxide, effect on vascular glyceryl trinitrate products, 780

Tacrine, and metabolites, distribution, brain and plasma, after single- and
multiple-dose regimens (rats), 628
Taenia coli, rabbit, relaxation, glycery! trinitrate-rabbit aortic strip-medi-
ated, effect of superoxide, 780
Taurine
conjugate, 13,14-cis-retinoic acid, identification, 293
supplementation, effects, parenteral nutrition-associated hepatosteatosis
and lidocaine metabolism, study using isolated rat liver perfusion,
534
Tea, induction of CYP1A2 (rats), 529
Tebufelone, effects on hepatic cytochromes P450, characterization (beagle
dog), 523
Tenoxicam, transfer via lymphatic system (rats), 1107
Terbuthylazine, in vitro metabolism (rats, pigs, humans), 859
Terbutryne, in vitro metabolism (rats, pigs, humans), 859
Testis, compartments, glutathione S-transferase expression (rats), 725
3,3',4,4'-Tetrachloroazobenzene
absorption and disposition kinetics (male Fischer 344 rats), 1009
absorption, disposition, and metabolism (male Fischer 344 rats), 238
Testosterone, metabolism, assessment of metabolic capacity, cryopreser-
vation of hepatocytes (rats, mice), 1224
Tetrachloroethene, metabolites, after occupational exposure (humans), 41
Three-dimensional quantitative structure-activity relationship, inhibitors
of CYP2C9, 1
Time-of-flight secondary-ion mass spectrometry, characterization of glu-
curonidated phase II metabolites of .cyclosporine, urine of trans-
plant patients, 1151
Tipredane, excretion and metabolism (rats, mouse, monkeys, humans),
1071 :
Tirilazad mesylate, drug metabolism studies, replacing '4C with stable
isotopes, 697
Tissue distribution
steady-state, - and d-isomers of nitroarginine (rats), 1241
studies, routine, for human drugs, relevance (letters to the editor), 507,
508
Tolbutamide hydroxylase, see Cytochrome P4502C9
Toxicity
acetaminophen
comparison with 4-hydroxyphenylacetone, liver slices (rats), 866

SUBJECT INDEX

-induced hepatotoxicity, analysis of total covalent binding vs. specific
binding to cysteine, 1192
cocaine, hepatotoxicity, participation of CYP2B and CYP3A (rats), 74
studies
enalapril/diltiazem combinations (rats), 28
liver slices (trout), 7
Toxicokinetics
comparative, methanol (pregnant and nonpregnant rodents), 1062
gender differences, observations from enalapril/diltiazem toxicity study
(rats), 28
Transcription factor levels, nuclear AP-1 and NF-6B, demonstration of
signal transduction effects, CYP2E1- and CYP2B1/2B2-catalyzed
carbon tetrachloride metabolism, 15
Triazines, biotransformation (V79 Chinese hamster cells), 1314
Trichloroacetic acid, metabolism, liver microsomes, leading to induction
of lipid peroxidation via free radical mechanism (mice), 81
Trichloroethanol, metabolism, liver microsomes, ieading to induction of
lipid peroxidation via free radical mechanism (mice), 81
2,2,2-Trichloroethanol, identification as tetrachloroethene metabolite, af-
ter occupational exposure (humans), 41
Trichloroethylene
enzyme kinetic constants and partition coefficients, determination, 377
pharmacokinetic analysis (B6C3F1 mice), 1340
Trigalactose, conjugate of streptavidin, '*'I-labeled, pharmacokinetics
and biodistribution, 267
3-[2-(2,4,6-Trimethylphenyl)thioethyl]-4-methylsydnone, administration,
N-vinylprotoporphyrin IX formation after, CYP3A as major source
(rats), 872
Trovafloxacin, effect of bile duct cannulation on excretion pathways
(Sprague-Dawley rats, beagle dogs), 1231
Trypanocidal drug, chemoprophylactic and chemotherapeutic, isometa-
midium chloride, pharmacokinetics (cattle), 1355

U-83860, biotransformation, to mixed glyceride metabolites, by hepato-
cytes in primary culture (rats, humans), 221
U-89843, in vitro and in vivo biotransformation (rats), 187
U-91502, metabolism (rats), 65
UDP-glucuronic acid, hepatic, levels, effects of brequinar (rats), 375
UDP-glucuronosyltransferase (UGT)
activities, effects of brequinar (rats), 375
expressed human UGT1.4 protein, catalysis of glucuronidation of
amines and hydroxylated xenobiotics and endobiotics, 356
phenobarbital-inducible, that catalyze glucuronidation of opioids, puri-
fication and properties, liver (rats), 329
Urinary metabolic profile, influence of inducers, biotransformation of
allyl chloride (rats), 765
Urinary metabolites, racemic 3,4-methylenedioxyethylamphetamine (hu-
mans), 813
Urine
disposition of valpromide, valproic acid, and valnoctamide (rats), S60
of transplant patients, glucuronidated phase II metabolites of cyclospor-
ine, characterization, time-of-flight secondary-ion mass spectrom-
etry, 1151

Valnoctamide, disposition, brain, liver, plasma, and urine (rats), 560
Valproic acid
disposition, brain, liver, plasma, and urine (rats), 560
glucuronidation, influence of age and gender (rats), 367
toxic metabolite, (E)-2-propyl-2,4-pentadienoic acid, conjugation of
glutathione, catalyzed by hepatic glutathione-S-transferases (rats),
436
Valpromide, disposition, brain, liver, plasma, and urine (rats), 560
Verapamil, hepatic availability, stereoselectivity, reversal, isolated per-
fused livers (rats), 1088
N-Vinylprotoporphyrin IX, formation, CYP3A as major source, after
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3-[2-(2,4,6-trimethylphenyl)thioethyl]-4-methylsydnone adminis-
tration (rats), 872
Volatile organic compounds
chlorinated, cytochrome P450-mediated metabolism, modeling, 203
trichloroethylene, enzyme kinetic constants and partition coefficients,
determination, 377

Warfarin
and fluconazole
cytochrome P450-dependent metabolism of warfarin, inhibition by
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