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ABSTRACT. Background and aims: Recently, the
Italian Ministry of Health started a national project
(CRONOS project), aiming at assessing how a multi-lev-
el therapeutic approach – including 2-year free-of-
charge treatment with cholinesterase inhibitors (ChE-
I), pharmacologic and non-pharmacologic manage-
ment of behavioral disorders, periodic multi-dimen-
sional assessment, and informal caregivers’ counseling
– performs in subjects with mild-to-moderate
Alzheimer’s disease (AD). Five hundred and three
Alzheimer Evaluation Units (AEUs) were instituted
for this purpose all over Italy. In this paper we present
the results of this approach in a large population of AD
subjects followed for 36 weeks by 14 AEUs in Eastern
Lombardy, Italy. Methods: The project lasted for two
years (September 2000-September 2002). Subjects el-
igible for the CRONOS project had a diagnosis of
probable AD, a Mini Mental State Examination
(MMSE) score at baseline ranging from 10 to 26, and
onset of cognitive disorders between 40 and 90 years
of age. Periodic clinical and multi-dimensional as-
sessments, including MMSE, Activities of Daily Living
(ADL) and Instrumental Activities of Daily Living
(IADL) were made at 12 and 36 weeks; ChE-I doses,
psychotropic and antidepressant drugs were also re-as-
sessed at all clinical examinations. Caregivers were in-
structed about dementia and drug-related problems.
Results: Of the 808 subjects who completed the 36-
week follow-up, 441 were naïves (i.e., never previous-
ly treated with ChE-I drugs) and 367 non-naïves. At 12
weeks, both naïves (mean variation from baseline=
0.8 points) and non-naïves (mean variation from base-
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line= 0.5 points) improved their MMSE scores, while at
36 weeks only naïves improved (mean variation from
baseline= 0.1) and non-naïves decreased (mean varia-
tion from baseline= –1.2). The IADL and ADL scores
progressively and mildly declined from baseline to
the 36th week (ADL, mean variation from baseline=
–0.5 for naïves, –0.3 for non-naïves; IADL= –0.7 for
naïves, mean variation from baseline= –0.4). However,
when the MMSE, ADL and IADL variations were con-
trolled for age, sex and education, no significant time
effect was found (MMSE, Wilks’ lambda p=0.34; ADL,
Wilks’ lambda p=0.25; IADL, Wilks’ lambda p=0.3, re-
spectively). These patterns were apparently unrelated
to ChE-I doses. Neuroleptic use doubled in naïves
and antidepressants increased in both groups. Con-
clusions: This multi-level therapeutic approach seems
to slow down progression in cognitive and functional
performance, in both naïve and non-naïve subjects. The
possibility of recurrent examinations by specialized
physicians, accurate, close management of psychotropic
drugs, and informal counseling to caregivers probably
aid in achieving such results in a “real world” popula-
tion of AD elderly subjects living at home.  Future stud-
ies are needed to assess whether a multi-level thera-
peutic approach including higher ChE-I dose may per-
form better in these subjects.
(Aging Clin Exp Res 2005; 17: 54-61)
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INTRODUCTION
Recently, the Italian Ministry of Health started a two-

year (September 2000-September 2002) national project
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("CRONOS project", www.Alzheimer-cronos.org) for
Alzheimer’s disease (AD) subjects living in free-dwelling
communities. The project was the first on a national
level and unique in Europe. It had two main objectives: in-
creasing public awareness about the problem of demen-
tia and related disorders, and an innovative therapeutic ap-
proach to AD subjects and caregivers. Five hundred and
three dedicated centers, called Alzheimer Evaluation
Units (AEUs), were created throughout Italy, 71 of these
located in the Lombardy Region (8 million inhabitants). In
these AEUs, specialized teams including geriatricians,
neurologists, psychiatrists and psychologists undertook clin-
ical and multi-dimensional assessment of subjects with sus-
pected cognitive impairment. The project was preceded
by a six-month advertising campaign on radio, TV, in-
ternet and newspapers; in addition, the Ministry of Health
mailed to all Italian family practitioners a letter illustrating
the aims of the project, procedures for access, and the na-
ture of services. Access to the AEUs was via the National
Health system (free-of-charge for AD subjects) after spe-
cific requests from family practitioners. The services pro-
vided by each AEU included drugs (free provision of
ChE-I drugs, prescriptions for antidepressants and of
neuroleptics for behavioral and psychotic symptoms of de-
mentia) and non-pharmacologic approaches (periodic
multi-dimensional assessment, informal caregiver coun-
seling on management of dementia and drug-related
problems). 

In this paper we present the results of this innovative
multi-level therapeutic approach after 36 weeks of survey
in a population of free-dwelling community AD subjects
enrolled in the CRONOS project. The first aim of this re-
port is to describe – in a setting most closely resembling
the everyday clinical practice (“real-world practice”) –
subjects’ changes in cognitive performance related to
this model of care. The second aim of the study is to ex-
amine some specific components of this multi-level ap-
proach, including the use of psychotropic and antide-
pressant drugs. 

MATERIALS AND METHODS
Inclusion criteria for the CRONOS project 
Subjects presenting at the AEUs were required to be

accompanied by a caregiver and to meet the following cri-
teria: 
1. diagnosis of probable AD, according to the criteria of

the Diagnostic and Statistical Manual of Mental Dis-
orders, fourth edition (DSM-IV) (1) and National Insti-
tute of Neurologic and Communicative Disorders and
Stroke-AD and Related Disorders Association
(NINCDS-ADRDA) for possible or probable AD (2);

2. Mini Mental State Examination (MMSE) (3) at baseline
ranging from 11 to 26; 

3. onset of cognitive disorders between 40 and 90 years
of age.

The occurrence of one of the following conditions:
death, nursing home placement, discontinuation of ther-
apy, or MMSE score lower than or equal to 10, caused
the removal of the subject from the CRONOS project.

Description of activity of Eastern Lombardy
AEUs and of multi-level therapeutic approach 

During the study period, more than 60,000 subjects
were screened throughout Italy. Of these, about 60%
met the eligibility criteria for CRONOS enrolment on a na-
tional level and about one-fifteenth in the Lombardy Re-
gion. Three coordination areas were set up in this Region,
one of which was located in Eastern Lombardy. At the be-
ginning of the CRONOS project, all 31 AEUs of Eastern
Lombardy were contacted and 14 accepted participation
in our study, sharing all data in a common database.

Prior to the creation of the common database, the
teams of the 14 AEUs had three introductory meetings to
standardize the diagnostic procedures for dementia (i.e.,
similar clinical examinations, hematological analysis, neu-
ropsychological tests, examination of CT scans or MR im-
ages of the brain, and 12-lead electrocardiographs) and
thus to harmonize the therapeutic approach. For subjects
never previously treated with ChE-I drugs (naïve sub-
jects), all physicians agreed to start treatment at the low-
est dose (5 mg daily for donepezil, 6 mg daily for ri-
vastigmine, 8 mg daily for galantamine) to titrate the
dosages slowly and to reach the maximum tolerated reg-
imen within approximately 3 months. For subjects already
treated with ChE-Is before the start of CRONOS project
(non-naïve subjects), physicians agreed to maintain (prefer-
ably) the current drug and dose, with the possibility of
making pharmacologic adjustments according to their
clinical judgement. For both naïve and non-naïve subjects,
it was decided to use neuroleptics and antidepressants in
conformity with the criterion of the minimum effective
dose, also leaving in this case the possibility of prescrib-
ing other new psychoactive substances or reducing un-
necessary drugs. Furthermore, all physicians agreed to
spend some time at the end of each visit with caregivers,
in order to give them educational support regarding the
problems related to drug administration and dementia
care. Caregivers were also allowed to contact physicians
whenever they wished and, if necessary, to request an ex-
tra appointment.

Clinical and multi-dimensional assessment
Each physician’s evaluation started with an interview

with the caregiver and included clinical and multi-dimen-
sional assessments. Standard clinic laboratory assess-
ments were carried out only at baseline and included
hematological analysis (hemoglobin, hematocrit, total
erythrocytes, erythrocyte indices, total and differential
leukocyte counts, platelet count), clinical chemistry anal-
ysis (including assessments of hepatic, metabolic and re-
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Removal criteria cut-off indicates MMSE scores falling by 10/30 points during course of study.

nal functions), and urine analysis (pH, glucose, protein,
hemoglobin or blood, ketosis, specific gravity, micro-
scopic examination of sediment). At the end of each ex-
amination, physicians provided caregivers with the exact
quantity of ChE-I drug until the next follow-up. Follow-ups
were set at 12 and 36 weeks after baseline. The data
recorded were:
- demographic characteristics: age, gender, years of ed-

ucation, at baseline; duration of disease was deter-
mined, if possible, by clinical records and proxy referral;

- cognitive status: administration of the MMSE at baseline
and follow-ups;

- functional status: proxy evaluation of independence in
Activities of Daily Living (ADL) and Instrumental Ac-
tivities of Daily Living (IADL), at baseline and fol-
low-ups (4, 5); 

- somatic health status: revision of clinical records, if
any, and proxy referral about the presence of chronic
diseases potentially contraindicating ChE-I treatment
(i.e. diabetes, hypertension, asthma, arrhythmia, chron-
ic obstructive pulmonary disease);

- previous or current use of medications acting on the cen-
tral nervous system (CNS) (i.e., ChE-I, neuroleptics, an-
tidepressants, anticonvulsants, long- or short-acting ben-
zodiazepines) at baseline and at the 36-week follow-up;

- adverse effects were recorded at each clinical exami-
nation and a possible causative relationship with ChE-I
drugs was determined.

If patients missed a follow-up, they were contacted by
phone and requested to show up within seven days; if un-
available, they were considered as drop-outs.

Informed consent was obtained by AD subjects, if
possible, or by their legal representatives. The study was
approved by the Ethics Committee of Gerontological
Sciences of the Geriatric Research Group, Italy.

Statistical analysis
Descriptive statistics are presented as mean values

and standard deviations or percentages, according to
the nature of the variable. Comparisons of the mean
values between groups were evaluated by the General Lin-
ear Model (GLM); homoschedasticity was first checked by
Levene’s test, and Welch’s test was used when the null
hypothesis of homoschedasticity was rejected. Compar-
isons of MMSE, IADL and ADL mean within-group val-
ues were made using the repeated-measure ANOVA by
means of the GLM procedure and the repeated option,
controlling for age, sex and education. Since the spheric-
ity tests failed for all three measures, only MANOVA
results are interpreted. 

The association between categorical variables and
groups was evaluated by the chi-square test or Fisher’s test
when the former was not applicable.

All analyses were performed with the 8.02 SAS package.

RESULTS
Study attrition is shown in Figure 1. A total of 1362

subjects were examined at least once in the 14 AEUs from
September 1, 2000 to December 31, 2002. Of these,
338 subjects (24.7%) had not completed at this date
the 36-week follow-up survey, while 808 (59.3%) did
complete all follow-ups. Eighty-two subjects discontin-
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Figure 1 - Study attrition.
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ued ChE-I treatment because of adverse events, 61
dropped out (causes unknown), 39 moved to a different
AEU, 22 entered nursing homes, and 12 died. No dif-
ferences were found at baseline between these groups, re-
ciprocally (data not shown).

Table 1 shows the main characteristics of the 808 sub-
jects who completed the 36-week follow-up, in general
and stratified into naïves and non-naïves. On the whole,
subjects were old and predominantly women, with more

than 2 years mean duration of dementia, and mild to
moderate baseline impairment in both cognitive and
functional status. About 60% had at least one or more
chronic conditions potentially contraindicating treatment
with ChE-I. At the 12th week, their MMSE scores im-
proved (19.2 at baseline vs 19.8; paired t-test p-value
≤0.005) but declined at the 36th week (19.2 at baseline vs
18.9; paired t-test p-value ≤0.005); the ADL and IADL
scores mildly and progressively declined from baseline to

The CRONOS project
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Table 1 - Demographic, cognitive, functional and somatic characteristics in 808 patients completing 36-week follow-up, according to time
of initiation of ChE-I treatment.

Total Naïve Non-naïve
(n=441) (n=367) p-value*

Age 77.2±6.7 77.6±6.2 76.7±7.3 0.077
Sex (% female) 73.9 74.1 73.6 NS
Education (yrs) 5.4±2.6 5.4±2.7 5.4±2.6 NS
Duration of disease (months) 28.2±16.0 23.8±12.1 32.2±17.9 0.000
Concurrent chronic diseases (%)

None 41.8 40.8 43.1
1 or 2 54.8 55.8 53.7
≥3 3.3 3.4 3.3 NS

MMSE score at baseline 19.2±3.8 19.6±3.6 18.7±4.0 0.001
MMSE score at 12 weeks 19.8±4.4 20.4±4.1 19.2±4.7 0.000
MMSE score at 36 weeks 18.9±4.9 19.7±4.5 18.0±5.1 0.000
ADL (functions preserved) at baseline 4.9±1.5 5.0±1.5 4.8±1.5 NS
ADL (functions preserved) at 12 weeks 4.8±1.5 5.0±1.4 4.7±1.6 0.01
ADL (functions preserved) at 36 weeks 4.5±1.7 4.5±1.7 4.5±1.7 NS
IADL (functions preserved) at baseline 3.8±2.6 4.0±2.7 3.5±2.5 0.008
IADL (functions preserved) at 12 weeks 3.7±2.6 3.9±2.6 3.5±2.5 0.015
IADL (functions preserved) at 36 weeks 3.2±2.5 3.3±2.6 3.1±2.5 NS
Previous ChE-I (%) 45.4 0 100
Mean time of ChE-I assumption (months) -- -- 17.4+12.5
ChE-I drugs (% at baseline) 

Donepezil -- 68.7 75.2
Rivastigmine# 26.1 19.3 NS
Galantamine# 5.2 5.4

ChE-I dose at baseline (mg) 
Donepezil -- 5.0±0.5 6.6±2.3 0.000
Rivastigmine# 2.9±0.6 4.0±2.1 0.000
Galantamine# 7.8±0.8 8.5±3.6 NS

ChE-I drugs (% at 36 weeks) 
Donepezil -- 67.1 75.5
Rivastigmine# 26.1 18.8 0.030
Galantamine# 6.8 5.7

ChE-I dose at 36 weeks (mg) 
Donepezil -- 8.3±2.4 8.5±2.4 NS
Rivastigmine# 6.7±2.2 6.4±2.6 NS
Galantamine# 14.5±4.8 13.5±6.9 NS

Antidepressants (% at baseline) 17.5 17.5 17.4 NS
Neuroleptics (% at baseline) 6.3 4.5 8.5 0.023
Antidepressants (% at 36 weeks) 19.6 19.7 19.5 NS
Neuroleptics (% at 36 weeks) 8.4 8.8 8.0 NS

Data are shown as mean values ±SD unless otherwise specified. Concurrent chronic diseases: clinical conditions potentially contraindicating ChE-I treatment
(i.e., diabetes, hypertension, asthma, arrhythmia, chronic obstructive pulmonary disease).
*significance between naïve and non-naïve subjects.
#Low levels of galantamine and rivastigmine prescription at baseline are due to late entry of drug on Italian market.
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Total subjects lower dose higher dose

Number of subjects according to ChE-I drugs and doses

60.3% change in
MMSE scores >-1

Total Low dose High dose

Donepezil 301 151 (50.2%) 150 (49.8%)

Rivastigmine 113 85 (75.2%) 28 (24.8%)

Galantamine 27 25 (92.6%) 2 (7.4%)

Total 441 261 (59.1%) 180 (40.9%)

Solid line: total population.
Dotted line: subjects whose ChE-I doses at 36 weeks were less than or equal to 5.0 mg/day for donepezil, 6.0 mg/day for rivastigmine,
and 16.0 mg /day for galantamine; dashed line: subjects whose ChE-I doses at 36 weeks were higher than above-mentioned figures.

the 36th week. Three-quarters of all subjects (n=612,
77%) experienced at least one adverse clinical event, in-
cluding symptoms which were either CNS-related (i.e., ag-
itation, insomnia, confusion, depression, anxiety, dizziness)
or gastroenteric system-related (i.e. diarrhea, nausea,
abdominal disturbance, stomach upset, anorexia, bloating),
but not leading to discontinuation of treatment (data not
shown). 

Comparing naïve vs non-naïve groups, the latter had
obviously a longer duration of disease and were more im-
paired at baseline in both cognitive and IADL (but not
ADL) functional status. As expected, doses of donepezil,
rivastigmine and galantamine were significantly higher in
non-naïves at baseline, but tended to overlap at 36
weeks. About one-sixth of all subjects in the two groups
took antidepressants at baseline and about one-fifth at 36

weeks; differently, the use of neuroleptics nearly doubled
in naïves from baseline to 36 weeks, but remained stable
in non-naïves during the course of the survey. With regard
to MMSE values, naïves scored significantly better in
comparison with non-naïves at baseline (p=0.001), at 12
weeks (p<0.001) and at 36 weeks (p<0.001); after con-
trolling for age, sex and education, the repeated-measure
ANOVA found no significant time effect (Wilks’ lambda
p=0.34) and a significant interaction time with groups
(p=0.06). The pattern of decline in ADL was different
from baseline to 36 weeks between groups (interaction
time with group p=0.014) but it was similar for IADLs (in-
teraction time with group p=0.08). For both functional
measures, no time effect was detected, after controlling for
age, sex and education (ADL, Wilks’ lambda p=0.25;
IADL, Wilks’ lambda p=0.3, respectively). 
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Figure 2 - Cumulative percentage of 441 naïve patients for selected variations in MMSE scores from baseline to 36 weeks, according to
ChE-I dosage.
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Figure 2 shows the cumulative percentage distribution
of the 441 naïve subjects according to their variations in
MMSE score from baseline to 36 weeks (solid line); the
dotted line represents subjects whose ChE-I doses at 36
weeks were less than or equal to 5.0 mg/day for
donepezil, 6.0 mg/day for rivastigmine, and 16.0 mg/day
for galantamine; the dashed line represents subjects who
received higher doses than the above-mentioned ones dur-
ing the course of the survey. Two hundred and sixty-six
subjects (60.3%) had MMSE variations greater than or
equal to zero and about 15% gained three or more
MMSE points during the course of the survey. Instead,
26.3% lost 1 to 3 points and only 13.4% more than 4
points at 36 weeks. Interestingly, a significant proportion
(59.2%) of all subjects did not increase drug regimens dur-
ing the period of survey and, in particular, about half of
those assigned to donepezil shifted to higher doses, but
only a quarter (24.7%) of those on rivastigmine and less
than 8% of those on galantamine. It was also observed
that the proportion of subjects increasing doses (dashed
line, bottom left in Figure) was greatest among those
with worse outcomes, indicating that physicians tended to
increase drug doses only when no cognitive improve-
ment was observed at the first follow-up.

DISCUSSION
Several therapeutic approaches have been proposed to

stabilize or improve cognition and functional status in
AD subjects. In the past years, many randomized clinical
trials (RCTs) have consistently reported the benefit of
ChE-I drugs, indicating the mean drug effect over placebo
as an improvement in cognition roughly equivalent to
stemming 6-12 months of natural decline in untreated sub-
jects (6-13). The correct use of both antipsychotic drugs
and antidepressants in behavioral disorders has also been
suggested to enhance patients’ quality of life, to stabilize
cognitive and functional performance, and to reduce care-
givers’ burden and institutionalization (14-16). Many oth-
er studies have also demonstrated that geriatric assessment
(17, 18) and training of caregivers (19, 20) are associated
with more favorable outcomes in mild dementia. 

The first of its kind in Italy, the CRONOS project at-
tempted to include all these strategies in a unique multi-
comprehensive approach for mild-to-moderate AD sub-
jects living in the community. The approach included a 2-
year free-of-charge provision of ChE-I, pharmacologic and
non-pharmacologic management of psychotic and de-
pressive disorders, periodic multi-dimensional assess-
ment of clinical, cognitive and functional status, and in-
formal counseling to caregivers on the management of
drug- and dementia-related problems. The present study
was carried out in the Eastern Lombardy Region as a part
of the CRONOS project. Our main aim was to assess the
results of this multi-level approach in a setting most re-
sembling everyday clinical practice (“real-world prac-

tice”), measuring subjects’ variations in cognitive and
functional performance at 9 months. Our secondary aim
was to assess the prescribing patterns of psychotropic
drugs (including ChE-Is) by AEU physicians in the same
population.

The main result of the study was the lack of progres-
sion in cognitive and functional decline at 9 months, in
both naïve and non-naïve subjects. Although the crude
scores indicate an improvement in MMSE scores (which
ameliorated at 12 weeks and returned to baseline levels at
36 weeks), with a mild and progressive decline in IADL
and ADL scores (decreasing from baseline to 36 weeks),
when these data were adjusted for sex, age and gender no
time effect was found, suggesting that their mean values
do not change over time in the two groups. These pat-
terns were apparently unrelated to ChE-I dosages in
naïves, as shown by the cumulative percentages for se-
lected MMSE variations (Fig. 2), and also in non-naïves,
since most of them took greater ChE-I dosages at baseline
compared with naïves. Use of neuroleptics doubled in
naïves from baseline to 36 weeks, and antidepressants in-
creased in both groups, although not significantly.

Taken together, these results are consistent with the
positive effect of the multi-level therapeutic approach. The
patterns of MMSE variation observed at 9 months in
the global population, and especially in naïve subjects, is
clearly above the expected rate of natural decline in un-
treated patients (21, 22) and similar to the rate of RCTs
(13). In non-naïves, who were expected to decline at a
faster rate than naïves because of longer ChE-I drug re-
ceptor stimulation, the finding of an improvement in
MMSE scores at 12 weeks and of a lack of cognitive de-
cline at 9 months may be viewed as non-progression of
the disease, and is comparable with the results of previous
open-label extension trials (10, 11). Furthermore, the
fact that these results occurred independently of ChE-I
dosages but, conversely, that neuroleptic dosages in-
creased in naïves and antidepressants in both groups, in-
directly suggests that the benefits were due mainly to
the management of behavioral and affective disorders
rather than to any mnemonic improvement. The possi-
bility of recurrent examinations by specialized physicians,
accurate and close management of psychotropic drugs,
and informal counseling to caregivers probably repre-
sented the clue to these results in our population. Addi-
tionally, these data suggest that treatment of dementia-re-
lated problems and the ability to deal with caregivers’
needs should be an important target for physicians and
that the multi-level therapeutic approach should represent
the ideal model of care.

Our study is unique in that it was performed in the “re-
al world”, i.e., in an environment reflecting as much as
possible what routinely occurs in clinical practice. It is
known that individuals participating in RCTs result from
rigorous selection criteria and often tend to be younger,
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better educated, wealthier, and less behaviorally disturbed
(23-27) than subjects not enrolled in trials. Furthermore,
care for subjects in clinical trials is delivered in circum-
stances that differ substantially from those in community
clinics (23). In this perspective, RCT participants are
representative of only a minority of community AD pop-
ulations, and the findings are unlikely to be directly trans-
lated into physicians’ clinical practice (22, 25, 26, 28). In-
stead, enrolment in the CRONOS project was not pre-
vented by explicit exclusion criteria, but had to satisfy on-
ly three simple requirements – i.e., AD diagnosis, MMSE
ranging between 10 to 26/30, and onset of dementia be-
tween 40 and 90 years of age. Moreover, AEU physicians
were not obliged to follow pre-established therapeutic op-
tions, but were free to deliver medical care in a personal
manner, on the basis of both their clinical expertise and
their ability to interact with patients’ problems and care-
givers’ expectations. As a result, our study contained an
AD population that is commonly not represented in clin-
ical trials (subjects were about five years older and had a
longer duration of disease than those of RCTs) (9, 13) and
physicians’ behavior was observed in a less stereotyped
clinical condition. 

At least three limitations of this study should be
highlighted. First, we acknowledge that there was no
comparison placebo group, a fact which may have
prevented us from drawing definite conclusions about
the efficacy of this multi-level approach. However,
since this was a national project, it was neither possible
nor ethical to exclude AD subjects who had previously
been following one or more therapeutic approaches, the
benefits of which are well recognized. Furthermore, it
seemed inappropriate to use subjects excluded from the
CRONOS project as a comparison group because they
did not meet the NINCDS-ADRDA criteria for AD.
Second, we used only one, relatively gross, measure of
cognitive performance, i.e., the MMSE. However, also
in this case it should be emphasized that the CRONOS
project did not consider instruments other than those of
the established protocol; in addition, the adoption of
more refined cognitive instruments is commonly very
time-consuming and requires a certain degree of fa-
miliarity with the administration procedures, clearly
contradicting the philosophy of the “real world”. In this
view, the MMSE, which is easy and quick to administer,
represents the ideal tool to assess cognition reliably in
clinical practice (16). Third, we are not able to assess
whether those who dropped out, moved to different
AEUs, or entered nursing homes experienced any se-
rious or minor adverse events; however, it is of interest
that the baseline clinical characteristics were not dif-
ferent between these subjects and those who complet-
ed the 36-week survey, indirectly suggesting that the
causes of treatment withdrawal were not related to
clinical condition.

We do not know whether higher-dose ChE-I treat-
ment would perform better in a similar “real world” pop-
ulation. Future studies are needed to answer this question,
and also to evaluate if the multi-level therapeutic ap-
proach described here could improve quality of life and re-
duce institutionalization.
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Giuseppe Bellelli, Elena Lucchi, Francesca Magnifico, Alessandra

Marrè Brunenghi, Fabio Guerini, “Ancelle della Carità” Hospital,
Cremona; Attilio Calza, Sara Mondini, Roberta Baronio, “Figlie di S.
Camillo” Hospital, Cremona; Daniele Villani, M.Chiara Ubezio, “Isti-
tuto Ospedaliero di Sospiro”, Sospiro (Cremona); Stefano Avanzi,
Emanuela Galante, IRCCS “Fondazione Maugeri”, Castelgoffredo
(Mantova); Tommaso Riccardi, Luciana Groppelli, Department of
Neurology, Crema Hospital, (Cremona); Alessandro Padovani, Luca
Rozzini, Barbara Vicini Chilovi, Department of Neurology, University
of Brescia; Angelo Bianchetti, Giovanna Cipriani, “S. Anna” Hospital,
Brescia; Renzo Rozzini, Stefano Boffelli, “Poliambulanza” Hospital,
Brescia; Simone Franzoni, CMR Richiedei, Palazzolo sull’Oglio (Bre-
scia); Marinella Turla, Department of Neurology, “Valle Camonica”
Hospital, Esine (Brescia); Renzo Polotti, Alberto Ranzenigo, Bruno
Bertozzi, “Fatebenefratelli” Hospital, Brescia; Francesco Saviotti,
Neurology Hospital, Leno (Brescia); Francesco Chia, Department of
Neurology, Chiari Hospital, Brescia; Cesare Bargnani, Neurology
Unit, “S. Rocco in Franciacorta” Hospital, Ome, Brescia.
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