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Percutaneous transluminal coronary
angioplasty (PTCA) 458, 461
Perindopril 378
Peroxisome proliferator-activated receptors
(PPARSs)
actions 139
PPARvy agonists, optimization 239-240
solid-phase synthesis of BRL49653 336
Perprazole 319
Personnel, workplace influence 182-183
Pfizer, stock split 138
PH, organelle, in tumour cell biology and
drug resistance 32-38
Pharma 2005: An Industrial Revolution in
R&D 3, 199, 393-395
Pharmaceutical Documentation Ring 207
Pharmaceutical industry
biotechnology partnerships in Europe
(CR) 302
complacency, lack of vision and future
prospects 198-199
exploration of HTS databases 370-376
innovation and workplace design
181-185
issues relating to collaborations 488
leaders in pharmacogenomics 105-107
new developments/technologies 3
novel approaches for new millennium
1-2
organization of preclinical development
structures (CR) 453
performance targets 185
pharmacogenomics paradigm (CR)
105-107
PricewaterhouseCoopers (PWC) report
3
productivity crisis (CR) 393-394
running costs of drug discovery 181
sales forecasts 3
shareholders returns 3
technology investment management
567
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Pharmacodynamics, pharmacogenetics and
(CR) 106
Pharmacogenetics
drug development 151-152
IBC conference and developments (CR)
6
profiling (CR) 394
proteomics and 151-152
Pharmacogenomics 105-107
Bio '98 (CR) 105-107
IBC conference and developments (CR)
6
industry leaders (CR) 107
Teasons for rapid development (CR)
106-107
Pharmacokinetics
AUC screening of compounds
232-235
discovery—development interface 535
high-throughput screening, positioning
(CR) 452-453
pharmacogenétics and (CR) 106
screening of discovery compounds in
rats 232-237
technical developments (CR) 199-201
Pharmacoproteomics 62
PHAT algorithm 483-484
a-Phenoxypropionic acid derivatives, chiral
switches 316
Pheromones, antibiotics as 75
Phosphatidylinositol-3-kinase 475
cancer target 96
inhibition by 3-substituted myo-inositol
derivatives 96
Phosphatidylinositol (PI)-3-kinase related
kinases 475-476
Phosphodiesterase, inhibition 40-41,
216-217
Phosphodiesterase 4 (PDE4), inhibitors
40
Phosphodiesterase type 4, dual inhibition
with MMP 290-291
Phosphoinositide signalling 96
Phospholipids, immobilization 176
Phosphorothioate DNA oligomers,
telomerase inhibition 159
Photodynamic therapy
biological response 508
mechanism of action 507-508
principles and clinical applications
507-517
Photofrin® 508-509
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Photosensitizers 508-516
clinical trials and manufacturers 509,
513
second-generation 509-510
Phthalocyanines, photosensitizers
514-515
Pl-3-kinase related kinases 475-476
Piezoelectric dispensing 412
Piezo Sample Distribution Robot 368-369
PIKKs 475-476
Pindolol 469
Pioglitazone 284
3-(Piperazinylpropyllindoles 333
PK1 {HPMA~-copolymer conjugate of
doxorubicin) 540-541
PK2 {doxorubicin-containing copolymer),
cancer therapy (CR) 541
Plant cultures, biodiversity increased by
(CR) 449-450
Plants
antibiotic peptide resistance 256
antibiotic peptides and 254-255
medicinal (BR) 154
selection for research (CR) 449
varieties, European Biotechnology
Directive 30-31
Plastics, cancer therapy (CR) 540-541
Platelet(s)
adhesion, agents modifying 554
aggregation, agents modifying 554
antiplatelet agents see Antiplatelet
therapies
GPlb/Ila-receptor blockade effect
555-556
procoagulant activity 556
receptor, new motif 386
role in vascular disease 553
Platelet activating factor, antagonists 218
PMEA (adefovir) 97
Polarization, fluorescence 356-357
Polyacrylamide gel electrophoresis (PAGE),
two-dimensional, proteomics 130
Polyglutamylation 493
importance 493-494
Polyketides 345
combinatorial biosynthesis 345-346
Polyketide synthases 345-346
genetic manipulation 345
Polymer-assisted solution phase (PASP),
purification method (CR) 8
Polymer~drug conjugates, cancer therapy
(CR) 540

Polymeric macromolecules, anticancer
therapy and (CR) 540-541
Polymer supporting reagents, combinatorial
chemistry (CR) 538
Polymyxin B 213
Population segmentation, genomic
technologies in drug discovery (CR)
6
Porphycenes, photosensitizers 515-516
PPDm2B, lipopolysaccharide antagonist
214,215
PPM18, signal transduction inhibitor 216
Preclinical development
acceleration (CR) 452-453
organizational structure (CR) 453
Predictive databases 468-470
PricewaterhouseCoopers (PWC) report 3
Process change, workplace design 183
Prodigiosins 165
Productivity crisis, pharmaceutical industry
(CR) 393-394
Prograf (tacrolimus), psoriasis treatment
227
Proliferative diseases, cell cycle molecules
as drug targets 457-458
Propentofyline, in Alzheimer's disease (CR)
150
Protease
drugs targeting in HIV infections
387-388
FRET-based assay 365
Protease inhibitors
antimicrobial peptides (CR) 397-398
bacterial (CR) 397-398
hepatitis C virus 521-524
for HIV resistance 201-202
library 387
Proteasome 63, 188
20S regulators 66-67
20S subunits exchanges 66
antigen presentation 191
antigen processing manipulation 66-67
inhibition 188-192
as multicatalytic protease complexes
188-189
structure and active sites 65-66
Proteasome inhibitors 63-71
antigen presentation and 191
apoptosis induction/inhibition 191
applications 191-192
cell cycle blocking 191
as a panacea? 192



peptide-derived 68-69
peptidyl derivatives 189
selectivity/potency comparisons 70
Protegrins 397-398
Protein(s)
bioinformatics 200
disease-specific, identification 57-58
expression profiling 129-132
folding, simulation 153
immobilization 176
inhibition methods 422
large see Large protein therapeutics
localization monitoring, using green
fluorescent protein 309
microchip-based detection (CR)
346-347
phosphorylation 472
systematic analysis see Proteomics
transduction domains 537, 538
Protein farnesyltransferase, inhibitors
95-96
Protein kinase 472-476
as anti-inflammatory targets 472-479
gene reguiation 472-479
Protein kinase C (PKC)
activation, V-ATPases 166
inhibitors 229
Protein kinase inhibitors 216-217,
476-478
future prospects 478-479
novel 336
screening of focused libraries 478
structure-based drug design (SBDD)
478
Protein—protein interactions
products targeting 387-388
proteomics application 132
Proteograph analyses 57
Proteolysis 188
ubiquitin-dependent 189
Proteomes 57, 129
Proteomics 56-57, 103-104, 112
alternative techniques 132
applications 130-132
conference (CR) 6, 52, 249, 344
in drug discovery 55-62, 129-133
drug mode-of-action studies 59-61
drug toxicology studies 61-62
future prospects 132-133
identification of disease specific
proteins 57-58
immunoprecipitation studies 59

pharmacogenetics and 151-152
signal transduction studies 59
target validation 59
technology 130
value 129-130
Protocol Systems Inc., development and
supply contract lawsuit 495
Protonation, sequestration and secretion
(PSS) hypothesis 35-36
Proton pump
target for bone resorption inhibitors 163
vacuolar, structure 164
Protoplasts, antibiotic resistance
development 75
Psoriasis
pathogenesis 222
photosensitizers 516
Psoriasis treatment 222-231
anti-CD4, anti-CD11a and anti-IL-8 229
CTLA4-lg 229
DAB_,, IL-2 228
immunosuppressives 226-228
IMPDH inhibitors 228
new therapies 229
vitamin A analogs 224-226
vitamin D, analogs 223-234
PSS hypothesis 35-36
Publishing, data analysis results 371-375
Purine products 482
Purines, cyclin-dependent kinase inhibitors
482
Purvalanol A 476
Puryltin™ 512
Pyrazoles, as novel D -receptor ligands 93
Pyrophosphatase, inorganic, as new
antifungal drug target 24

Q

Quantitative trait loci (QTL), multigenic
diseases 125-126

Quercetin 476

Queries, packages for information retrieval
494-495

Quinione, photosensitizer 516

Quinpirole 325

R

Ramoplanin 397

Ram Synthesizer 268

RANTES 84

RAPID algorithm 483

RAS farnesylation, inhibition 336-337

RAS proteins 336
Rats, rapid pharmacokinetic screening of
discovery compounds 232-237
Reaction-block systems 265, 266-268
Reagent supply, new concepts 399
Receptors, assays, flow cytometry 175
5a-Reductase inhibitor 440-441
Renal system, adenosine receptors and
546
Repaglinide 287-288
Research, combined pharmaceutical
projects 1 »
Research and development (R&D)
alliances, hepatitis C virus research
520-521
conference (CR) 343
costs and expenditure 3
exploration of HTS databases 370-376
functional genomics application 109
future prospects for 2005 (CR) 393-395
genomics and proteomics impact
103-104
increasing costs 221
laboratory/building design and
innovation 181-185
paradoxes in progress {editorial)
198-199
revolution in and Pharma 2005 report 3
Resin beads, high-loading single resin
beads 41
Respiratory disease, adenosine receptors
543-544
Restenosis
cell cycle drugs 458-459
prevention/treatment 462
Retinoblastoma protein (pRb) 457
gene transfer 461
Retinoic acid 224
high-affinity receptor antagonists 481
Retinoic acid receptors 224
Retinoids 481
Retinoid X receptor {(RXR) 224
antagonists 481
vitamin D, receptor heterodimer 224
Reuters Business insight, report 221, 332
Reverse transcriptase
HIV, X-ray crystallography 107-108
patents and lawsuits 495
Rheumatoid arthritis, CCR2 antagonists 90
Rhodamines, photosensitizers 515
Risperidone 467
Ritonavir 69
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RNA
as drug target 422
in infections 425-426
small-molecule drugs binding to
420-422
as small-molecule drug target 420-429
splicing 52
targeting with small-molecules 427-428
see also mRNA
RNA-dependent RNA polymerase, hepatitis
C virus 527
RNAse H 563
Robot-arm systems 268-269
Robotics, organic chemistry 265-266
Roche Diagnostics Systems, hepatitis C
virus technology lawsuit 495
Roche Molecular Systems, hepatitis C virus
technology lawsuit 495
Rolipram 40
Roscovitine 462
Rosiglitazone 284
Roxifiban 558, 560
RWJ68354, serine/threonine kinase
inhibitor 477
RW.J67657, serine/threonine kinase
inhibitor 477

S
Saccharomyces cerevisiae
automated assessment of genes 17-26
computer-aided target selection 17-26
genome 17-18
Sapecin 256
Sarcodictyin libraries 141
SB203580
MAP kinase inhibitor 477
signal transduction inhibitor 216
SB213068, non-thiazolidinedione insulin
sensitizer 285
SB214857 (lotrafiban) 558, 560
SB226882, serine/threonine kinase inhibitor
477
SC102, serine/threonine kinase inhibitor
477
SC5468A (Xemilofiban) 558, 560
Schizophrenia, nicotinic drugs 490, 491
Scintillation proximity, assay imaging
405-406
Scotia Holdings plc, agreement 439
Screening
combinatorial chemistry and molecular
diversity (BR) 203
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computational libraries 571
flow cytometry 174-175, 177, 179
imaging systems in 401-410
see also Image-based screening
ion-channel targets 431-439
pharmacokinetic/metabolic, high-
throughput (CR) 452-453
protein kinase inhibitor libraries 478
rapid pharmacokinetic, in vivo 232-237
in silico 257-264
virtual 257-263
SDZ281240, psoriasis treatment 227-228
SDZ880431, lipopolysaccharide antagonist
214, 215
SDZASMB981, psoriasis treatment 227-228
SDZMRL953, lipopolysaccharide antagonist
214, 215
SEC14, as new antifungal drug target 24
Selection invention, chiral switches
314-315
Selection patents, chiral switches 314-315
Selective infective phage (SIP) technology
(CR) 52
Selective serotonin reuptake inhibitors
{SSRls)
chiral switches 318-319
novel agents 142
Senile plagues, in Alzheimer’s disease (CR)
149
Septic shock
mortality 209
pathogenesis 211-212
Sequence databases, rapid searching
482-483
Serial analysis of gene expression (SAGE)
(CR) 51
Serine proteases, inhibitors 291
convergent automated parallel synthesis
381-382
Serine/threonine protein kinases 472
inhibitors 476-477
p38 kinase, new inhibitors 289
Serotonin see 5-Hydroxytryptamine (5-HT)
Serum amyloid P (SAP), lipopolysaccharide
inactivation 213
SH2 targeted ligands, high-affinity 442
Sialidase inhibitor, influenza virus 531
Sibrafiban 558, 560
Side effects, animal models and 15
Signalling
chemokines 85-86
MAP kinase cascades 473-474

nitric oxide (CR) 48
phosphoinositide 96
vitamin D, 224
see also Signal transduction
Signal transducers and activators of
transcription (STAT) 472, 475
Signal transduction
cascades, protein kinases 472-476
by lipopolysaccharide, inhibitors
216-217
proteomics use 59
see also Signalling
Simulation, biological
drug discovery 10-16
peptide/protein folding 153
Simulation models, discovery—development
interface 535
Single nucleotide polymorphisms (SNPs)
conference 6
flow cytometry 177
patents 136
pharmaceutical company collaboration
(CR) 344
SK&F86002, serine/threonine kinase
inhibitor 477
Skin cancer, photosensitizer use 511
Sleep
adenosine receptors role 548
enhancement, growth hormone
secretagogues 504
SMAD proteins 475
Small-molecules, RNA as drug target
420-429
Small Molecule Therapeutics, novel
antibacterial agents 140
Snakebite venomations, metalloproteinase
inhibitors 632
Software see Computer software
Solid-phase synthesis
BRL49653 336
combinatorial chemistry conference
(CR) 7
peptides (BR) 54
Soluble guanylate cyclase (sGC), nitric
oxide target (CR) 48
Solution-phase synthesis, combinatorial
chemistry conference (CR) 7
Somatostatin-receptor ligands 532
Spinal cord injury, angiogenesis inhibitor
treatment 53
Spiro-oxindoles, convergent automated
parailel synthesis 382-383



SPLAT algorithm 483-484
Split-mix libraries 539
Spontaneously hypertensive rats 244
State for Sao Paulo Research Foundation
349
STAT family 472, 475
Staurosporine 476
Steroid reductase inhibitor 440-441
Steroidal drugs, Alzheimer's disease 280
Strategic alliances 207
importance, report 221
Strecker synthesis 539
Stress
antibiotic-perpetuated 77
oxidative, excitotoxicity-induced iNOS
292-293
Stroke, antiplatelet agents 554-555
Structure—activity relationships,
peptide/protein folding and 153
Structure-based drug design (SBDD),
protein kinase inhibitors 478
Sugar-based peptidomimetics 386
Sulfonylureas 286
Sumatriptan 333, 4692
Superbugs, ways for defeating (CR)
395-398
Synercid® 397
Syro Il system 268
Systemic lupus erythematosus (SLE),
mouse models 126

T
Tacrolimus tFK506), psoriasis treatment
227
Target identification
flow cytometry 179
proteomics application 130-131
Targets see Drug targets
Target validation see Validation
T proteins, in Alzheimer's disease (CR) 149
Taxinine derivatives, multidrug resistance
rmodulation 283-290
Tazarotene 225-226
psoriasis treatment 225
T cells
asthma pathogenesis 291
CTLA4-Ig (CD28) 229
cytotoxic, antigen presentation and
proteasome inhibitors 63-71
IL-2 expression and DAB, IL-2 fusion
protein 228
in psoriasis 228

Technologies, new see New technology
Telomerase 155-161
in cancer 156-157
inhibitors 158~160
applications 159-160
design 157-158
structure and subunits 155-156
Telomeres 155
Temoporfin, photosensitizer 512-514
Testicular cells, increased susceptibility to
chemotherapy 250-251
Tetanus toxin inhibitors 291-292
Tetrahydrobenzindoles, selective 5-HT-
receptor antagonists 290
Texaphyrins, photosensitizers 514
Thalidomide 40
(3-substituted benzyl)Thiazolidine-
2,4-diones 335
Thiazolidinedione insulin sensitizers
283-284
Thioester derivatives, of leinamycin 384
Thrombin inhibitors 384-385, 556-557
Thrombocytopenia, GPllb/Na-receptor
antagonists 560
Thymidylate synthase, inhibitors 442-443
Thymus-expressed chemokine (TECK) 299
Tibotec NV, joint venture 264
Tiludronate 167
Tin etiopurpurin, photosensitizer 512
Tirofiban 558
Tobacco use 490
Toll-like receptors 211
Topoisomerase |, yeast, drug target 21-22
Toxicity, discovery—development interface
and 535
Toxicology
emerging technologies for accelerated
evaluation (CR) 453
evaluations in drug discovery {CR) 453
proteomics application 61-62, 131-132
technical developments (CR) 199-201
Traditional medicine, medicinal plants (BR)
154
Transactivating regulatory proteins 537
Transcription, cascades 472-474
Transcription factors 472
E2F 461
importance in cell cycle 457
NF-kB see NF-«B transcription factor
Transcription reporter, green fiuorescent
protein (GFP) 306-308
Transduction, large proteins 537

Transforming growth factor B (TGF-B}, nitric
oxide synthase inhibition 218
Transgene (company), cervical cancer
treatment 567
Transgenic animals, I1L-6 278
Transplantation, rejection, chemokine
receptor role {CR) 300
Transposons, antibiotic regulated 73
Trehalose phosphate synthase, as new
antifungal drug target 24
Trends journals 197
Trident system 271
Trihydroxybenzamide derivatives 166
Troglitazone 284
Tropane analogues 329
Tropisetron 469
Tumour necrosis factor a (TNF-a}
inhibitors 40
response to lipopolysaccharide 217
Tumours
anticancer agent targeting (CR)
540-541
cell biology, organelle pH role 32-38
drug resistance, organelle pH role 32-38
see also Cancer
Tumour suppressor, pb3 and importance in
cell cycle 457, 462
Turn-mimetics, peptidomimetic protocols
(BR) 454
Two-hybrid system, yeast 132
Tyrosine protein kinases 472
Tyrphostins 463
AG126, signal transduction inhibitor 216
AGS556, signal transduction inhibitor 216

U
U0126, serineg/threonine kinase inhibitor
477
Ubiguitin 189
Ubiguitin—proteasome pathway 188, 189
actions 191, 192
Uitra-high-throughput screening (UHTS)
benefits 341-342
conference (CR) 343
miniaturized FRET assays and
microfiuidics 363-369
Universities, spin-out companies 488-489
us
market growth for antidepressants 332
Patent and Trademark Office (PTO) 135,
136, 138
patent law for chiral switches 3156-316
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Vacuolar H*-ATPases 163
inhibitors see Osteoclast V-ATPase
inhibitors
Validation
antisense oligonucleotides 562-567
antisense technology 564-566
cell cycle as target for drug discovery
460-463
drug targets
conference (CR) 51
proteomics use 59
models for drug discovery 15~16
proteomics application 131-132
Vancomycin-resistant enterococci 395
new antibiotics for 396-397
Vascular disease, platelets role 553
Vascular permeability, anticancer therapy
and (CR) 540
Vascular smooth muscle cells,
hyperproliferation 458-459, 460-461
Vasopressin, receptor antagonists 530
Vectors, antibiotic resistance transfer
75-76
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Verteporfin, photosensitizer 511-512
Viral infections
cell cycle drugs 459
chemokines and (CR) 300
Virtual corpus, simulations for drug
discovery 13
Visualization, HTS databases 370-376
Vitamin A analogs, psoriasis treatment
224-226
Vitamin B,,, synthesis 379
Vitamin D, analogs, psoriasis treatment
223-234
Vitamin D, receptor (VDR) 223
agonists 223-224
Vitamin D, response elements (VDRE) 224
Vitravene™, FDA approval 4
VK19911, serine/threonine kinase inhibitor
477
VLA-4, inhibitors 186
VX497, psoriasis treatment 228

W
Websites 42-43
Well assay plates, 3456-well 363, 365, 366

Workplace, design and innovation 181-185
World Wide Web see Internet

X
Xemilofiban 558, 560
Xeroderma pigmentosum group A protein,
increased susceptibility to
chemotherapy 250-251
X-ray crystallography, HIV reverse
transcriptase 107-108
Y
Yeast
genome, computer-aided analysis 18
new drug targets 21-22
two-hybrid system 132
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Zafirlukast, associated drugs 39-40

Zenyx Magellen 267

ZK158252, leukotriene B,-receptor
antagonist 229

Zonisamide 467

Zymark Benchmate arm system 269

Zymate XP radial arm system 268-269



