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clinical presentation, 16
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protection, 121
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agonist therapy, 486487, 489
PET. See Positron emission tomography
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Pinl, Tau interactions, 148
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applications, 78—80
limitations, 80
principles, 77-78
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biomarker utility, 76—77
hypometabolism pattern, 75-76
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overview, 15
principles, 74—75
Possible Alzheimer disease, diagnostic criteria,
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PPA. See Primary progressive aphasia
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receptor-y
Pravastatin, Alzheimer disease treatment studies, 489
Prednisone, Alzheimer disease trials, 348
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amyloid precursor protein processing, 208—210
early-onset familial Alzheimer disease
PSENI mutations, 250-251
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functional overview, 262—265
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inhibitors, 269-271, 307, 269-271, 426—431
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differential diagnosis, 32—33, 35
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11-13, 54
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clinical presentation, 161-162
histopathology, 163
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clinical presentation, 162—163
histopathology, 163, 165
Proteasome. See Ubiquitin—proteasome system
Protein phosphatase 2A (PP2A), therapeutic targeting,
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RAGE. See Receptor for advanced glycation end products
Receptor for advanced glycation end products (RAGE)
Alzheimer disease role, 344—345
blood—brain barrier dysfunction in Alzheimer
disease, 410
therapeutic targeting, 490
Reelin, apolipoprotein E receptor signaling, 285-287
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competition of ideas and findings, 5-6
personal tragedy, 4
quest for scientific clarity, 3—4
societal crisis, 4—5
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491
Risk factors. See Epidemiology, Alzheimer disease
Rivastigmine, acetylcholinesterase inhibition, 476,
478-479
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486-487

S

SBT. See Short Blessed Test
scyllo-Inositol, amyloid-B aggregation inhibition,
437-438
SD. See Semantic dementia
Semagacestat (LY450139), presenelin inhibition,
269-270, 427
Semantic dementia (SD)
clinical presentation, 161
histopathology, 163
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Serum response factor (SRF), expression in Alzheimer
disease, 413—-414

Seven-Minute Screen, 14

Severe Alzheimer disease, clinical presentation, 16—17
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SILK. See Stable Isotope Labeling Kinetics

Smoking, Alzheimer disease risk factor, 119-120

SORLI, variants in Alzheimer disease, 123—124

SorLA/LR1, amyloid-B production regulation, 212

Souvenaid, Alzheimer disease treatment studies, 485, 488

SRE See Serum response factor

Stable Isotope Labeling Kinetics (SILK), cerebrospinal
fluid biomarker studies, 101—-102

Statins, Alzheimer disease treatment studies, 487, 489

Stroke, Alzheimer disease risk factor, 118

Synapse, loss in Alzheimer disease, 53

T

TARDBR, frontotemporal lobar degeneration
mutations, 170
Tarenflurbil, presenelin inhibition, 270, 428, 430
Tau
acetylation, 418, 462
aggregation, 143
Alzheimer disease pathology, 140—143
BAPtists versus TAUists, 5—6
binding partners, 145-149
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phosphorylation, 93-94
total protein, 92-93
degradation regulation, 369
distribution, 143—145
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frontotemporal lobar degeneration histopathology,
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FTDP-17 mutations, 457
gene. See MAPT
glycosylation, 142, 457, 462
history of study, 133—134
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isoforms, 135, 456
lysosomal network defects in tauopathy, 376
microtubule binding, 455-456
microtubule interactions, 136—138, 141, 147
paired helical filament structure, 138—140
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overview, 141—-142
regulation by apolipoprotein E receptor, 286
proteolysis, 142
structure, 135-136
ubiquitination, 363—364
TDP43
FTLD-TDP 167-168, 170
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degradation enhancement, 463465
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loss-of-function compensation, 459—460
phosphorylation inhibitors, 460—463
strategies, 458 —459
Tetrodotoxin (TTX), amyloid precursor protein
secretion effects, 220222
Thioflavin T, amyloid-f aggregation studies, 435
TLRs. See Toll-like receptors
Toll-like receptors (TLRs), inflammation mediation,
344-345
Tramipoate, amyloid-f aggregation inhibition,
436-437
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TTX. See Tetrodotoxin
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Ubiquitin—proteasome system
Alzheimer disease role, 367 —-369
amyloid-B degradation, 398
FTLD-UPS, 168
neurofibrillary tangle ubiquitination, 365—366
overview, 359-361
paired helical filament ubiquitin, 361-363
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VaD. See Vascular dementia

Valproic acid, Alzheimer disease treatment studies, 487

Vascular dementia (VaD), Alzheimer disease differential
diagnosis, 17-18, 33—34, 36

VCR frontotemporal lobar degeneration mutations,
170-171

Visinin-like protein-1, cerebrospinal fluid biomarker
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Visuospatial ability, Alzheimer disease deficits, 29—30
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