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… ovvero il tentativo di trovare alcune tracce di 
razionalità in un ambito complesso e confuso. 
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Cognitività, funzione, comportamento, 
multimorbilità somatica: obiettivi di cura 
per il paziente, ai quali si aggiungono 
quelli riferiti al caregiver. 



4 

La multiformità degli obiettivi terapeutici 
dell’Alzheimer come modello della complessità 
delle malattie croniche e delle problematiche 
cliniche da loro indotte. 
L’approccio multidimensionale: una prassi clinica 
irrinunciabile, anche se talvolta mancano risposte 
adeguate. 
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E’ necessaria ancora molta strada… 
L’esempio della Source of Discomfort Scale in 
dementia di Cohen-Mansfield: 
un approccio attento ai reali bisogni che mira 
a ridurre l’eccesso di disabilità. 
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Distribution of Sources and 
Indicators of Discomfort Based on 
the Sources of Discomfort Scale 

JAMA Internal Medicine 
173(14): 1378-9, 2013 
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Un aspetto ancora critico, nonostante 
il susseguirsi di proposte: la diagnosi 
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Neurology 
e32, 2013 
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It is important to bear in mind that almost nothing 
was known about prevention of AD several decades 
ago and indeed, until the 1980s (and some might say 
until today), it was common to ascribe AD and other 
dementias to the normal aging process. 
The tremendous advances in neuroscience, 
neuroimaging, and epidemiologic studies during the 
past 2 decades are a monumental achievement.  

Kristine Yaffe, Arch Intern Med 171(4):339-40, 2011 
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In attesa di trattamenti che possano modificare 
la storia naturale delle demenze, la modalità 
prevalente è un intervento sintomatico.  
Il ruolo della medicina dei sintomi nelle malattie 
croniche; in questa linea di inibitori delle 
colinesterasi hanno avuto un ruolo rilevante per 
molti anni. 
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La prevenzione delle demenze 
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Pragmatically, we might need to balance potential 
benefits of very early treatment against greater 
feasibility of trials in presymptomatic individuals 
nearer to clinical onset. These are difficult choices 
but ones with substantial implications for future 
trials in Alzheimer's disease. 

Nick Fox 

Lancet Neurol 11(12):1017-8, 2012 
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Screening for dementia has no evidence 
base 

BMJ 346 (7889): 22, 2013 

OPEN LETTER Martin Brunet and 12 co-signatories 
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E’ possibile delineare una sequenza tempo 
dipendente e non casuale tra ß-amiloide, 
Tau, neurodegenerazione, eventi clinici? 
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È corretto il concetto di malattia di Alzheimer 
senza sintomi, oppure dobbiamo riconoscere 
che la presenza di betamiloide non è 
necessariamente un indicatore di malattia, ma 
è solo un fattore di rischio che si sviluppa in 
presenza di altri eventi (focus sull’insulina)? 
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N ENGL J MED 367(10):885-7, 2012 
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Yang L et al, N Engl J Med 367(10):885-7, 2012 
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The ultimate clinical value of florbetapir imaging awaits further 
studies to assess the role, if any, that it plays in providing 
prognostic and predictive information. For example, the 
prognostic usefulness of florbetapir imaging in identifying persons 
with mild cognitive impairment or cognitive symptoms who may 
be at risk for progression to dementia has not been determined. 
Nor are data available to determine whether florbetapir imaging 
could prove useful for predicting responses to medication. These 
concerns prompted the FDA to require a specific “Limitations of 
Use” section in the florbetapir label. 
The FDA approval of florbetapir F18 injection sets the stage for 
future studies that increase the value of the technique in  
addressing the diagnostic challenges associated with cognitive 
impairment. Further investigation of the drug in the 
postmarketing context is consistent with the commitment of the 
FDA to the development of imaging products that aid in the 
diagnostic evaluation of cognitively impaired patients. 

Yang L et al, N Engl J Med 367(10):885-7, 2012 
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Dobbiamo pensare ad un futuro anticorpo 
antiamiloide somministrato fin dai primi anni 
di vita in persone Florbetapir F18 positive? 
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Come identificare la condizione di rischio 
presintomatica? Si prescrive a tutti la PET con il 
tracciante per la beta amiloide? 
Il modello è quello del colesterolo e del Psa? 
E il cancro potrebbe rispondere allo stesso modello? 
Ma è un'ipotesi sostenibile sul piano organizzativo 
ed economico, oltre che umano (comunicare una 
diagnosi infausta -ma non certa- 20-30 anni prima 
dalla possibile comparsa dei sintomi)? 
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The word “cancer” often invokes the 
specter of an inexorably lethal process; 
however, cancers are heterogeneous and 
can follow multiple paths, not all of 
which progress to metastases and death, 
and include indolent disease that causes 
no harm during the patient’s lifetime. 
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• 300 ospedali in USA hanno in funzione una PET 
per l’identificazione della betamiloide 

• Medicare non paga l’esame PET 

• Il problema della protezione dei dati (vedi 
assicurazioni) 

• FDA richiede ai medici una preparazione ad hoc 

• FDA richiede che l’interpretazione della PET sia 
fatta in cieco rispetto alla clinica 
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Ciascun obiettivo terapeutico è legato alla 
fase della malattia, con rilevanti differenze 
per le singole condizioni. 
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Lancet 381 (9867): 614-5, 2013 
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Greg Miller 
 
          Science 337:790-2, 2012 
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Miller G, Science 337:790-2, 2012 
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La complessa interazione tra geni, stili di 
vita, trattamenti nel modulare la comparsa 
di demenza. 
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The effect of ApoE4 in reducing telomeres 
length is inhibited by the estrogen replacement 
therapy. 
 
        (PLos One, 2013) 
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Can prevention help to reduce the burden of dementia? 
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La sperimentazione farmacologica 
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New Engl J Med 368 (13): 1169-70, 2013 
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Quanto dovremo attendere perché i dati sul 
complesso di fattori che inducono la comparsa 
dell’Alzheimer possano diventare ambiti per 
interventi preventivi e terapeutici? 
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U.S. launches national war on Alzheimer's 
 
By Janice Lloyd, USA TODAY 

 

January 16th, 2012 
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… solo l’Italia è ancora priva di un progetto, 
immersa nella dialettica negativa stato-regioni. 
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Dal 2002 al 2012 le pubblicazioni riportate su 
PubMed con il codice demenza sono state: 
 
53.000 nel mondo 
  3.093 in Italia (5.7%), dopo USA, UK, Germania 
     418 a Brescia (0.8%) 



49 

L’innovazione terapeutica 
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Since 2010 all but one of seven drugs then in phase III trials had 
failed, and some phase II candidates had been dropped too, he 
said. “The old model of drug development has failed,” he said. 
“It’s a significant concern for everyone. The last new drug was 
approved in 2003”. 
But the situation was not hopeless, he added. The existence of 
genetic mutations that protect against the disease shows that 
effective drugs might be possible if they could mimic the same 
action. More research spending was needed, he said: although 
cancer research has £600m a year to spend, dementia research 
has only £50m. The total costs of the disease to individuals, the 
NHS, and the economy are 450 times what is spent researching 
it, Karran said. 

Hawkes N, BMJ 347(7915):3, 2013 
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The compound strikes at a new, single target that has long flown under the radar in 
Alzheimer ‘s drug development. The target is a stress-related protein kinase, p38alpha 
MAPK. 
“We think this protein kinase target is one of the key players in the early to mid-stage of 
several diseases of the central nervous system and cancer,” Watterson said. Recent 
neuroscience research has shown that the target is activated in neurological disorders 
such as Alzheimer’s. 
These other diseases include amyotrophic lateral sclerosis (ALS or Lou Gehrig’s disease), 
Parkinson’s and frontotemporal dementia. In cancer, the protein helps malignant tumors 
evade the immune system as they metastasize and alter their microenvironment in a 
stealth type of expansion. Scientists at the University of California at San Diego currently 
are studying MW108 in preclinical cancer immunology research.     
In a key memory experiment in the study, mice brains were injected with beta-amyloid, 
whose increase is one hallmark of Alzheimer’s in humans. One group of mice was then 
administered MW108 and another group was administered a placebo. 
Next, each group of mice was taught environmental cues to learn how to swim through a 
water maze to find a resting platform. Then the mice were placed in a different arm of 
the maze and tested on their ability to remember the location of the platform based on 
the environmental cues. 
The mice administered MW108 found the resting platform in the water maze as quickly 
as a control group of mice. The mice given the placebo made more mistakes and took 
longer to find the platform. They also had difficulty learning the location of the resting 
platform during the teaching phase. 
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Nitromemantina 
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Solanezumab (Lilly) in pazienti mild, dopo il 
fallimento degli studi su persone affette da 
demenza in fase avanzata. 
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N Engl J Med 369(4):341-50, 2013 
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N Engl J Med 369(4):341-50, 2013 
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La mancanza di ipotesi realistiche sul mancato 
effetto terapeutico e sugli effetti collaterali del  
Semagacestat. 



59 

Il problema concettuale: 
“You don’t want to rescue a liver when it is cirrosis”; 
nemmeno sono proponibili le cellule staminali. 
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Le demenze: un modello delle difficoltà del 
progresso clinico nelle malattie croniche 

• Incertezza eziologica e patogenetica 

 (molti fattori in gioco) 

• Tempi lunghi dei processi biologici 

 (quando intervenire?) 

• Mancato rapporto biologia-farmaco (?) 

• Studi clinici complessi, lenti, costosi 
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Lo scenario futuro 

• Scarse novità terapeutiche 
• Indagini diagnostiche ad alto costo 
• Accesso limitato a farmaci ad alto costo 
• Centri di riferimento e riorganizzazione della Rete 

delle UVA 
• Ruolo prevalente della cura (per oggi e… per domani) 


