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Number of demented people in the world
 4.6 millions of new cases of dementia by year
 1 case every 7 seconds

Lancet. 2005 ;366:2112-7
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Prevalence of dementia increases with age
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ΑΝΟΙΚΑΑΝΟΙΚΑ  ΣΥΝΔΡΟΜΑΣΥΝΔΡΟΜΑ
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Historical  OverviewHistorical  Overview
Perhaps the earliest clinical description of
vascular dementia comes from Thomas
Willis, whose careful attention to the 
cerebral vasculature led to his description 
of the circle of Willis in 1684.
Under the heading “A palsie often 
succeeds stupidity, or becoming foolish,”
he relates the following:

I have observed in many, that when, the Brain
being first indisposed, they have been
distempered with a dullness of mind, and 
forgetfulness, and afterwards with a stupidity
and foolishness, after that, have fallen into a
palsie, which I often did predict. 
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proposed a concept of “arteriosclerotic brain degeneration”proposed a concept of “arteriosclerotic brain degeneration”
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DSM-II (1968), the term “arteriosclerotic brain 
degeneration”

 
was modified to “

 
psychosis with 

cerebral arteriosclerosis “
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Hachinski (1974) proposed the term 
multi-infarct dementia (MID),
and the original 
Hachinski Ischemic Score (HIS) 
providing criteria for diagnosis of 
vascular dementia.
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Hypertension and cognitive decline -
 

Longitudinal studies
 

References n Age at baseline 
(years) 

Follow up  
 

Correlation 

Wilkie 1971  202 68  10 years Cognitive decline 

Elias 1993  1702 55-88  12-14 years Cognitive decline 

Launer 1995  3735 50  20-28 years Cognitive decline /dementia

Starr 1997  603 > 69  4 years Cognitive decline 

Kilander 1998  999 50  20 years Cognitive decline 

Swan 1998  717 45  25-30 years Cognitive decline 

Tzourio 1999  1373 59-71  4 years Cognitive decline 

Knopman 2001  
 

10 963 47-70  6 years Cognitive decline 

Kivipelto 2001 
 

1 449 
 

53 
 

21 years 
 

Dementia 

Reinprecht 2003  186 68 years 13 years Cognitive decline 

Piguet 2003  377  75 years  6 years Positive correlation 

Qiu 2003  
 

1 270 
 

81  6 years Dementia 

Whitmer  2005 
 

8 845 
 

44-44 30 years Dementia 

Luchshinger 2005
 

1 138 
 

76  6 years Dementia 



Mini Mental State Examination (MMSE)
 

the most frequently brief cognitive validated test, 30 questions=score/30

• Orientation
– In time (year, season, month, day, date) /5
– In place (name of hospital, town, department, area, floor) /5

• Learning memory
 

(repetion of 3 words) /3
• Calculation

 
(serial subtraction of 7 from 100) /5

– Spelling 5-letter word backwards 
• Recall memory

 
(recall of 3 words) /3

• Language : naming of 2 objects (pen, watch) /2
• Repetition of sentence /1
• Praxia : Follow 3 stage command /3
• Reading sentence and obey  /1 
• Writing a sentence  /1 
• Copying a figure  /1 Suspicion

 
of dementia

 
: Score < 24
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Forette et al 1998
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11
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3,8 / 1000 έτη-ασθενείς
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24

DIOVAN is More Effective than Enalapril at Improving 
Some Components of Cognitive Function

*
 7.88

*p<0.01 vs enalapril
‡p<0.05 vs baseline

 
Error bars = SD Fogari et al. Eur J Clin Pharmacol 2004;59:863–8

16-week study in patients aged 61–80 years
22
20
18
16
14
12
10

8
6
4
2
0

DIOVAN 160 mg od (n=73)
Enalapril 20 mg od (n=71)

Verbal
 
Boston

 
Word list

 
Word list

 
Word list

 fluency
 

naming test
 

memory
 
recall

 
recognition

15.6 15.7

14.11 13.96

*‡

 7.38 6.54
*‡

 6.34
5.37

7.41

M
ea

n 
sc

or
e



PROGRESS
 

trial
Patients with prior stroke, ACEi +/- diuretic or placebo 

Dementia et cognitive decline
Events

Active     placebo
Favours 
active

Favours 
placebo

Odds ratio
(95 % CI)

With recurrent strokes 43 65
Without stroke 150 152

0.66 (0.40-0.87)
0.99 (0.78-1.24)

0.88 (0.72-1.08)








0.81 (0.68-0.88)

Dementia

Total 193 217

With recurrent strokes 43 88
Without stroke 233 246

Severe cognitive decline

Total 276 334

0.65 (0.39-0.79)
0.91 (0.78-1.10)





0.5 1.0 2.0

Odds ratio

Combination therapy 106 136  0.77 (0.59-1.0)

Tzourio C et Al Arch Intern Med. 2003;163:1069-75.



The HYpertension 
in the 

Very Elderly Trial
N. Beckett, R. Peters, A. Fletcher, C. Bulpitt 

on behalf of the HYVET committees and 
investigators

ClinicalTrials.gov: NCT00122811



Placebo

Placebo

+ Placebo
+ Placebo

Indapamide SR 1.5 mg

+ Perindopril 2 mg

+ Perindopril 4 mg

M-2 M-1 M0 M3 M6 M9 M12 M18 M24 M60

The Trial:
International, multi-centre, randomised double-blind placebo controlled

Inclusion Criteria: Exclusion Criteria:
Aged 80 or more, Standing SBP < 140mmHg
Systolic BP; 160 -199mmHg                     Stroke in last 6 months
+ diastolic BP; <110 mmHg,                    Dementia
Informed consent Need daily nursing care

Primary Endpoint:
All strokes (fatal and non-fatal)

Target blood pressure
150/80 mmHg



New dementia cases in the  HYVET 
study

The Lancet Neurology, 7, 683 - 689, 
2008



The meta-analysis 
HYVET + 3 other similar studies

The Lancet Neurology, 7, 683 -
 

689, 
2008



Use of 
angiotensin 

receptor 
blockers and 

risk of 
dementia

 
Nien-Chen Li, 

BMJ 2010



Study on COgnition and 
Prognosis in the Elderly



4.964 τυχαιοποιημένοι
 

ασθενείς

Εξαιρέθηκαν
13 ποιότητα

 

δεδομένων.
14 φάρμακα

 

εκτός

 

μελέτης

SCOPE: δεδομένα
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Lithell

 

et al,

 

J Hypertens 2003
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Atacand 2.460 σκέλος
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2.477 διαθέσιμοι
για
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2.460 διαθέσιμοι
για

 
ITT analysis
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J Hypertens 2003
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Control
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Control

 

Atacand
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Cochrane Meta analysis
 BP lowering in patients for prevention of dementia

Cochrane Database Syst Rev. 2006 Apr 19;(2):CD004034. 
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.

1. Sega R. Blood Press 1999;8:114121; 2. Gavras

 

I, Gavras

 

H. Pharmacotherapy 1999;19:102S107S; 
3. Ohlstein

 

O, et al. Pharmacology 1997;55:244251; 4. Barone

 

FC, et al. Cardiovasc Res 2001;50:525537; 
5. Staesson

 

JA, et al. Lancet 1997;350:757–764; 6. Forcette

 

F, et al. Arch Intern Med 2002;162:20462052.



Τελικά
 

σημεία
 

αξιολόγησης

 Πρωτεύον
 

τελικό
 

σημείο: 


 

Η
 

συνολική
 

θνησιμότητα
 

και
 

ο
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αριθμός
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Περίπου
 

2.5 χρόνια



MMSE, Rankin Scale,Barthel
 

Index

Eπροσαρτάν
 η

Nιτρενδιπίν
 η

MMSE (μέσο
 

σκορ) 25.6 25.5

Τροποποιημένη
 

Rankin Scale 1.4 1.5

Barthel
 

Index 88.8 88.1



OObservational bservational Study on tudy on CCognitive ognitive 
function function AAnd SBP nd SBP RReduction (OSCAR)eduction (OSCAR)

 
Objectives

• To evaluate the impact of eprosartan-based 
therapy on cognitive function. 

• In a large, international

• Observational, longitudinal study (with a duration 
of 6 months)



Inclusion criteria

• Male or female patients aged 50 years
• Newly diagnosed hypertension (SBP 140 mmHg)
• Able to receive Eprosartan based therapy

– Untreated hypertension
– Treated hypertension

• Lack of efficacy
• Lack of tolerance of previous antihypertensive medications 

Fundam Clin Pharmacol. 2007 Apr;21(2):199-205.



Objectives

• The primary efficacy criteria : 
– mean absolute change from baseline of MMSE score
– mean absolute change from baseline in SBP

• The secondary efficacy criteria : 
– the relationship between SBP and MMSE changes 
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RESULTS
DBP change

(Mean DBP change = -
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MMSE absolute change  (Mean change = + 0.81)

26.6

26.8
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p < 0.0001



Relationship between MMSE change 
and SBP at final visit
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Relationship between MMSE absolute 
change and DBP at final visit
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Πρόληψη
Θεραπεία

 
των

 
παραγόντων

 
κινδύνου

 (Α.Υ, Διαταραχές
 

Λιπιδίων, Κ.Μ,
 

Ο.Ε.Μ,
 Σ.Δ, Κάπνισμα, Υπερομοκυστινεμία)

Θεραπεία
 

της
 

Μεμονωμένης
 

Συστολικής
 Υπέρτασης

 
στους

 
Ηλικιωμένους.

Πρωτογενής
 

και
 

Δευτερογενής
 

πρόληψη
 των

 
ΑΕΕ

Forette
 

et al “
 

The prevention of dementia with antihypertensive treatment
New evidence from the Systolic Hypertentsion

 

in Europe”
Arch Int

 

Med 162, 2002 

Forette
 

et al “
 

The prevention of dementia with antihypertensive treatment
New evidence from the Systolic Hypertentsion

 

in Europe”
Arch Int

 

Med 162, 2002 



Συμπεράσματα
Αγγειακή

 
Άνοια

 
είναι

 
μια

 προλαμβανόμενη
 

νόσος.
Πρόοδος

 
έχει

 
γίνει

 
τόσο

 
στην

 διαγνωστική
 

προσέγγιση
 

όσο
 

και
 

στην
 θεραπεία

 
της

 
νόσου, ενώ

 
ανάλογα

 
με

 
τις

 δομές
 

των
 

υγιενομικών
 

συστημάτων
 

θα
 πρέπει

 
να

 
παρθούν

 
μέτρα

 
για

 
τη

 αντιμετώπιση
 

της. 
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