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ABT analogues, structures of (fig.), 92

Acetazolamide, mechanism and efficacy, antiepileptic drugs, 247

Acetylenes, mechanism-based inactivators, hepatic P-450, 91

Acne, animal models, 132

Action potentials

mesenteric-portal vein in research, 293
spontaneous contractions, mesenteric-portal vein, 300

ADCI, structure of (fig.), 264

Adenosine, stimulation of cyclic AMP accumulation, histamine (fig.),

57

Adenylate cyclase, interaction with effector systems, 65

Adrenaline

noradrenaline and

aging effects, plasma levels (table), 111

rates of appearance and clearance (table), 111

Adrenoceptors

adrenergic effects, relaxation and inhibition, mesenteric-portal vein,

307

a4�ha, mesenteric-portal vein, 303
a4,ha2-, prejunctional responsiveness (table), 113

beta

cardiac responses, 108

maturation and aging (table), 107

mesenteric-portal vein, 304

Aging

cardiovascular responses, 103

depressor response to vasodilators (table), 110

maturation and, a-adrenoceptors (table), 105

pathological changes in vascular wall, 115

sun-exposed skin, 133

tissue and species, phospholipida, 332

AHR-12245

mechanism and efficacy of antiepileptic drugs, 267

structure of (fig.), 266

Alcohol, regulation of calcium channels, chronic treatments, 35

Alkylamines, mammalian cytochromes P.450,94

Allosteric models, sigma receptors, 366

Aiprenolol, voltage-dependent calcium channels, 32

Amines, biogenic and exogenous, metabolism by lung, 335

‘y-Aminobutyric acid, -mediated inhibition, potentiation, 235, 238

Anesthetics, local, mesenteric-portal vein in research, 310

Angiotensin II
contractions (fig.), 105

maturation and aging, cardiovascular responses, 106

Anions, mesenteric-portal vein in research, 298

Anthracycline

reversal of multidrug resistance (table), 172

Vinca alkaloid analogs and, 171

Anticonvulsant agents

novel spectrum of activity, 266

properties and proposed cellular mechanisms (table), 227

sigma receptors, 367

succinamide, structures of (fig.), 227

Antidepressants, mesenteric-portal vein in research, 311

Antiepileptic drugs, pharmacological mechanisms, clinical efficacy, 223

Antiestrogen analogs, structures (fig.), 173

Antitussive agents, sigma receptors, 367

Aorta, maximum relaxation (fig.), 109

Arachidonic acid, -induced ear edema (table), 136
Aromatase inhibitors

mammalian cytochromes P-450 (fig.), 94

side-chain cleavage P-450s (fig.), 94

Atrial natriuretic peptide, blood volume, 115

Autonomic reflexes, maturation or aging (table), 118

Autoradiography, sigma receptors (fig.), 382, 384

Barbiturates

mechanism and efficacy of antiepileptic drugs, 235

structures of (fig.), 234

Baroreflex, aortic arch and carotid sinus, 117

Benzisoxazole, imidazole and, structures of (fig.), 248

Benzodiazepines

chronic effects, 240

clinical antiepileptic activity, 238

clinical efficacy, 241

structures of (fig.), 239

Benzomorphan

aromatic substituents of molecules (fig.), 365

non-benzomorphan-binding domains and, allosteric interactions, 366

Blood pressure, control of, 113

Bouclier, Martine, Daniel Cavey, Nick Kail, and Christopher Hensby.

Experimental models in skin pharmacology, 127

Bowen, Wayne D. See Walker et aL, 355

Brain

cerebral glycogenolysis, 63

displacement of DTG (fig.), 389

DTG membranes and degree of torticollis (fig.), 389

epileptic, 229

inhibition of firing of red nucleus (fig.), 386

inhibitory dissociation constants, sigma receptors (table), 371

presynaptic histamine H3-receptors, histamine release (fig.), 70

red nucleus and cerebellum, firing of neurons, sigma ligands, 384

regional distribution of binding, sigma radioligands (table), 379

sigma-binding affinity (fig.), 375

sigma receptors (fig.), 370

Calcium

handling, mesenteric-portal vein in research, 311

homeostasis, 187

indicators, mesenteric-portal vein in research, 300

intracellular, H,-receptor-mediated release, 67
mesenteric-portal vein in research, 295

mobilization, histamine-induced, 54

sources, mesenteric-portal vein in research, 299

Calcium channel blockers

chemosensitizing activity (fig.), 168

multidrug resistance alteration in cancer, 166
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aracbidonic acid (table), 136, 139

Calcium channels

chronic treatments (table), 35

disease states (table), 37, 38,39

heterologous regulation by drugs, 33

heterologous regulation, 36

heterologous regulation (table), 32

homologous regulation (table), 31

hormonal regulation, 39

hormonal regulation (table), 33
neuronal lesions (table), 34

regulation by drugs and hormones, 31
regulation by lesions, chronic treatments, disease, 39

T-type voltage-dependent

block of, 245

block of (fig.), 246
voltage-dependent

block of, 234

drug- and disease-induced regulation, 29

Calmodulin

antagonists, 168

multidrug resistance (table), 169

-mediated processes, 188

Cancer, alteration of multidrug resistance, pharmacology of drugs, 155

Carbamazepine

hydantoins and phenacemide, 230

oxcarbazepine and (fig.), 252

phenytoin and (fig.), 228

Carbonic anhydrase, reaction (fig.), 247

Cardiomyopathy, regulation of calcium channels, disease states, 37,38

Cardiovascular system
aging, 103

control mechanisms (fig.), 119
drug action, adrenergic neuroeffector junctions (fig.), 112

Catecholamines

content, 110

content of tissue, effects of aging (table), 111
plasma levels, 110

Cationic amphiphilic drugs

hydrophobic and hydrophilic interactions (fig.), 338

-induced vacuolea, lamellar body formation, 340

membrane effects, 337

phospholipid metabolism, regulation of cell function, 345

phospholipid storage disorder, 327

phospholipid synthesis, 344

possible sites of action (fig.), 346

toxicological and metabolic properties (table), 345

Cationic compounds
hydrophobic (fig.), 174

multidrug resistance alteration, cancer, 173

Cations, mesenteric-portal vein in research, 297
Cavey, Daniel. See Boudier et al., 127

Central nervous system, sigma receptors, 387

regional distribution, 380

Chemosensitizera

cultured cells, 163

in vivo effects, 179

mechanism of action, multidrug resistance, 187

pharmacological reversal, multidrug resistance, 162

pharmacologic properties (table), 184

structure-activity relationships, 177

Chemotherapy, rIL-2, 19, 20
Cholesterol, regulation of calcium channels, chronic treatments, 35, 36

Cholineeterase, mesenteric-portal vein in research, 290

Cholinoceptors, mesenteric-portal vein, 305

Cl-966, structures of (fig.), 255
Colchicine, regulation of calcium channels, neuronal lesions, 34

Comedone, animal models, 132, 133

Cultures

keratinocyte, 142

organ and three-dimensional, 139

organ and three-dimensional (fig.), 140

Cyclic AMP
accumulation, adenosine stimulation, histamine (fig.), 57

cerebral glycogenolysis, 63

relaxation and inhibition, mesenteric-portal vein, 307

Cyclopropylamines, mammalian cytochromes P-450, 93
Cyclosporins

amino acid sequence (fig.), 175

multidrug resistance alteration in cancer, 174

reversal of multidrug resistance (table), 176

Cytochromes P450

aromatase inhibitors (fig.), 94
covalent modification, dichloromethyl and bromomethyl compounds

(fig.), 91

-dependent oxidation of CAP (fig.), 91

extrahepatic, involvement, physiological processes, 86

hepatic forms (table), 87
historical perspective, 86
human, inhibition of, 97

inactivation, structures of chemicals (fig.), 90

inactivators (fig.), 91

inhibition of activities and mediation, 89

mammalian, selectivity in inhibition, chemical agents, 85

-mediated metabolism, methylenedioxyphenol compounds (fig.), 89

nature of P.450 enzymes, 88

nomenclature, 86

preferential inhibitors, 90

reaction cycle (fig.), 86

reaction scheme, aminium ion formation (fig.), 93

reversible inhibitors, 96

specificity of inhibitors (table), 96
steroidogemc, mechanism-based inactivators, 93

Cytotoxic T lymphocytes, rIL-2 as anticancer therapeutic, 4

D-19274
mechanism and efficacy of antiepileptic drugs, 267

structure of (fig.), 266

Dc Costa, Brian. See Walker et al., 355

Dermatoses

induced, 135
inflammatory, pharmacological control, PMN functions (table), 146

Dextromethorphan
dextrorphan and, 265
sigma liganda and (table), 368

Diabetes, mesenteric-portal vein in research, 316

Diacylglycerol, three classes of histamine receptor, 60

21-Dihaloprogesterone, 21-dihalopregnenolone and, general structures

(fig.), 91

Diltiazem, voltage-dependent calcium channels, 31

Docherty, James R. Cardiovascular responses in ageing A review, 103

Dopamine

midbrain neurons, sigma liganda, 385

-releasing action of sigma ligands, 390

Dystonia

idiopathic, sigma receptors, 392

neuroleptic-induced, sigma receptors, 392

Ear

edema

arachidonic acid (table), 136, 139
mean results of experiments (fig.), 138

Edema

ear
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mean results of experiments (fig.), 138

Electrophysiology, sigma receptors, 383

Endothelial cells
biochemical mediators (table), 203

three classes of histamine receptor, 60

Endothelium, -dependent relaxations, 108
Epidermis, orthokeratotic conversion (fig.), 132

Estrogen, voltage-dependent calcium channels, 33
Eterobarb, mechanism and efficacy of antiepileptic drugs, 267

Ethanol, regulation of calcium channels, chronic treatments, 35

Ethosuximide

blockade, T-type voltage-dependent Ca2� current, 246
treatment of absence seizures, 244

Fatty acids

-deficient rats, 135

inhibitors of oxidation, 96

Fears, R. Biochemical pharmacology and therapeutic aspects of throm-

bolytic agents, 210

Felbamate, structure of (fig.), 266

Felodipine, mesenteric-portal vein in research, 310

Ferrante, J., and D. J. Triggle. Drug- and disease-induced regulation of

voltage-dependent calcium channels, 29

Fibrin

affinity and catalytic efficiency, Lys-plasminogen activator (table),

208

binding characteristics, 207

sustained fibrinolysis (fig.), 208

Fibrinolysia, thrombosis and, key dates (table), 202

Flumazenil, drugs that bind benzodiazepine receptors, 258

Flunarizine, mechanism and efficacy, antiepileptic drugs, 251
Ford, James M. and William N. Halt. Pharmacology ofdrugs that alter

multidrug resistance in cancer, 155

Forskolin, maximum relaxation (fig.), 108

Gabapentin

mechanism and efficacy, antiepileptic drugs, 267

structure of (fig.), 266

Gastric acid, secretion, H2-receptor antagonists, 67

Gauny, Stacey S. See Winkeihake and Gauny, 1

Glucose, utilization, sigma receptors, 387
Glycine, metabolism of milacemide (fig.), 257

Glycogenolysis, cerebral, 63
Guanidines, sigma receptors, 362

Guanosine 5’-monophosphate, accumulation, H1-receptor stimulation,

59

Halt, William N. See Ford and Halt, 155

Haloperidol
down-regulation of sigma receptors (fig.), 381

metabolism, sigma-active/dopamine-inactive metabolites, 393
Heart, responses to �9-adrenoceptors, 108

Heart rate

control of, 115

plot of resting heart rates (fig.), 115

resting, conscious and anesthetized rats (table), 116
resting (fig.), 116

resting (table), 115
Hensby, Christopher. See Boudier et al., 127
Hill, Stephen J. Distribution, properties, and functional characteristics

ofthree classes of histamine receptor, 29

Hippocampus, depolarization-induced displacement (fig.), 377

Histamine
congeners, murine lymphocytes (table), 70
effect on cardiac muscle, 68

-induced calcium mobilization, 54

maturation and aging, carthovascular responses, 106

mesenteric-portal vein in research, 290

physiological role, 46

receptor antagonists

antagonist potencies (table), 48
relative potencies (table), 49

receptors
classification and chemical probes, 47

mesenteric-portal vein in research, 305

release, presynaptic histamine H3-receptors (fig.), 70

-stimulated inositol phospholipid hydrolysis, 53

synthesis, 71

tissue growth and repair, 72

Hormones

drug- and disease-induced regulation, voltage-dependent calcium

channels, 29
stimulation of release, histamine, 62

Hydantoins, phenacemide and, 230

6-Hydroxydopamine, regulation of calcium channels, neuronal lesions,

34

5-Hydroxytryptamine, cardiovascular responses to aging, 106

Hyperplasia, epidermal (fig.), 131

Hypertension

portal, mesenteric-portal vein in research, 315

regulation of calcium channels, disease states, 37

systemic, mesenteric-portal vein in research, 313
treatment in elderly, 119

Hypotension, postural, 117

Ichthyosis, abnormal lipid metabolism, 135

Ileum

sigma actions, 386

sigma-binding potency, inhibition, serotonin-evoked contractions,

388

sigma-binding potency (fig.), 386

Imidazolea

arylalkylimidazole anticonvulsants, 249
benzisoxazole and, structures of (fig.), 248

CGS 18416A, 249
denzimol, 249

nafimidone, 249

Immune response
pharmacodynamics of rIL-2, 3

pharmacology of (fig.), 148

skin, 146

Immune system

H,-receptors, 69

rIL-2 effects, 6

Immunotherapy

adoptive

infections disease, rIL-2, 21
rIL-2, 15

alloadjuvant, rIL-2, 17

Inflammation

anti-inflammatory drug action (fig.), 145
evaluation of anti-inflammatory drugs, 144

Inositol phospholipid

hydrolysis, histamine-stimulated, 53

hydrolysis (fig.), 56, 57

Interleukin-2

antitumor effects

oncological parameters, 13

pharmacological parameters, 11

cancer therapy efficacy, 9

chemotherapies, 19

colony-stimulating factors, 19

combined with other therapeutic modalities, 15

dose-limiting characteristics, 8
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Interleukin-2 (continued)
human recombinant, experimental therapeutic, 1

pharmacodynamics, 3

pharmacological challenges, 2

therapy for infectious diseases, 20

Ion channels

calcium, mesenteric-portal vein in research, 295

mesenteric-portal vein in research, 298

second-messenger-mediated control, 66

Ions
mesenteric-portal vein in research, 290

permeability, mesenteric-portal vein, 307

transport, drug-induced phopholipidosis, 347

Iachemia, regulation of calcium channels, disease states, 37

Isobutyl methylxanthine, maximum relaxation (fig.), 108

Isoprenaline

maximum relaxation (fig.), 108

noradrenaline or, tachycardia (table), 116

tachycardia (fig.), 111

Isoproterenol, voltage-dependent calcium channels, 32

Kail, Nick. See Bouclier et al., 127

Kainic acid, regulation of calcium channels, neuronal lesions, 34
Keratinocytes

cultures, 142
cultures (fig.), 143

Kodavanti, Urmila P., and Harihara M. Mehendale. Cationic amphi-

philic drugs and phospholipid storage disorder, 327

LAK cells, rIL-2 as anticancer therapeutic, 4
Lambert-Eaton syndrome, regulation of calcium channels, disease

states, 39

Lamotrigine, mechanism and efficacy, antiepileptic drugs, 250
Lead, regulation of calcium channels, chronic treatments, 35

Leucocytes, function, 145

Ligands
affinities, sigma receptors (table), 370

-binding studies, histamine H3-receptor, 69

sigma (fig.), 361

Lipids, mediator production, 145
Lipoproteins, low-density, potential function (fig.), 207

Liver, hepatic forms of P-450, 86

Lung, respiratory functions, drug-induced phospholipidosis, 336
LY201116

mechanism and efficacy, antiepileptic drugs, 267

structure of (fig.), 266

Lymphocytes

mixed skin cell reaction, 147
modulation of functions, 147

murine, histamine congeners (table), 70

trafficking effects of rIL-2, 7

Lymphoid cells, rIL-2 as therapeutic agent, 5

Lysosomes

inhibition of function, multidrug resistance alteration, cancer, 190

phospholipid metabolism, cationic amphiphilic drugs, 341

Macrophages, pulmonary, drug-induced phospholipidosis, 331
Magnesium, -deficient rats, 135

Matsumoto, Rae R. See Walker et al., 355

Mehendale, Harihara M. See Kodavanti and Mehendale, 327
Membrane potentials

excitation-contraction coupling, mesenteric-portal vein in research,

299

mesenteric-portal vein in research, 294

Methsuximide

metabolism of (fig.), 247

phensuximide and, 247

N-Methyl-D-aspartate, recognition site, competitive antagonists (fig.),

260

Methylenedioxyphenyl compounds

alternate pathways, P-450-mediated metabolism (fig.), 89

mammalian cytochromea P-450, 95

Milacemide, metabolism to glycine (fig.), 257

Mouse 0

athymic nude, 135
Azebia, 135

rhino, 133

Multidrug resistance

alternative mechanisms, 161

cancer, alteration, pharmacology of drugs, 155

clinical relevance, 159

molecular biology, 157

pharmacological reversal, chemosensitizers, 162

phenotype characteristics, 156

reversal (table), 180

verapamil, summary of studies (table), 164

Murray, Michael, and Gordon F. Reidy. Selectivity in the inhibition of

mammalian cytochromes P-450 by chemical agents, 85

Muscle, cardiac, histamine effect, 68

Muscle, smooth

major functional H1-receptor responses, 59

mesenteric-portal vein in research, 288

Muscular dystrophy, regulation of calcium channels, disease states, 38

Mycobacterium bovis, microbial immunosuppression models, rIL-2 ef-

facts, 21

Myocardial infarction

acute, history of, 209

clinical response to thrombolytic agents (table), 210

key events, recognition and treatment (table), 210

pharmacokinetics of SK and APSAC (fig.), 206

recanalization (table), 211
salvage, 212

Natural killer cells, rIL-2 as anticancer therapeutic, 4

Neur#{231}leptics, schizophrenia control (fig.), 395

Neurons

dopamine, sigma ligands, 385

firing, red nucleus and cerebellum, sigma ligands, 384

uptake

aging, 112

noradrenaline in rat and rabbit, maturation and aging (table),

113

Neurotransmitters
drug- and disease-induced regulation, voltage-dependent calcium

channels, 29
inhibition of release, 71

nonadrenergic, noncholinergic, mesenteric-portal vein in research,

292

Nifedipine

maximum relaxation (fig.), 109

voltage-dependent calcium channels, 31

Nitrendipine

regulation of calcium channels, disease states, 37

voltage-dependent calcium channels, 31

Nitrovasodilators, vascular relaxations, maturation and aging (table),
108

Noradrenaline
adrenaline and

aging effects, plasma levels (table), 111

rates of appearance and clearance (table), 111

isoprenaline or, tachycardia (table), 116

tachycardia (fig.), 111
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Olefins, mechanism-based inactivators, hepatic P.450,91

Opiate, -related compounds, 360

Opioids, mesenteric-portal vein in research, 311

Orphenadrine, oxidative metabolism (fig.), 95

Oxcarbazepine

carbamazepine and (fig.), 252

mechanism and efficacy, antiepileptic drugs, 251

PAl-i, reaction, 206

Parkinson’s disease, regulation of calcium channels, disease states, 39
Patch-clamp, intracellular recording (fig.), 245

PC12 cells, sigma receptors (fig.), 370

Peptides

mesenteric-portal vein in research, 312

receptors, 305

Peripheral nervous system, sigma receptors, 385

P-glycoproteins

human tumors, 160

interaction, multidrug resistance alteration, cancer, 190

normal human tissues, 159

Phenacemide, hydantoins and, 230

Phencyclidine, -related compounds, 362

Phenothiazines, thioxanthenes and, chemosensitizing activity (fig.),

171

Phenauximide

metabolism of (fig.), 246

i�thsuximide and, 247

PbsEylpiperidines
aromatic substituents of molecules (fig.), 365

potencies of compounds (table), 363

3-Phenylpiperidines, sigma receptors, 363

Phenytoin

carbamazepine and (fig.), 228

drugs with similar anticonvulsant profile, 248

-like anticonvulsants, structures of (fig.), 250

mechanism and efficacy of antiepileptic drugs, 226

ropizine and, binding (fig.), 368

Phosphoinositide, turnover, modulation, 374

Phospholipases, inhibition of, 342

Phospholipidosis

affinity of drugs for various tissues, 333

characteristics, 330

drug-induced, 327

drug-induced (fig.), 329

induction of, pharmacology and therapeutic uses, 328

mechanism of, 337

proposed mechanism (fig.), 345

Phospholipids

cationic amphiphilic drugs (fig.), 338

metabolism, lysosomes, cationic amphiphiphilic drugs, 341

methylation, 66

synthesis, cationic amphiphilic drugs, 344

tissue and species, age specificity, 332

Phospholipid storage disorder, cationic amphilic drugs, 327

Plasma, clot binding (fig.), 207

Plasminogen activators

altered pharmacological properties (table), 217

catalytic efficiency (fig.), 216

coagulation and fibrinolysis pathways (fig.), 202

endogenous, 202

novel, 214

pharmacological approaches (table), 205

pharmacological properties, therapeutic agents, 204

pharmacological tools, 217
plasma clearance of fibrinolytic activity (fig.), 206

standard thrombolytic agents, biochemical mechanism (fig.), 205

Porphyrin, formation of benzyne, oxidation of ABT (fig.), 92

Porter, Roger J. See Rogawski and Porter, 223

Potassium

mesenteric-portal vein in research, 296

regulation of calcium channels, chronic treatments, 35

Progabide
mechanism and efficacy, antiepileptic drugs, 253

structures of (fig.), 253

Progesterone, voltage-dependent calcium channels, 33

Prolactin, voltage-dependent calcium channels, 32

Prostaglandina, mesenteric-portal vein in research, 311

Protein kinase C, inhibition, multidrug resistance alteration, cancer,
189

Proteins, mesenteric.portal vein in research, 312

Psychosis, sigma receptors and, 394

[(1-Pyrrolidinyl)cyclohexyljbenzeneacetamides, (1.pyrrolidinyl)cyclo-

hexylamines and, 361

Ralitoline, mechanism and efficacy, antiepileptic drugs, 251

Receptors

active, solubilization and purification, 373
adenosine, interaction, 232

�-adrenergic, voltage-dependent calcium channels, 32
a2-adrenoceptor and $-adrenoceptor, age-related alterations (table),

105

benzodiazepine

drugs that bind, 258

interaction, 233
cardiovascular responses to aging, 104

dopamine, voltage-dependent calcium channels, 32
excitatory amino acid, blocking drugs, 259

GABA, lack of involvement with channel complex, drugs that poten-
tiate inhibition, 254

GABAA, anticonvulsant efficacy, 236

histamine

distribution, properties and functional characteristics, 45

invertebrates, 72

mesenteric-portal vein in research, 305

three classes, 50
histamine H1

functional responses, smooth muscle, 59

heterogeneity, antagonist binding (table), 51
histamine H2

ligand-binding studies, 64

release in intracellular calcium, 67

histamine H3, 69
cerebral cortex (fig.), 70

5-HT, maturation and aging (table), 106

idiopathic dystonia, 392

inositol phosphate response, histamine, 55

mesenteric-portal vein, 303
muscarinic

reduction in density (fig.), 376

voltage-dependent calcium channels, 32
nicotinic acetylcholine, voltage-dependent calcium channels, 32

NMDA

blockade, 265

noncompetitive antagonists (fig.), 261

peptides, 305

prejunctional, 112

purine, 306

serotonin, mesenteric-portal vein in research, 305

sigma
affinities, various ligands (table), 370
anatomical distribution, 378

autoradiographic distribution (fig.), 382, 384
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Receptors (continued)

binding affinities of various drugs, 358

binding of ligands, ultraviolet irradiation (fig.), 366

biologically relevant, 396

biology and function, 355

central nervous system, 387

diagrammatic representation (fig.), 366

distribution in periphery, 381

down-regulation (fig.), 381

functions, 376

future directions, 397

high and low affmity states, 372

historical perspective, 356

inhibitory dissociation constants (table), 371

molecular models, 364

movement disorders in man, 391

multiple types, 369

neuroleptic-induced dystonias, 392

physical and chemical properties, 372

posture and movement, 388
potency in displacing DTG from brain membranes (fig.), 389

properties, 357

properties (table), 371

psychosis, 394
regional distribution, 38o

regulation, 377

signal transduction mechanisms, 374

species differences, 368

structure-activity relationships, 357

Reflexes, autonomic, 117

Reidy, Gordon F. See Murray and Reidy, 85

Remacemide, mechanism and efficacy, antiepileptic drugs, 253

Reserpine, regulation of calcium channels, neuronal lesions, 34
Rice, Kenner C. See Walker et al., 355

Rogawski, Michael A., and Roger J. Porter. Antiepileptic drugs: Phar-
macological mechanisms and clinical efficacy with consideration

of promising developmental stage compounds, 223

Ropizine, phenytoin and, binding (fig.), 368

Schizophrenia, control, neuroleptics (fig.), 395

Serotonin

-evoked contractions, sigma-binding potency, ileum, 388

mesenteric-portal vein in research, 290

receptors, mesenteric-portal vein in research, 305
Sigma ligands

agonist actions, 396

appearance of rat, microinjection (fig.), 388

binding sites, allosteric model (fig.), 367

dextromethorphan and (table), 368

dopamine-releasing action, 390

firing of neurons, red nucleus and cerebellum, 384

mechanism of inhibition (fig.), 367

midbrain dopamine neurons, 385

motor actions in substantia nigra, 390

neuromodulatory actions, 397

putative endogenous, 376

regional distribution of binding (table), 379

Skin
acne, animal models, 132

back, various species (fig.), 134
biological and environmental parameters, pharmacological response

(table), 137

criteria for choosing animal species (table), 136

grafting, 135

immune response, 146

infection, animal models, 132

inflammation

animal models (table), 129

cellular type, animal models, 129

inflammatory response, 128

pharmacology

animals used (table), 135

experimental models, 127

in vitro models of interest, 138

proliferation and differentiation, 131

quality of experimental design (table), 137

Sodium, mesenteric-portal vein in research, 296

Sodium channels, voltage-dependent, block of, 227, 231, 243

Sodium chloride, regulation of calcium channels, chronic treatments,
35

Sodium nitroprusside, maximum relaxation (fig.), 108, 109

Steroids

hormonal analogs and, 173

sigma receptors, 364

structures (fig.), 173

Stiripentol

mechanism and efficacy of antiepileptic drugs, 256

structures of (fig.), 255

Substantia nigra, motor actions, sigma ligands, 390

Succinimides, structures of (fig.), 244

Sun, photodamage, photoaging and repair, 133

Suppressor cells, rIL-2 effects, 7

Sutter, Morley C. The mesenteric-portal vein in research, 287

Synapse, mechanism and efficiency of antiepileptic thugs, 229

Tachycardia
isoprenaline and noradrenaline (fig.), 111

positive inotropic response, isoprenaline or noradrenaline (table),

116

Taltrimide

mechanism and efficacy of antiepileptic drugs, 257

structures of (fig.), 255

Tardive dyskinesia, movement disorders in man, sigma receptors, 392
Thioxanthenes, phenothiazines and, chemosensitizing activity (fig.),

171

Thrombolytic agents

adjunct therapies (table), 214
biochemical mechanism of action (fig.), 205
left ventricular function (table), 212

major influences on circulating activity (figj, 205

mortality after thrombolytic therapy (fig.), 212
novel agents with fibrin affinity (table), 216
novel agents with slower clearance half-lives (table), 215

overview of mortality trials (fig.), 213
safety and tolerance, 213

therapeutic aspects, biochemical pharmacology, 201
Thrombosis, fibrinolysis and, key dates (table), 202

Thyroid

mesenteric-portal vein in research, 316

voltage-dependent calcium channels, 33

Topiramate, mechanism and efficacy, antiepileptic drugs, 251

Transmitters, mesenteric-portal vein in research, 290

Triggle, D. J. See Ferrante and Triggle, 29

Triniethadione, mechanism and efficacy, antiepileptic drugs, 246

Tumor models

metastatic, rIL-2, 14
peritoneal, rIL-2, 14

U-54494A

mechanism and efficacy of antiepileptic drugs, 267

structure of (fig.), 266

Ultraviolet irradiation, binding of ligands to sigma receptor (fig.), 366
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Zonisamide, anticonvulsant profile, 248

Vaccine, adjuvant, rIL-2, 20

Vaiproate
mechanism and efficacy, antiepileptic drugs, 241

mechanism of action, 243
Vasoconstriction, cardiovascular responses to aging, 104

Vasoconstrictors
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