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La diagnosi di demenza e un impegno complesso, sia sul piano
clinico che della cura del paziente in senso generale. Pero € un
dovere irrinunciabile, perché la sofferenza della persona affetta da
deficit cognitivo e sempre diversa da se stessa e quindi esige cure
che continuamente si adeguino al bisogno che muta. La risposta
lenitrice deve essere quindi sempre accompagnata da atti che
permettano di misurare il bisogno e l'efficacia stessa degli
interventi, in una dinamica in continuo movimento. Cio si esplica
attorno alla patologia cognitiva, alle problematiche somatiche, alle
difficolta di condurre una vita di buona qualita, alle crisi dei sistemi
di supporto famigliare: un insieme di problemi attraverso i quali il
paziente deve esser aiutato a definire una propria strada, costruita
assieme a chi di lui si cura. In questa logica l'intervento a favore
della persona ammalata di demenza raggiunge il massimo della
nobilta clinica, perché coinvolge allo stesso tempo aspetti di alta
valenza scientifico-tecnologica ed umana.
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Abstract A panel of Ialian neurologists of the Talian
Society for the study of Dementias (SINDEM) discussed
the recently proposed new lexicon for Alzheimer disease
(AD) and the related diagnostic eriteria for the different
phases of the disease (Preclinical AD, prodromal AD and
Alzheimer's dementia) (Dubois et al. in Lancet Neurol
0:734-746, 2007; m Lancet Neurol 9:1118-1127, 2010).
The aim of this discussion was to reach a consensus, among
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the Talian neurologists involved in the study and care of
persons with dementia, in particular in reference to the
potential use of the proposed diagnostic criteria in clinical
practice. After having critically revised the scientific evi-
dence related to the new lexicon and to the new proposed
diagnostic eriteria, the panel concluded that the proposed
new diagnostic criteria and the new proposed lexicon for
AD are concepually attractive. However, the evidence
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Neurologists
The Last Bedside Physician-Scientists

Over the course of nearly 40 years in medicine, | have
had the opportunity to see an evolution in the practice
of medicine. As a medical student, | remember that my
colleagues and | worked very hard to perfect our bed-
side diagnostic skills whether it was percussing a chest,
discerning differences between the systolicmurmurs of
aortic stenosis or mitral insufficiency, detecting spleno-
megaly or an abdominal fluid wave, or examining fin-
gernails for evidence of clubbing or splinter hemor-
rhages. DeGowin and DeGowin's Bedside Diagnostic
Examination' was omnipresent in the pockets of our
short white coats. In the mid-1970s as a resident in in-
ternal medicine, the physical examination skills, hard
earned as a medical student, continued to be both re-
fined and expanded. A different but oft overlapping bed-
side skill set was perfected during my training as a neu-
rologist and has continued to the present day. There is
anunsurpassed elegance to the carefully performed neu-
rological examination, which serves as a critical accom-
paniment to a thorough history. Physicians prided them-
selves on their ability to detect abnormalities without
having to resort to radiographic studies or invasive
procedures. Unfortunately, with the exception of the
neurologist, the bedside physical diagnostic skills
appear to have withered among our colleagues in
other disciplines.

Hardly a day passes in my clinic when the following
comment is not heard, “You know, Doctor, you are the
first doctor that ever laid a hand on me during the ex-
amination.” The frequency of this comment led to re-
flection on what has changed. Why do patients per-
ceive the neurologist as thelast physician engaged in the
laying on of hands? Our medical colleagues obtain a his-
tory, often perform a cursory examination if that (fre-
quently found copied and reduplicated from office visit
tooffice visitin the electronic medical records), and are
quick to order laboratory, electrophysiological, and
imaging studies. On the other hand, we, collectively, as
neurologists, continue to be “old school” in our ap-
proach to the patient. Why does this difference in the
bedside approach to the patient differ between us and
our medical colleagues? | think that the answer israther
simple: it is our need to localize the lesion, whether in
the central or peripheral nervous system, and where pre-
cisely in either, before formulating a differential diagno-
sis. Is the reported weakness due to upper or lower mo-
tor neuron disease or does it emanate from disease of
the neuromuscular junction or muscle? Is the visual loss
anterior to the optic chiasm or posterior? Is the pa-
tient's incontinence due to a disorder of the brain, spi-
nal cord, or lumbosacral plexus? These are but a few of
the guestions that we ask ourselves when we obtain a
history from our patients.

Surely, each of us can provide many examples to
illustrate the importance of the neurclogical examina-
tion. The adage that "an MRI [magnetic resonance
image] is worth a roomful of neurclogists” is hardly
true. In fact, the magnetic resonance image and other
studies can be terribly misleading. | provide 2
examples to illustrate the importance of the neuro-
logical examination.

Ahumanimmunodeficiency virus (HIV)-infected pa-
tient was sent for evaluation with a diagnosis of periph-
eral neuropathy. His infectious disease physician had
confirmed the presence of a peripheral neuropathy by
electrodiagnostic testing. The patient reported that he
had had gradually progressive difficulty with gait and bal-
ance over the preceding 6 months with a sense of stiff-
ness in his legs and urinary urgency. For several years,
he had noted paresthesias of his toes and the soles of
both feet. His history suggested that a myelopathy was
the cause of his most recent problems, perhaps super-
imposed on a preexisting peripheral neuropathy. Not sur-
prisingly, examination showed his gait to be spastic-
ataxic with brisk knee jerks and crossed adductors,
absentankle jerks, and bilateral Babinski reflexes. There
wasnosensory level over his trunk, but his Romberg test
result was positive and vibratory sense was impaired to
the ankles. After appropriate diagnostic testing, it was
determined that he had 2 HIV-related complications, HIV-
associated vacuolar myelopathy and HIV-associated pe-
ripheral neuropathy, but it was the former that was re-
sponsible for his presenting symptoms.

Ayoung woman was evaluated at the request of her
internist for multiple sclerosis. She presented with vi-
sual disturbance characterized by a loss of peripheral
fields of vision in both eyes and a gait abnormality. Other
than migraine headaches, her history was unremark-
able. A cranial magnetic resonanceimage showed afew
small hyperintense signal abnormalities on T2-
weighted and fluid-attenuated inversion recovery
imaging. She was told that multiple sclerosis was the like-
liest diagnosis to explain her symptoms and findings. She
was very distraught by the possible diagnosis on pre-
sentation to office. Acomprehensive history failed to re-
veal other features suggestive of multiple sclerosis and
her examination demonstrated tunnel vision and astasia-
abasia. Psychological counseling was recommended.

Every neurclogist can properly be regarded as a
physician-scientist. We generate a hypothesis when
we obtain to the patient's history. We constantly ask
ourselves what part of the nervous system is likely to
have given rise to the symptom or symptom complex.
After generating that hypothesis, we test that hypoth-
esis at the bedside with our clinical skills. This is rather
unigue among the medical disciplines. Perhaps itis
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Due premesse alle considerazioni teoriche
sulla diagnosi precoce di demenza:

- uno scenario epidemiologico in evoluzione
- il rilievo clinico della diagnosi.



Lo scenario epidemiologico



A two-decade comparison of prevalence of dementia in
individuals aged 65 years and older from three geographical
areas of England: results of the Cognitive Function and
Ageing Study land Il

Fiona E Matthews, Antony Arthur, Linda E Barnes, John Bond, Carol Jagger, Louise Robinson, Carol Brayne, on behalf of the Medical Research
Council Cognitive Function and Ageing Collaboration

Summary

Background The prevalence of dementia is of interest worldwide. Contemporary estimates are needed to plan for
future care provision, but much evidence is decades old. We aimed to investigate whether the prevalence of dementia
had changed in the past two decades by repeating the same approach and diagnostic methods as used in the Medical
Research Council Cognitive Function and Ageing Study (MRC CFAS) in three of the original study areas in England.

Methods Between 1989 and 1994, MRC CFAS investigators did baseline interviews in populations aged 65 years and
older in six geographically defined areas in England and Wales. A two stage process, with screening followed by
diagnostic assessment, was used to obtain data for algorithmic diagnoses (geriatric mental state—automated geriatric
examination for computer assisted taxonomy), which were then used to estimate dementia prevalence. Data from
three of these areas—Cambridgeshire, Newcastle, and Nottingham—were selected for CFAS I. Between 2008 and
2011, new fieldwork was done in the same three areas for the CFAS II study. For both CFAS I and II, each area needed
to include 2500 individuals aged 65 years and older to provide power for geographical and generational comparison.
Sampling was stratified according to age group (65-74 years vs =75 years). CFAS 1I used identical sampling, approach,
and diagnostic methods to CFAS I, except that screening and assessement were combined into one stage. Prevalence
estimates were calculated using inverse probability weighting methods to adjust for sampling design and non-
response. Full likelihood Bayesian models were used to investigate informative non-response.

Findings 7635 people aged 65 years or older were interviewed in CFAS I (9602 approached, 80% response) in
Cambridgeshire, Newcastle, and Nottingham, with 1457 being diagnostically assessed. In the same geographical
areas, the CFAS II investigators interviewed 7796 individuals (14242 approached, 242 with limited frailty
information, 56% response). Using CFAS T age and sex specific estimates of prevalence in individuals aged 65 years
or older, standardised to the 2011 population, 8.-3% (884 000) of this population would be expected to have dementia
in 2011. However, CFAS II shows that the prevalence is lower (6:-5%; 670000), a decrease of 1-8% (odds ratio for
CFAS ITvs CFAST0-7, 95% CI 0-6-0-9, p=0-003). Sensitivity analyses suggest that these estimates are robust to
the change in response.

Interpretation This study provides further evidence that a cohort effect exists in dementia prevalence. Later-born
populations have a lower risk of prevalent dementia than those born earlier in the past century.

Funding UK Medical Research Council.

www.thelancet.com Published online July 16, 2013 http://dx.doi.org/10.1016/50140-6736(13)61570-6



404 [ CFASI

[ CFASTI

354

30

254

20

154

10

Estimated prevalence in population aged 65 years and older (%)

| T T |
65-69 70-74 75-79 80-84 85-89 =90
Age group (years)

Figure 1: CFAS | and CFAS Il age-specific dementia prevalence
CFAS=Cognitive Function and Ageing Study.
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Physical and cognitive functioning of people older than

90 years: a comparison of two Danish cohorts born

10 years apart

Kaare Christensen, Mikael Thinggaard, Anna Oksuzyan, Troels Steenstrup, Karen Andersen-Ranberg, Bernard Jeune, Matt McGue, James W Vaupel

Summary

Background A rapidly increasing proportion of people in high-income countries are surviving into their tenth
decade. Concern is widespread that the basis for this development is the survival of frail and disabled elderly people
into very old age. To investigate this issue, we compared the cognitive and physical functioning of two cohorts of
Danish nonagenarians, born 10 years apart.

Methods People in the first cohort were born in 1905 and assessed at age 93 years (n=2262); those in the second cohort
were born in 1915 and assessed at age 95 years (n=1584). All cohort members were eligible irrespective of type of
residence. Both cohorts were assessed by surveys that used the same design and assessment instrument, and had
almost identical response rates (63%). Cognitive functioning was assessed by mini-mental state examination and a
composite of five cognitive tests that are sensitive to age-related changes. Physical functioning was assessed by an
activities of daily living score and by physical performance tests (grip strength, chair stand, and gait speed).

Findings The chance of surviving from birth to age 93 years was 28% higher in the 1915 cohort than in the 1905 cohort
(6-50% vs 5-06%), and the chance of reaching 95 years was 32% higher in 1915 cohort (3-93% vs 2-98%). The
1915 cohort scored significantly better on the mini-mental state examination than did the 1905 cohort (22-8 [SD 5-6]
vs 21-4 [6-0]; p<0-0001), with a substantially higher proportion of participants obtaining maximum scores
(28-30 points; 277 [23%)] vs 235 [13%]; p<0-0001). Similarly, the cognitive composite score was significantly better in
the 1915 than in the 1905 cohort (0-49 [SD 3-6] vs 0-01 [SD 3-6]; p=0-0003). The cohorts did not differ consistently in
the physical performance tests, but the 1915 cohort had significantly better activities of daily living scores than did the
1905 cohort (2-0 [SD 0-8] vs 1-8 [0-7]; p<0-0001).

Interpretation Despite being 2 years older at assessment, the 1915 cohort scored significantly better than the
1905 cohort on both the cognitive tests and the activities of daily living score, which suggests that more people are
living to older ages with better overall functioning.

Funding Danish National Research Foundation; US National Institutes of Health—National Institute on Aging;
Danish Agency for Science, Technology and Innovation; VELUX Foundation.

www.thelancet.com Published online July 11, 2013 http://dx.doi.org/10.1016/50140-6736(13)60777-1
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Both sexes Men Women
1905 cohort 1915 cohort p value 1905 cohort 1915 cohort p value 1905 cohort 1915 cohort p value
(n=1814) (n=1247) (n=494) (n=336) (n=1320) (n=911)
Cognitive composite score
Mean (SD) 0.01(36) 049 (3-6) 0-0003* 012 (3-6) 076 (3:6) 0.012* -0-03(3:6) 038 (3:6) 0-008*
Median (IQR) 0-05 0-30 0-09 055 0-05 0-15
(-2:25t02:26) (-1-93t0 2:69) (-2-23t0 2-30) (-1-60to 3-06) (-2:25t0 2-24) (-1-98t0 2-62)
Missing data, n (%) 30 (2%) 30 (2%) 0-146t 8 (2%) 6 (2%) 1-0001 22 (2%) 24 (3%) 0-130t
Mini-mental state examination results
Mean (SD) 21-4 (6-0) 22-8(5-6) <0-0001%  221(6:0) 236 (5-8) 0-0003f  212(6.0) 225 (5-5) <0-0001%
Median (IQR) 23.0(18-0-26-0)  24-0 (19-0-27-0) 24-0 (19-0-26:0)  25.0 (20-5-28.0) 23.0(18-:0-26:0)  24-0 (19:0-27-0)
Missing data, n (%) 16 (1%) 24 (2%) 0-015+ 2 (<1%) 4(1%) 0229t 14 (1%) 20 (2%) 0-035t
Grouped results, n (%)§ <0-0001t <0-0001t <0-0001t
0-17 (severe impairment) 400 (22%) 209 (17%) 86 (17%) 53 (16%) 314 (24%) 156 (18%)
18-22 (mild impairment) 458 (25%) 281 (23%) 121 (25%) 60 (18%) 337 (26%) 221 (25%)
23-27 (normal) 705 (39%) 456 (37%) 206 (42%) 112 (34%) 499 (38%) 344 (39%)
28-30 (maximum) 235 (13%) 277 (23%) 79 (16%) 107 (32%) 156 (12%) 170 (19%)
Depression symptomatology scores
Mean (SD) 25-4(6-3) 256 (63) 0-453* 24-8(61) 24-9(6-3) 0-928* 256 (6:3) 258 (6-4) 0-414*
Median (IQR) 24.0(20-0-29-0)  24-0 (20-0-30-0) 240 (20.0-29-0)  24-0 (20-0-29.0) 24.0(21.0-29.0) 250 (21.0-30:0)
Missing data, n (%) 75 (4%) 22 (2%) <0-0002t 23 (5%) 5 (1%) 0-017+ 52 (4%) 17 (2%) 0-0061
Grouped results, n (%)§9 0173t 0-633t 0-281t
Score 17-20 438 (25%) 310 (25%) 135 (29%) 102 (31%) 303 (24%) 208 (23%)
Score 21-24 504 (29%) 312 (25%) 133 (28%) 80 (24%) 371 (29%) 232 (26%)
Score 25-29 389 (22%) 293 (24%) 103 (22%) 74(22%) 286 (23%) 219 (24%)
Score 30-50 408 (23%) 310 (25%) 100 (21%) 75 (23%) 308 (24%) 235 (26%)

*Test of equal mean, with an assumption of equal variance (test of equal variance is not rejected). tTest of equal proportions () test or Fisher’s exact test). {Test of equal mean, without an assumption of equal
variance (test of equal variance is rejected). §Missing data are excluded from the totals for percentage calculations. §iGrouped by dividing the total distribution into quartiles.

Table 2: Cognitive measures and depression symptomatology for the 1905 and 1915 cohorts (in-person participants only)

Kaare Christensen, Mikael Thinggaard, Anna Oksuzyan, Troels Steenstrup, Karen Andersen-Ranberq, Bernard Jeune, Matt McGue, James W Vaupel
www.thelancet.com Published online July 11, 2013 http://dx.doi.org/10.1016/50140-6736(13)60777-1

11




E.M.C. Schrijvers, MD,
PhD

B.E.]. Verhaaren, MD

P.]J. Koudstaal, MD, PhD

A. Hofman, MD, PhD

M.A. Tkram, MD, PhD

M.M.B. Breteler, MD,
PhD

Correspondence & reprint
requests to Dr. Breteler:
Monique.Breteler@dzne.de

Is dementia incidence declining?

Trends in dementia incidence since 1990 in the Rotterdam Study

ABSTRACT
Objective: To investigate whether dementia incidence has changed over the last 2 decades.

Methods: We compared dementia incidence in 2 independent subcohorts of persons aged 60-90
years from the Rotterdam Study, a population-based cohort study. The first subcohort started in
1990 (n = 5,727), the second in 2000 (n = 1,769). Participants were dementia-free at baseline
and followed for at maximum 5 years. We calculated age-adjusted dementia incidence rates for
the 2 subcohorts in total, in 10-year age strata, and for men and women separately. We also
compared mortality rates, differences in prevalence of vascular risk factors, and medication use.
Finally, we compared brain volumes and the extent of cerebral small vessel disease in participants
who underwent brain imaging 5 years after the baseline examinations.

Results: In the 1990 subcohort (25,696 person-years), 286 persons developed dementia, and in
the 2000 subcohort (8,384 person-years), 49 persons. Age-adjusted dementia incidence rates
were consistently, yet nonsignificantly, lower in the 2000 subcohort in all strata, reaching border-
line significance in the overall analysis (incidence rate ratio 0.75, 95% confidence interval [Cl|
0.56-1.02). Mortality rates were also lower in the 2000 subcohort (rate ratio 0.63, 95% CI
0.52-0.77). The prevalence of hypertension and obesity significantly increased between 1990
and 2000. This was paralleled by a strong increase in use of antithrombotics and lipid-lowering
drugs. Participants in 2005-2006 had larger total brain volumes (p < 0.001) and less cerebral
small vessel disease (although nonsignificant in men) than participants in 1995-1996.

Conclusions: Although the differences in dementia incidence were nonsignificant, our study sug-
gests that dementia incidence has decreased between 1990 and 2005. Neurology™ 2012;78:
1456-1463
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“Dementia remains very common, very expensive,
and profoundly negative in its effects on people
with the disorder and their families”.

Banerjee, 2013
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Genetics of dementia
Clement T Loy, Peter R Schofield, Anne M Turner, John B ] Kwok

25% of all people aged 55 years and older have a family history of dementia. For most, the family history is due to
genetically complex disease, where many genetic variations of small effect interact to increase risk of dementia. The
lifetime risk of dementia for these families is about 20%, compared with 10% in the general population. A small
proportion of families have an autosomal dominant family history of early-onset dementia, which is often due to
mendelian disease, caused by a mutation in one of the dementia genes. Each family member has a 50% chance of
inheriting the mutation, which confers a lifetime dementia risk of over 95%. In this Review, we focus on the evidence
for, and the approach to, genetic testing in Alzheimer’s disease (APP, PSEN1, and PSEN2 genes), frontotemporal
dementia (MAPT, GRN, CIORF72, and other genes), and other familial dementias. We conclude by discussing the
practical aspects of genetic counselling.

www.thelancet.com Published online August 6, 2013
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La mancanza di un interpretazione sul
cambiamento dell’incidenza di demenza
impedisce di costruire un modello predittivo
sulla diffusione della malattia.

Quanto a lungo potra continuare I'evoluzione
verificatasi negli ultimi anni?

Andra presto incontro ad un plateau?

Gli aspetti ancora incerti degli interventi
preventivi.
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The RAND results (NEJM 368:1326-43,2013) show that nearly 15 percent
of people aged 71 or older, about 3.8 million people, have dementia. By
2040, the authors said, that number will balloon to 9.1 million people.

“I don’t know of any other disease predicting such a huge increase,” said
Dr. Richard J. Hodes, director of the National Institute on Aging, which
financed the study. “And as we have the baby boomer group maturing,
there are going to be more older people with fewer children to be
informal caregivers for them, which is going to intensify the problem even
more.”

The study found that direct health care expenses for dementia, including
nursing home care, were $109 billionin 2010. For heart disease, those
costs totaled $102 billion; for cancer, $77 billion.

The study also quantified the value of the sizable amount of informal care
for dementia, usually provided by family members at home. That number
ranged from $50 billion to $106 billion, depending on whether economists
valued it by the income a family member was giving up or by what a
family would have paid for a professional caregiver.

. By PAM BELLUCK
@heNﬂU ﬂﬂl‘k @mwa Published: April 3, 2013
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Ill

| dati recenti pongono un freno al “pessimismo
tragico”, ma non autorizzano alcun superficiale
ottimismo.

| numeri continuano ad indicare una
problematica di grande rilievo, alla quale pero
non viene dedicata la necessaria attenzione, in
particolare da chi finanzia la ricerca biomedica
(non solo in Italia!).

17



La diagnosi: il rilievo clinico

18



“Diagnosis allows problems to be quantified and
tracked over time and space” and “is the starting
point to research into causes, consequences, and
solutions”. “At the very last diagnosis enables

patients to see that they are not alone”.

(Norman Sartorius, 2013)
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Overdiagnosis and Overtreatment in Cancer
An Opportunity for Improvement

Laura J. Esserman, The word “cancer” often invokes the

MD, MBA .

UniversityofClforna specter of an inexorably lethal process;
e however, cancers are heterogeneous and
o can follow multiple paths, not all of

e which progress to metastases and death,
srian Reld, MD, 1D and include indolent disease that causes
Cancer Resennch no harm during the patient’s lifetime.

Center, Seattle,
Washington.

JAMA Published online July 29, 2013
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Alcune indicazioni cliniche per una
diagnosi precoce di AD.
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Mild Physical Impairment Predicts Future Diagnosis
of Dementia of the Alzheimer’s Type

Consuelo H. Wilkins, MD, MS,*™ Catherine M. Roe, PhD,™ Jobn C. Morris, MD," and

James E. Galvin, MD, MPH'**

[Editorial Comments by Eric B. Larson pp 1210-1211]

OBJECTIVES: To determine whether mildly impaired
physical function (based on performance-based assessment)
is associated with development of dementia of the
Alzheimer’s type (DAT) in cognitively normal older adults.
DESIGN: Longitudinal, observational study with yearly
assessments of physical and cognitive function. Mean
follow-up was 5 years.

SETTING: Knight Alzheimer’s Disease Research Center at
Washington University, St. Louis, Missouri.

PARTICIPANTS: Four hundred thirty-five cognitively
normal adults aged 60 and older participating in longitudi-
nal studies of aging.

MEASUREMENTS: Survival analyses were used to
examine whether scores on the 9-item Physical Perfor-
mance Test (PPT) predicted time to DAT diagnosis. Cox
proportional hazards models were used to examine associ-
ations between PPT total scores and time to cognitive
impairment and DAT; as well as the association between
time and these events, adjusting for and simultaneously
testing the effects of age, sex, education, and presence of
one or more apolipoprotein (APOE) &4 alleles.

RESULTS: During the follow-up period, 81 participants
developed DAT. Participants diagnosed with DAT were
older (81.0 vs 74.2, P = .001) and had worse performance
on the PPT (25.5 vs 28.1, P =.009) than those who
remained cognitively normal. Time to DAT diagnosis was
associated with PPT total score (hazard ratio (HR) = 0.89,
95% confidence interval (CI) = 0.86-0.93, P < .001) such
that time to DAT diagnosis was longer for participants
with higher physical performance scores. In the adjusted

analysis, PPT score significantly predicted time to DAT
diagnosis (HR = 0.94, 95% CI = 0.89-0.99, P = .02).
CONCLUSION: Mild physical impairment in cognitively
normal older adults is associated with subsequent develop-
ment of DAT. Although the physical impairment may be
sufficiently mild that it is recognized only using perfor-
mance-based assessments, its presence may predate clini-
cally detectable cognitive decline. J] Am Geriatr Soc
61:1055-1059, 2013.

Key words: dementia of Alzheimer’s type; frailty; physical
performance; predictors

JAGS  61:1055-1059, 2013
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Kaplan-Meier curves showing the association between functional status
on the Physical Performance Test at baseline and time to diagnosis of
dementia of the Alzheimer’s type.
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“Impairments in physical function, which may
be easier than cognitive function to measure,
seem to precede clinical onset of AD”.

(Larson, 2013)
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Assessing the Temporal Relationship Between Cognition
and Gait: Slow Gait Predicts Cognitive Decline in the
Mayo Clinic Study of Aging

Michelle M. Mielke,! Rosebud O. Roberts,'? Rodolfo Savica,? Ruth Cha,! Dina I. Drubach,?
Teresa Christianson,' Vernon S. Pankratz,' Yonas E. Geda,* Mary M. Machulda,’ Robert J. Ivnik,’
David S. Knopman,” Bradley F. Boeve,” Walter A. Rocca,'? and Ronald C. Petersen®’

Background. The association between gait speed and cognition has been reported; however, there is limited knowl-
edge about the temporal associations between gait slowing and cognitive decline among cognitively normal individuals.

Methods. The Mayo Clinic Study of Aging is a population-based study of Olmsted County, Minnesota, United States,
residents aged 70-89 years. This analysis included 1,478 cognitively normal participants who were evaluated every
15 months with a nurse visit, neurologic evaluation, and neuropsychological testing. The neuropsychological battery
used nine tests to compute domain-specific (memory, language, executive function, and visuospatial skills) and global
cognitive z-scores. Timed gait speed (m/s) was assessed over 25 feet (7.6 meters) at a usual pace. Using mixed models,
we examined baseline gait speed (continuous and in quartiles) as a predictor of cognitive decline and baseline cognition
as a predictor of gait speed changes controlling for demographics and medical conditions.

Results. Cross-sectionally, faster gait speed was associated with better performance in memory, executive function,
and global cognition. Both cognitive scores and gait speed declined over time. A faster gait speed at baseline was associ-
ated with less cognitive decline across all domain-specific and global scores. These results were slightly attenuated after
excluding persons with incident mild cognitive impairment or dementia. By contrast, baseline cognition was not associ-
ated with changes in gait speed.

Conclusions. Our study suggests that slow gait precedes cognitive decline. Gait speed may be useful as a reliable,
easily attainable, and noninvasive risk factor for cognitive decline.

Key Words: Gait speed—Cognition—Longitudinal—Cohort study.
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In conclusion, slow gait is a risk factor for
cognitive decline in this population-based study
of cognitively normal elderly individuals. These
results are consistent with the hypothesis that
proper gait requires highly complex processes
that share circuitry with cognition. Thus, slow
gait could be considered a sensitive measure
indicative of subclinical cognitive decline. Gait
speed assessment takes little time, is
inexpensive, and can be easily incorporated into
the routine examination of elderly persons.

Mielke MM et al, ] Gerontol A Med Sci 68(8):929-37, 2013
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Preclinical Alzheimer disease and risk of

falls

Susan L. Stark, PhD ABSTRACT

Catherine M. Roe, PhD Objective: We determined the rate of falls among cognitively normal, community-dwelling older
Elizabeth A. Grant, PhD 54, |ts, some of whom had presumptive preclinical Alzheimer disease (AD) as detected by

Holly Hollingsworth, in vivo imaging of fibrillar amyloid plaques using Pittsburgh compound B (PiB) and PET and/or
PhD by assays of CSF to identify AB42, tau, and phosphorylated tau.
Tammie L. Benzinger,

Methods: We conducted a 12-month prospective cohort study to examine the cumulative inci-
dence of falls. Participants were evaluated clinically and underwent PiB PET imaging and lumbar
puncture. Falls were reported monthly using an individualized calendar journal returned by mail. A
Cox proportional hazards model was used to test whether time to first fall was associated with
each biomarker and the ratio of CSF tau/AB42 and CSF phosphorylated tau/AB4z, after adjust-
ment for common fall risk factors.

MD, PhD
Anne M. Fagan, PhD
Virginia D. Buckles, PhD
John C. Morris, MD

Gorrespondence to Results: The sample (n = 125) was predominately female (62.4%) and white (96%) with a mean

gft);k:f@;tmm e age of 74.4 years. When controlled for ability to perform activities of daily living, higher levels of

R PiB retention (hazard ratio = 2.95 [95% confidence interval 1.01-6.45], p = 0.05) and of CSF
biomarker ratios (p < 0.001) were associated with a faster time to first fall.

Conclusions: Presumptive preclinical AD is a risk factor for falls in older adults. This study sug-
gests that subtle noncognitive changes that predispose older adults to falls are associated with
AD and may precede detectable cognitive changes. Neurology® 2013;81:437-443
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[ Figure 2 Time to first fall for participants with high and low PiB uptake ]
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Kaplan-Meier curve per PiB status. Red curves represent participants with high PiB status;
green curves represent participants with low PiB status. PiB = Pittsburgh compound B.

Stark SL et al, Neurology 81:437-443, 2013
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There is evidence to suggest that gait disorders are
associated with or predict decline in cognitive function.
The pathobiological mechanisms associated with
preclinical AD and falls are unknown but the
phenomenon of motor changes preceding cognitive
changes is consistent with other studies of mobility
problems experienced among persons with very early
clinical signs of AD or mild cognitive impairment. Our
findings extend the results of these studies to suggest
that higher rates of falls may occur among persons early

in the disease process, even before cognitive impairment.

Viewed in context of other studies that examine the
relationship between movement or falls and cognition,
these findings provide new evidence of the link between
falls and future cognitive decline.

Stark SL et al, Neurology 81:437-443, 2013
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Amyloid may influence falls risk in other populations;
for example, amyloid affected postural stability in
Parkinson disease. The current study should influence
our thinking about people with falls and sharpen our
vigilancein their follow-up. It also validates the
importance of a “preclinical” phase of dementia,
which may indicate a high risk of more than dementia
in a givenindividual. These authors’ findings indicate
that amyloid depositionin the brain is not benign.

Richard Camicioli, Neurology 81:437-443, 2013
[comment]
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“A preclinical signal such as subjective cognitive
decline, besides functioning as a practical early
warning system for Alzheimer’s, could also help
expand the concept of preclinical Alzheimer’s”.

(R. Petersen, 2013)
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L'importanza della clinica nel caratterizzare
I’evoluzione delle condizioni di autosufficienza
nelle fasi prodromiche della demenza.
Body-mind relationship.
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Patient page

WHAT DOES THIS STUDY TELL US?

Dr. Frisoni and his colleagues were careful to point out that
their study does not tell doctors which studies to perform in
MCI or AD. Furthermore, their study does not tell doctors which
tests work “best.” Instead, he points out a very important fact
about medical testing. The results often depend on how the
testis performed and interpreted. What his study suggests is
that there should be specific “rules” about how to perform
tests. If everyone agrees to these rules, and performs that test
in the same way, the test itself may become more specific and
therefore more “helpful.” In other words, the tests need to be
standardized. In addition, more research in this area is needed.

(S. Karceski, Neurology 81:e32, 2013)
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Diverging patterns of amyloid deposition and hypometabolism
in clinical variants of probable Alzheimer's disease.

Lehmann M, Ghosh PM, Madison C, Laforce R Jr, Corbetta-Rastelli C,
Weiner MW, Greicius MD, Seeley WW, Gorno-Tempini ML, Rosen HJ, Miller
BL, Jagust WJ, Rabinovici GD.

Our data suggest that Alzheimer's disease syndromes are
associated with degeneration of specific functional networks,
and that fibrillar amyloid-B deposition explains at most a small
amount of the clinico-anatomic heterogeneity in Alzheimer's

disease.

BRAIN 136(Pt 3):844-58, 2013
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Complessita dell’approccio diagnostico

e clinica

e PET, RMN

e metaboliti liquorali

e neuropsicologia

e alterazione delle motricita, cadute
e soggettivita del deficit

e riduzione delle AADL

e depressione
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Diagnosi “davanti” e diagnosi “dietro”
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Adattare le diagnosi, mettendo assieme il
sintomo e il vissuto, per una comunicazione
specifica per ogni paziente, evitando le paure
e la creazione di condizioni di stigma.
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Gli strumenti per la diagnosi precoce di
demenza si arricchiscono progressivamente.
Verso un equilibrio tra la clinica e la tecnologia.
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E’ importante la diagnosi anche in assenza
di una terapia specifica?
Un dibattito non concluso ...
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Diagnosi precoce: lI'identita del candidato
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Escluso che vi sia la liberta individuale di decidere in base ad
un sentire soggettivo (il medico non solo non deve
prescrivere le procedure, ma dovrebbe esercitare ogni lecita
forma di dissuasione), quali sono i sintomi, o il corteo di
sintomi, che devono indurre il medico a prescrivere il
complesso iter diagnostico che si esplica traverso I'imaging,
la biochimica liquorale, la neuropsicologia, oltre che le
classiche procedure della clinica? Molto probabilmente non e
oggi ancora possibile descrivere analiticamente questa
tipologia di pazienti e solo una serie di studi prospettici
potranno permettere di definire il livello di gravita, o di
associazione tra sintomi, che rendono davvero utili, pur in
assenza di una terapia, le procedure diagnostiche oggi
disponibili.
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“The diagnosis of AD may cause stress, anxiety,
depression and even suicide in patients, and can
have implications for employment, purchasing life
and long-term care insurance, and one’s overall

quality of life, sense of autonomy and self-image”.

(R.C. Rabin, 2013)
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| biomarker come indicatori di un rischio,
un percorso del paziente sul quale e
possibile intervenire.
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La definizione del paziente target di una diagnosi
precoce permette di evitare discussioni
particolarmente gravose sugli aspetti clinici,
psicologici, economico-organizzativi.

Attenzione a criticare il progresso prima di
giungere ad una conclusione clinica.

Il compito della nostra Consensus.
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Una nuova struttura dei PDTA per le demenze:
un compito della Consensus AIP-Sindem.
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ITALMANA
PRICOGERIATRIA

PSICOGERIATRIA 2012; 2: 7-19

ArTicoL ORrIGINALI

Percorso diagnostico-terapeutico-assistenziale
decadimento cognitivo/demenza

FAUSTA PODAVITTE', TARCISIO MARINONI?
"Dircttore dipartimento ASSI
Responsabile 1,0, As enza protesica e continuita di cura

Pubblichiamo di seguito il Prontuario diagnostico-terapeutico-assistenziale
sulle demenze di recente predisposto dall’ ASL di Brescia. Riteniamo in questo
modo di dare un contributo alla discussione e un supporto concreto ai
colleghi che in questi mesi sono dedicati alla preparazione di un documento
su guesti argomenti per le proprie aziende sanitarie.

Ovvicmente non tutto il contenuto del PDTA di Brescia incontra
Fapprovazione dell’ AIP; i punti in discussione sono ancora molti. Perd é di
per sé importante che un'aziendea sanitaria dedichi attenzione al problema
delle demenze, perché questo facilita il coinvolgimento di tutti gli attori (dal
medico di famiglia, in modo che favorisca una diagnosi precoce, a chi ba
It responsabilita di assistere la persona ammalata nelle fasi avanzate della
metlaitic).

Il testo si presta a specifici ampliamenti su specifici argomenti, attorno ai
quali la nostra rivista sarebbe onorata di ospitare il contributo del lettori;
in particolare sottolineo, tra i molti motivi di interesse, l'importanza di ana-
lizzare il ruolo delle Unita di valutazione geriatrica alla lhuce del cambia-
mento indotto dalla genericazione dei farmaci per la demenza, di costruire
percorsi “protetti” per le persone affette da demenza ricoverate negli ospeda-
li per acuti, di progettare metodologie per assistenza domiciliare costruita
attorno alla specificita del bisogno delle persone ammalate di demenza.

Premessa
Lo scopo di questo documento e di migliorare, nel territorio bresciano, la
gestione integrata del paziente con decadimento cognitivo/demenza e della
sua famiglia attraverso una conoscenza pin puntuale dei servizi esistenti e
un loro appropriato utilizzo, oltre a una pin organica integrazione tra servi-
zi/strutture e tra operatori.
In particolare, il documento si propone di definire i principali passaggi del
percorso che il malato e la sua famiglia affrontano, in modo da migliorare
il funzionamento del sistema di rete, ottimizzare l'utilizzo delle risorse e
ridurre i disagi a carico del paziente e della sua famiglia. Il presente lavoro:
- & stato elaborato dal Tavolo per le demenze, istituito dall’ASL di Brescia
con la partecipazione di suoi rappresentanti, di referenti delle strutture
per le demenze, dei MMG e rappresentanti sanitari delle RSA;
utilizza alternativamente i termini decadimento cognitiva/demenza a se-
conda del contesto, soprattutto in rapporto al livello di definizione dia-
gnostica in argomento;
contiene criteri e indicazioni operative riguardanti servizi/strutture che si
occupano dei pazienti affetti da decadimento cognitivo/demenza e del-
le loro famiglie, in modo da garantire la continuita e 'appropriatezza
dell’assistenza;
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- Il ruolo delle UVA sulla linea dell’esperienza
di oltre un decennio

- Il ruolo dei centri “tecnologici” da definire
(caratteristiche, diffusione, impegno
post-diagnostico, numeri dei pazienti afferenti,
ecc.).
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Di fronte ad un soggetto con iniziale declino cognitivo si pongano
almeno 3 scenari principali. Il primo e che il quadro clinico sia
immediatamente riconoscibile e diagnosticabile senza necessita di
ulteriori esami; il secondo che il quadro clinico sia cosi lieve o
complicato in virtu di un’eta avanzata oppure di un’evidente
comorbidita somatica o psichiatrica da indurre dopo una
valutazione standardizzata di rimandare per un certo intervallo di
tempo (sei mesi?) la definizione del quadro dopo un’ulteriore
rivalutazione. Il terzo e quello di soggettiin buone condizioni di
salute generale, nei quali il quadro generale non appare di per sé
sufficiente per una diagnosi probabile e che necessita di un
approfondimento diagnostico. Quest’ultimo ovviamente non potra
essere effettuato se nonin centri d’eccellenza nei quali vi siano le
competenze specialistiche multidisciplinari (neurologiche,
geriatriche, psichiatriche, neuropsicologiche, neuroradiologiche,
medicina nucleare, laboratorio) che soddisfino criteri di qualita e
nei quali le procedure siano standardizzate.
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Quale percorso per i pazienti che sempre piu
numerosi si rivolgeranno ai centri con marcatori
acquisiti al di fuori del sistema?

49



CLINICAL PRACTICE GUIDELINES /CONCENSUS STATEMENTS
Recommendations of the 4th Canadian
Consensus Conference on the Diagnosis and

Treatment of Dementia (CCCDTD4) /

Serge Gauthier, mp, Christopher Patterson, Mp, Howard Chertkow, mp, Michael Gordon, mp, Nathan Herrmann, M,
Kenneth Rockwood, vp, Pedro Rosa-Neto, Mp, php, Jean-Paul Soucy, Mp on behalf of the CCCDTD4 participants™

McGill Center for Studies in Aging, Montreal, QC
DOLIhttp://dx.doi.org/10.5770/cgj. 15.49

ABSTRACT

The 4th CCCDTD convened in May 2012 in Montreal with
the primary aim of updating the previous diagnostic ap-
proach to AD, taking into account the revised diagnostic
criteria proposed by the International Working Group (IWG)
and the recommendations made by the National Institute on
Aging—Alzheimer Association workgroups.

Key words: consensus, dementia, Alzheimer, diagnosis,
imaging, symptomatic treatments

CANADIAN GERIATRICS JOURNAL. VOLUME 15. ISSUE 4, DECEMBER 2012
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... But does early detection of Alzheimer disease
really improve outcomes?
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