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Cytosol, liver, azo dye metabolites, nuclear translocation (rats), 504

Deacetylation, diltiazem, liver (rats), 122
5 ‘-Deoxy-5-fluorouridine, carbamate reaction, a-fluoro-f�-alanine, nu-

clear magnetic resonance, 897
Desethylamiodarone, metabolism of amiodarone, cytochrome P-450

(rats, rabbits), 5 1 1
Desmethylcyproheptadine, cyproheptadine and, metabolism and dispo-

sition, pregnant and fetal rats, 740
Deuterium

isotope effects, formaldehyde and formate metabolism (rats), 300
liberation from piperidine ring, hydroxylation, roxatidine acetate hy-

drochloride (rats, dogs), 551
metabolic cleavage of furan ring, 877

Diabetes
genetic or chemically induced, effects, imipramine metabolism (mice),

524
streptozotocin-induced, alteration, biliary excretory function (rats),

I77

cis-Diamminedichloroplatinum(II), induced nephrotoxicity, gentamicin
pharmacokinetics (rats), 329

Diazepam, metabolism in cultured hepatocytes (rats, rabbits, dogs,

guinea pigs, humans), 312
l,2-Dibromo-1-phenylethane, glutathione conjugation (rats), 418
3,4-Dichlorobenzylacetic acid, metabolism, taurine conjugate (rats), 305
2,6-Dichloro-4-nitrophenol, liver necrosis, acetaminophen-induced, sal-

fotransferase activity (hamsters), 143
2’,3’-Dideoxycytidine, disposition and metabolism (mice, monkeys), 595
Diffusion, effect ofbarriers, drug and metabolite kinetics, 51
Difluoroethene, microsomal metabolism, defluorination, cytochrome P-

450 loss (rats), 499
Dihydrodiols

amitripyline metabolites in human urine, 890

methylthio analogs, bromobenzene metabolism (rats, guinea pigs), 1
6,7-Dihydro-7-hydroxy- l-hydroxymethyl-5H-pyrrolizine, pyrrolizidine

alkaloids, microsomal metabolism (rats), 32
Dihydrotetrabenazine, pharmacoinetics (humans, rats), 250
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l,2-Dihydro-2,2,4-trimethylquinoline, metabolism and disposition (rats),
367

Diltiazem, deacetylation, liver (rats), 122
2-(2-Dimethylaminoethyl)aminopyrine, pyrilamine and tripelennamine,

N-debenzylation (rats), 466
2-[(2-Dimethylaminoethyl)(p-methoxybenzyl)amino]pyridine, metabo-

lism of(rats), 460

N,N-Dimethylaniline, conversion to N.N-dimethylaniline-N-oxide, pro-
tozoan flavin monooxygenase, 200

2,5-Dimethylfuran, dermal dose of 2,5-hexandione, disposition, phar-

macokinetics (hens), 779
N-(4,6-Dimethyl-2-pyrimidinyl)benzene[U-14C]sulfonamide, disposition

(rats), 671

Dinitrobenzenes, metabolism and excretion (rats), 821

Disulfiram

aldehyde dehydrogenases, acrolein oxidation (rats), 356
deacetylation of diltiazem, liver (rats), 122

5-(2-Dodecylphenyl)-4,6-dithianonanedioic acid

in vivo metabolism (guinea pigs), 168
microsomal metabolism (rats), 161

Dopamine agonist, quinpirole, disposition and biotransformation (mice,

rats, dogs, monkeys), 107

Drug-drug interactions, theophylline and chloramphenicol (rats), 204

Enalaprilat, effect of diffusional barriers, drug and metabolite kinetics,
51

Enantiomers, composition of xenobiotics, criteria, 587
Enantioselectivity, glucuronidation, 2-arylpropionic acids (humans,

monkeys, rabbits), 767
�-Endorphin, radioiodinated human, physiological pharmacokinetics

(rats), 540
Epoxidation, naphthalene, stereoselectivity (mice, rats, hamsters), 491
Epoxide, tetrahydrocannabinol metabolism (mice), 914
Epoxide hydrolases

cytosolic and microsomal, induction, 2-ethylhexanoic acid (mice), 1 14
effects of model traumatic injury, hepatic drug metabolism (rats), 749

Eserine sulfate, deacetylation ofdiltiazem, liver (rats), 122
Estradiol, metabolism and disposition, diet, route of administration

(mice), 602

Estrogen, acetaminophen sulfotransferase, influence of gonadal hor-
mones (rats), 725

Ethanol, oxidation of pyrazole, 4-hydroxypyrazole, microsomes (rats),
634

7-Ethylbenz[a]anthracene, metabolism, liver microsomes (rats), 682
Ethyl 2�4-chlorophenyl)-542-furyl)-oxazole-4-acetate, metabolism, new

hypolipidemic agent (rats, rabbits, dogs), 262

Ethylenediamine, metabolism of pyrilamine maleate (rats), 460
Ethylene glycol monobutyl ether, metabolism and disposition (rats), 478
2-Ethyihexanoic acid, induction, epoxide hydrolases, liver (mice), 1 14
Etodolac metabolite, 4-ureidoetodolac (mice, rats, dogs, humans), 921

Famotidine, urinary excretion kinetics (rats), 212
Fatty acids, extraction of w-l-hydroxylauric acids, formation, acetoxy

products (rats,fish),233

Fentanyl analogues, alfentanil and sufentanil, excretion, biotransforma-
tion (rats, dogs), 905

Fetus, cyproheptadine and desmethylcyproheptadine, metabolism and
disposition (rats), 740

Havin
enzymatic conversion, N,N-dimethylaniline, Trypanosoma cruzi, 200
monooxygenase, liver microsomes (humans), 256

N-2-Fluorenylacetamide, metabolite profile in milk (rats), 760
a-fluoro-$-alanine, carbamate reaction, nuclear magnetic resonance,

897
Fluorochloroethenes, microsomal metabolism, defluorination, cyto-

chrome P450 loss (rats), 499
5-Fluorocytosine metabolites, direct detection, human biofluids, nuclear

magnetic resonance, 718

Fluoroethenes, microsomal metabolism, defluorination, cytochrome P-
450 loss (rats), 499

6-Fluoro-2-methylspiro(chroman-4,4’-imidazolidine)-2’,5’-dione, indu-
cer of monooxygenase, liver microsomes (rats), 560

Fluoropyrimidines, a-fluoro-fl-alanine, carbamate reaction, nuclear mag-
netic resonance, 897

Forestomach, l-chloro- and 3-chloro-2-methylpropene, comparative me-

tabolism, disposition (rats, mice), 91
Formaldehyde, formate and, deuterium isotope effects (rats), 300
Furan, metabolic cleavage of ring, 877

Gastric acid, inhibition, famotidine, urinary excretion kinetics (rats), 212
Gentamicin, pharmacokinetics, cisplatin-induced nephrotoxicity (rats),

329
Glucocorticoids, topical, metabolic acetal splitting, budesonide (rats,

mice, humans), 412

Glucuronic acid, N-(4,6-dimethyl-2-pyrimidinyl)benzene[U-’4C]sulfon-
amide, disposition (rats), 671

Glucuronidation

enantioselective, 2-arylpropionic acids (humans, monkeys, rabbits),

767
hepatic UDP-glucose and UDP-glucuronic acid, synthesis rates, re-

duced energy state (rats), 281
in vivo metabolism, SK&F 102,081 (guinea pigs), 168
metabolism of 2-phenylpropionic acid (rats), 529
morphine, naloxone, buprenorphrine (rats), 710
new hypolipidemic agent TA-1801, metabolism (rats, rabbits, dogs),

262

species-dependent, UDP-glucuronyltransferases(rabbits, monkeys, hu-
mans), 473

Glutathione
conjugate formation, propranolol (guinea pigs, rats), 349
conjugation of l,2-dibromo-l-phenylethane (rats), 418

co-oxidation of 2-bromohydroquinone, renal prostaglandin synthase
(rats), 801

cytochrome P-450 monooxygenases in liver, in vivo and in vitro
metabolism, theobromine (rats), 217

distribution oftrans-4-hydroxy-2-hexenal, tandem mass spectrometry,
urinary mercapturic acid (rats), 608

metabolism and excretion of dinitrobenzenes (rats), 821
naphthalene epoxidation, stereoselectivity (mice, rats, hamsters), 491
nephrotoxicity, renal transport processes, 437

Glutathione S-transferase
bioactivation of tetrachloroethylene (rats), 702
catalyzed conjugations of alkyl halides, stereochemical aspects (rats),

82
effects of model traumatic injury, hepatic drug metabolism (rats), 749
hepatic drug metabolism, N-substituted imidazole drugs, induction

and inhibition (rats), 335
novel mechanism for conjugation, conversion of melphalan (mon-

keys), 195

4-(Glutathionyl)phenylalanine, conversion of melphalan (monkeys), 195
Glycine, renal metabolism and excretion, benzoic acid (fish), 665
Glycols, amitriptyline metabolites in human urine, 890

Griseofulvin, pharmacokinetics, blood and skin suction blister fluid

(rats), 374

Halogen, fluoro- and fluorochloroethene microsomal metabolism, de-
fluorination, cytochrome P-450 loss (rats), 499

Harmine, harmol and, metabolism, liver microsomes (mice), 74

Hemoglobin, formation, procainamide hydroxylamine, liver microsomes
(humans, rats), 37

Hepatocytes

cryopreservation, xenobiotic metabolism and activation (rats, dogs),
826

cyclosporin A metabolism (rabbits), 384
diazepam metabolism (rats, rabbits, dogs, guinea pigs, humans), 312
effect of diffusional barriers, drug and metabolite kinetics, 51



Hepatotoxicity

acetaminophen-induced, sulfotransferase activity (hamsters), 143

aldehyde dehydrogenases, acrolein oxidation (rats), 356

drug metabolism, effects of model traumatic injury (rats), 749
metabolism of pulegone, 589

2,4,5,2’,4’,5’-Hexachlorobiphenyl, disposition and elimination, two se-
quential doses (rats), 363

2,5-Hexanedione, dermaldose, disposition, pharmacokinetics(hens), 779
Hippuric acid, renal metabolism and excretion, benzoic acid (fish), 665
Histamine, H�receptor antagonist, famotidine, urinary excretion kinetics

(rats), 212

HTLV-III, disposition and metabolism, 2’,3’-dideoxycytidine (mice,
monkeys), 595

Hydratropic acid, stereoselective metabolism (rats), 529, 535
Hydrazines, N-acetylator genotype, extraheptic expression (hamsters), 68
Hydrocarbons, polycyclic aromatic, cytochrome P450 in liver micro-

somes, in vitro metabolism, methylxanthines (humans), 237
4-Hydroxyantipyrine, plasma concentration-response relationship, ci-

metidine inhibition, drug metabolism (rats), 127
N-(2-Hydroxyethyl)retinamide, all-trans-retinoic acid and, pharmacoki-

netics, convenient procedure (mice), 207
5-Hydroxy-2-hexanone, dermal dose of 2,5-hexandione, disposition,

pharmacokinetics (hens), 779
irans-4-Hydroxy-2-hexenal, distribution, detection, urinary mercapturic

acid (rats), 608
w-l-Hydroxylauric acids, extraction with ethyl acetate, formation, ace-

toxy products (rats, fish), 233
4-Hydroxymephenytoin, pharmacogenetic association, new metabolite

ofS-mephenytoin (humans), 277
3-Hydroxymethylantipyrine, plasma concentration-response relation-

ship, cimetidine inhibition, drug metabolism (rats), 127
4-Hydroxypyrazole, oxidation of pyrazole, microsomes (rats), 634
4’-Hydroxy T-2 toxin, isolation and characterization (rats), 816

Ibuprofen
dose-dependent pharmacokinetics (rats), 151

enantioselective glucuronidation (humans, monkeys, rabbits). 767
Imidazole, N-substituted, hepatic drug metabolism, induction and inhi-

bition (rats), 335
Iminium ion, phencyclidine metabolite (rabbits), 485
Imipramine, metabolism of, effects, diabetes (mice), 524
Immunoconjugates, LY256787, disposition (rats, monkeys), 640

Interleukin-2, recombinant, plasma concentration profiles (rats), 429

Intestine, N-acetylator genotype, extrahepatic expression (hamsters), 68

Jacobine, pyrrolizidine alkaloids, microsomal metabolism (rats), 32

Ketoconazole, disposition and pharmacokinetics (rats), 735
Ketones, amitriptyline metabolites in human urine, 890
Ketorolac tromethamine, pharmacokinetics (monkeys, mice, rats, rab-

bits, humans), 618
Kidney

metabolism and excretion, benzoic acid (fish), 665
metabolism of acetaminophen (minipigs), 270
metabolism of 2-phenylpropionic acid (rats), 535
microsomal enzymes, naphthalene epoxidation,

(mice, rats, hamsters), 491
microsomal metabolism, SK&F 102,081 (rats), 161
N-acetylator genotype, extrahepatic expression (hamsters), 68
nonenzymatic bioreduction, nitroxyl spin labels (rats), 155
renal transport processes, nephrotoxicity, glutathione conjugate, 437

Lauric acid, extraction of w-1-hydroxylauric acids, formation, acetoxy
products (rats,fish),233

Leukotrienes
receptor antagonist SK&F 102,081

in vivo metabolism (guinea pigs), 168

microsomal metabolism (rats), 161

Levamisole, dose- and time-dependent effect, elimination of antipynne
(rats), 432

Lidocaine

models for time-dependent behavior, kinetics, isolated perfused liver
(rats), 22

steady state kinetics, mechanisms, isolated perfused liver (rats), 17
time-dependent kinetics, mechanisms, liver (rats), 12

Lipid peroxidation

distribution of trans-4-hydroxy-2-hexenal, detection, urinary mercap-
turic acid (rats), 608

pharmacokinetics of pentane, 794

aldehyde dehydrogenases, acrolein oxidation (rats), 356

clearance, streptozotocin-induced diabetes (rats), 177
cytochrome P450, isozymes 2 and 5, structure and inducibility (rab-

bits), 59
cytosol, azo dye metabolites, nuclear translocation (rats), 504

cytosolic and microsomal epoxide hydrolases, induction, 2-ethylhex-
anoic acid (mice), 1 14

deacetylation of diltiazem (rats), 122

dehydrogenase form of xanthine oxida.se, l-methylxanthine metabo-
lism (rats), 295

drug metabolism
effects of model traumatic injury (rats), 749
nafimidone, nafimidone alcohol (rats, mice), 571
N-substituted imidazole drugs (rats), 335

effect of diffusional barriers, drug and metabolite kinetics, 51
elimination, series-compartment model, 27
glutathione S-transferase-catalyzed conjugations, alkyl halides, stereo-

chemical aspects (rats), 82
isolated perfused

lidocaine kinetics, mechanisms (rats), 12

metabolism, azo dye (rats), 184
models, time-dependent behavior (rats), 22

steady state kinetics, mechanisms (rats), 17

metabolic cleavage of furan ring, 877
metabolism of acetaminophen (minipigs), 270
metabolism of budesonide (rats, mice, humans), 403

metabolism of 2-phenylpropionic acid (rats), 535
N-acetylator genotype, extrahepatic expression (hamsters), 68
f�-naphthoflavone-inducible isozyme, cytochrome P-450, chloram-

phenicol analog (rats), 846
necrosis, acetaminophen-induced, sulfotransferase activity (hamsters),

143

nonenzymatic bioreduction, nitroxyl spin labels (rats), I 55
oxidative and conjugative metabolism, effect of cyclosporine (rats),

731

role in mediating toxicity, methyl parathion (mice), 613

selective inactivation by chloramphenicol, phenobarbital-inducible
isozyme, cytochrome P450 (dogs), 852

UDP-glucose and UDP-glucuronic acid synthesis rates, reduced energy
state (rats), 28 1

uptake and metabolism, 2,3,7,8-tetrachlorodibenzo-p-dioxin, Ah phe-
notype (mice), 653

Liver microsomes
4-chlorodiphenyl ether, pharmacokinetics, metabolism (rats), 44

covalent binding to proteins, chlorotrianisene, monooxygenase-me-
diated (rats), 786

cyclosporin A metabolism (rabbits), 391

cytochrome P450, polycyclic aromatic hydrocarbons, methylxanthine
metabolism (humans), 237

cyiochrome P450 loss, defluorination, fluoro- and fluorochloroeth-

enes (rats), 499
cytochrome P-450 monooxygenases, in vivo and in vitro metabolism,

theobromine (rats), 217
flavin-containing monooxygenase (humans), 256
6-fluoro-2-methylspiro(chroman-4,4’-imidarolidine)-2’,5 ‘-dione, in-

ducer of monooxygenase (rats), 560

formation, procainamide hydroxylamine (humans, rats), 37

SUBJECT INDEX 933

stereoselectivity

Liver
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Norantipyrine, plasma concentration-response relationship, cimetidine

inhibition, drug metabolism (rats), 127

metabolism
harmine and harmol (mice), 74
pyrrolizidine alkaloids, Seneciojaboaea (rats), 32

metabolism of SK&F 102,08 1 (rats), 161
NADPH-cytochrome c reductase, effects of aging (monkeys), 225

N-oxidation of N-methylpyrrolidine (rats), 808
oxidative metabolism, butylated hydroxytoluene (rats, mice), 833

pharmacokinetic interaction, theophylline, chloramphenicol (rats),

204
phenolic metabolite of phencyclidine (rats), 583
species-dependent glucuronidation, UDP-glucuronyltransferases (rub-

bits, monkeys, humans), 473
tetrahydrocannabinol metabolism (mice), 914

Lorazepam, species-dependent glucuronidation, UDP-glucuronyltrans-

ferases (rabbits, monkeys, humans), 473
Lung

cytochrome P.450, isozymes 2 and 5, structure and inducibility (rub-
bits),59

microsomes, see Microsomes
N-acetylator genotype, extrahepatic expression (hamsters), 68

naphthalene epoxidation, stereoselectivity (mice, rats, hamsters), 491
uptake and disposition, putrescine, spermidine and spermine (rabbits),

189

LY256787, disposition (rats, monkeys), 640

Magnetic resonance imaging, nitroxyl spin labels, nonenzymatic biore-
duction, liver and kidney (rats), 155

Mass spectrometry
in vivo metabolism, SK&F 102,08 1 (guinea pigs), 168
microsomal metabolism, SK&F 102,081 (rats), 161
tetrahydrocannabinol metabolism (mice), 914

thermospray, disposition of 8-methoxypsoralen (rats), 318
Melphalan, conversion to 4-(glutathionyl)phenylalanine (monkeys), 195
Menthofuran, toxicity and metabolism of pulegone, 589
S-Mephenytoin, pharmacogenetic association, formation, 4-hydroxy-

mephenytoin (humans), 277
Mercaptoacetate, bromobenzene metabolism (rats, guinea pigs), 1

Mercapturic acid
glutathione conjugation, l,2-dibromo-l-phenylethane (ruts), 418

tandem mass spectrometric detection, distribution, trans-4-hydroxy-2-
hexenal (rats), 608

Mercuric chloride, deacetylation ofdiltiazem, liver (rats), 122
Metabolites, see a/so specific type

pharmacokinetics of, prodrugs, 456
8-Methoxypsoralen, disposition, thermospray mass spectrometry (rats),

318
3-Methylcholanthrene

cytochrome P-450 monooxygenases in liver, in vivo and in vitro
metabolism, theobromine (rats), 217

harmine and harmol, metabolism, liver microsomes (mice), 74
3’-Methyl-N.N-dimethyl-4-aminoazobenzene

metabolism, isolated perfused liver (ruts), 184
noncovalent binding, nuclear translocation (rats), 504

Methyl parathion, mediation of toxicity, role ofliver (mice), 613
4-Methylpyrazole, oxidation of pyrazole, 4-hydroxypyruzole, micro-

somes (rats), 634
N-Methylpyrrolidine, N-oxidation of, cefepime (ruts), 808
Methylthio analogs, dihydrodiols, bromobenzene metabolism (rats,

guinea pigs), 1
Methylxanthine, in vitro metabolism, cytochrome P-450, liver micro-

somes (humans), 237
1-Methylxanthine, metabolism (rat), 295
Microsomes

amiodarone metabolism (rats, rabbits), 51 1
hepatic enzyme development, neonates (calves), 676
liver, see Liver microsomes
metabolism of 7-ethylbenz[a]anthrucene (rats), 682
oxidation of pyruzole, 4-hydroxypyrazole, microsomes (rats). 634

pulmonary, oxidative metabolism, butylated hydroxytoluene (rats,
mice), 833

renal, naphthalene epoxidation, stereoselectivity (mice, rats, hamsters),

491
Milk, metabolite profile, N-2-fluorenylacetamide treatment (rats), 760

Mint oil, toxicity and metabolism of pulegone, 589
Mitochondria, induction of epoxide hydrolases, 2-ethylhexanoic acid,

liver(mice), 114

Mitotane, metabolism, perfusion studies, adrenal glands (dogs), 267
Mixed function oxidase

hepatic enzyme development, neonates (calves), 676
monooxygenase-mediated activation, chlorotrianisene, binding to mi-

crosomal proteins (rats), 786
Monoclonal antibodies, ymca alkaloid conjugate, disposition (rats, mon-

keys), 640
Monoethylglycinexylidide, lidocaine kinetics, mechanisms, isolated per-

fused liver (ruts), 12, 17, 22
Monooxygenase

activation of chlorotnanisene, covalent binding, hepatic microsomal
proteins (rats), 786

extraction of w-l-hydroxylauric acids, formation, acetoxy products
(rats, fish), 233

flavin-containing

cytochrome P-450, amiodarone metabolism (rats, rabbits), 5 1 1
liver microsomes (humans), 256
Trvpanosoma cruzi, conversion of N,N-dimethylaniline, 200

inducer of, 6-fluoro-2-methylspiro(chroman-4,4’-imidazolidine)- 2’,
5’-dione, liver microsomes (rats), 560

induction, benzo(a)pyrene uptake and distribution, 449

mechanism-based inactivation, fl-naphthoflavone-inducible isozyme,

chloramphenicol analog (ruts), 846
metabolism of imipramine, effects, diabetes (mice), 524

NADPH-cytochrome c reductase, effects ofaging (monkeys), 225
Morphine, intestinal and hepatic conjugation (rats), 710
Muscle, physostigmine, pharmacokinetics (rats), 627

NADPH

conversion of N.N-dimethylaniline, cytosolic flavin-containing en-
zyme, Tr�vpanosoma cru:i, 200

cytochrome c reductase, effects of aging (monkeys), 225
NADPH-oxidase, deconvolution of P-450 stoichiometry, influence, cy-

tochrome h5, 344
Nafidimide, pharmacokinetics and metabolism (humans), 773

Nafimidone

nafimidone alcohol and

disposition of(ruts), 565
hepatic drug metabolism (rats, mice), 571

Naloxone, intestinal and hepatic conjugation (rats), 710
Naphthalene, stereoselectivity of epoxidation, hepatic and renal micro-

somal enzymes (mice, rats. hamsters), 491
fl-Naphthoflavone, inactivation ofinducible isozyme, cytochrome P450,

chlorumphenicol analog (rats), 846
fl-Naphthylamine, N-acetylator genotype, extrahepatic expression (ham-

sters), 68
Naproxen, enantioselective glucuronidation (humans, monkeys, rabbits),

767
Nephrotoxicity

bioactivation of tetrachloroethylene (rats), 702
cisplatin-induced, gentamicin pharmacokinetics (rats), 329
glutathione conjugate-mediated, renal transport processes, 437

Nitrite, dietary, evidence for diazotization, sulfamethazine (swine), 841

N-(2-p-Nitrophenethyl)dichloroacetamide, mechanism-based inactiva-

tion, $-naphthoflavone-inducible isozyme, cytochrome P450
(rats), 846

Nitroxyl spin labels, nonenzymatic bioreduction, liver and kidney (rats),

I 55
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Nortriptyline, amitriptyline and, phenolic metabolites, bile (ruts, rabbits),

882

NSC-308847, pharmacokinetics and metabolism (humans), 773
Nuclear magnetic resonance

carbamate reaction, a-fluoro-j3-alanine, 897

human biofluids, direct detection, flucytosine metabolites, 718

Omega hydroxylation, extraction, w- and w-l-hydroxylauric acids, ethyl
acetate (rats, fish), 233

Omega oxidation
SK&F 102,081

in vivo metabolism (guinea pigs), 168
microsomal metabolism (rats), 161

Optical isomerization, metabolism of2-phenylpropionic acid (rats), 529,
535

Ouabain, streptozotocin-induced diabetes, alteration, biliary excretory

function (rats), 177
Oxamic acid, chloramphenicol metabolism in human volunteer, 925

Oxazepam

metabolic fate (mice), 579
species-dependent glucuronidation, UDP-glucuronyltransferases (rab-

bits, monkeys, humans), 473

Paraxanthine, biotransformation, polycyclic aromatic hydrocarbons, cy-

tochrome P450 (humans), 237
Pennyroyal oil, toxicity and metabolism of pulegone, 589
Pentane, pharmacokinetics, 794
Pentopril, orally administered prodrugs, metabolite pharmacokinetics,

456
Perfusion, mitotane metabolism, adrenal glands (dogs), 267

Peroxidases, comparison, chloroperoxidase, cytochrome P450, 518
Pesticides, methyl parathion, mediation of toxicity, role ofliver (mice),

613
Phenacetin, in vivo inhibition of oxidation, suicide substrate 1-aminob-

enzotriazole (rats), 274
Phencyclidine

heterocyclic analogues of, mechanism-based inhibition, cytochrome
P450, 648

iminium ion metabolite (rabbits), 485
phenolic metabolite, liver microsomes (rats), 583

Phenobarbital
cytochrome P450, isozymes 2 and 5, lung and liver (rabbits), 59

deacetylation ofdiltiazem, liver (rats), 122

effect of surgery, serum a1-acid glycoprotein concentration (rats), 138
inactivation by chloramphenicol, isozyme, liver cytochrome P450

(dogs), 852
in vivo and in vitro biotransformation, theobromine, liver (rats), 217

Phenobarbitone, harmine and harmol, metabolism, liver microsomes
(mice), 74

Phenol red, streptozotocin-induced diabetes, alteration, biliary excretory
function(ruts), 177

Phenols

amitriptyline metabolites in human urine, 890
conversion of bromobenzene to 3-bromophenol (ruts, guinea pigs),

857
Phenolsulfonphthalein, renal clearance of salicyluric acid (dogs), 695
Phenotypes, Ah, hepatic uptake and metabolism, 2,3,7,8-tetrachlorodi-

benzo-p-dioxin (mice), 653
l-(l-Phenylcyclohexyl)pipendine, heterocyclic analogues of phencycli-

dine, mechanism-based inhibition, cytochrome P450, 648
2-Phenylpropionic acid, stereoselective metabolism (rats), 529, 535
Physostigmine, pharmacokinetics (rats), 627
Piperidine

liberation of deuterium from ring, hydroxylation, roxatidine acetate
hydrochloride (rats, dogs), 551

nitroxyl spin labels, nonenzymatic bioreduction, liver and kidney
(rats), 155

Plasma
concentration profiles, recombinant interleukin-2 (ruts), 429

concentration-response relationship, cimetidine inhibition, drug me-

tabolism (rats), I 27
N-hydroxymethyl metabolites, 45019 1-S (dogs), 426

Polyamines, uptake and disposition, lungs (rabbits), 189
Polychlorinated biphenyls, 2,4,5,2’,4’,5’-hexachlorobiphenyl, disposi-

tion and elimination (rats), 363
Pregnancy, cyproheptadine and desmethylcyproheptadine, metabolism

and disposition (rats), 740
Procainamide ethobromide, streptozotocin-induced diabetes, alteration,

biliary excretory function (rats), 177
Procainamide hydroxylamine, formation, liver microsomes (humans,

rats), 37
Prodrugs, orally administered, metabolite pharmacokinetics, 456
Profens, enantioselective glucuronidation, 2-arylpropionic acids (hu-

mans, monkeys, rabbits), 767
Propranolol, glutathione conjugate formation (guinea pigs, rats), 349
oi-Propranolol, effect of surgery, serum a,-acid glycoprotein concentra-

tion(rats), 138
Prostaglandin H synthase, renal, co-oxidation, 2-bromohydroquinone

(ruts), 801

Prostaglandins, microsomal metabolism, SK&F 102,081 (ruts), 161
(R)-(+)-Pulegone, metabolism to a proximate toxin, menthofurun, 589
Putrescine, uptake and disposition, lungs (rabbits), 189
Pyrazole, oxidation to 4-hydroxypyruzole, microsomes (ruts), 634
Pyrilamine, tripelennamine and, N-debenzylation (rats), 466
Pyrilamine maleate

metabolism of(rats), 460

microbial transformation, potential mammalian metabolites, 97
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