Clinical Practice Guideline
on the Comprehensive Care
of People with Alzheimer’s
Disease and other Dementias

NOTE:

It has been 5 years since the publication of this Clinical Practice Guideline and it is
subject to updating.

The recommendations included should be considered with caution taking into account
that it is pending evaluate its validity.

CLINICAL PRACTICE GUIDELINTES INTHE NHS
MINISTRY OF HEALTH, SOCIAL SERVICES AND EQUALITY

R MNISTERIO qon de Cplidad i'”l'i Generalitat de Catalunya
(' DE SANIDAD, POLITICA SOCIAL (A de Salud WL Depaﬂament de Salut

i
A[IB X £ icuabad

Plan de Calidad



jgiraldez.iacs
Cuadro de texto
NOTE:

It has been 5 years since the publication of this Clinical Practice Guideline and it is subject to updating. 

The recommendations included should be considered with caution taking into account that it is pending evaluate its validity.






Clinical Practice Gu1dehn@
on the Comprehensive Qare
of People with Alzhemzrer S

’\\

Disease and other Dementias

Q
§
Q
S
)
©
Q
;\\S)
O
Q
Q
N
g0l
xS
Q
N
S
X2
N
S
@)
Q
i
&
Q
¥
S
S
&
S
&
4o
K
“
&
&
4
&
CLINICAL PRACTICE GU S S
ISTRY OF HEALTH, SOCI Q

AL f;',sceﬂnaia'c,?,ng ﬂ“‘] Generalitat de Catalunya
ddddddd All¥ Departament de Salut



&
This CPG is a healthcare decision aid. It is not mandatory and it is n@substitute

for the clinical judgement of healthcare personnel.

Published by: Ministry of Science and Innovation
INOP: In process
Copyright deposit. B. 34.475-2011



This CPG has been f@ed through the agreement signed by the Instituto
de Salud Carlos II, @ independent body of the Ministry of Science and
Innovation, and Agencia d’Informacio, Avaluacid | Qualitat en Salut
(AIAQS, previously the Agencia d’Avaluacié de Tecnologia i Recerca
Mediques, AATRIM) of Catalonia, within the collaboration framework provided
for in the Qu Plan for the National Health System of the Ministry of Health,
Social Pol'e@nd Equality.

Q

This guideu&nust be quoted:

Develop t Group of the Clinical Practice Guideline on the comprehensive care of people with Alzheimer’s disease
and o ementias. Development Group of the Clinical Practice Guideline on the comprehensive care of people with
Alzheimer's disease and other dementias. Quality Plan for the National Health System of the Ministry of Health, Social
Policies and Equality. Agéencia d’Informacié, Avaluacio i Qualitat en Salut of Catalonia; 2010. Clinical Practice Guidelines
in the Spanish National Health Service: AIAQS No. 2009/07

MINISTERIO
DE CIENCIA
E INNOVACION

o7 MINISTERIO I nglii:eggﬁ:!:igzg ﬂ Generalitat de Catalunya

(P DE SANIDAD, POLITICA SOCIAL
T EIGUALDAD de Salud Departament de Salut






Table of Contents

Presentation
Authorship and collaborations
Questions to be answered
-
SIGN levels of evidence and grades of recommendation é\\'
Recommendations of the CPG (§
%
1. Introduction \\Q
@
2. Scope and objectives \}\b
@)
3. Methodology @
xS
N
4, Definition and Classification of dementias Q;c}'
N
5. Pathophysiology and risk factors of denk tias
o
6. Dementia prevention -9
&
7. Genetic study in dementias @)
"L
8. Dementia diagnosis s:&
9. Different healthcare level act'@.cn)s
O
10. Dementia treatment [§
N
11. Caregivers of patients Wwith dementia
12.  Early onset or pre-sqp%e dementia
e
13. Ethics and legal cg;;pects of dementias
14.  Care of peopléﬁith advanced dementia and at end-of-life stage
&
15.  Diffusion, t@ining and research in care of people with dementia
16. Dissemj-_r)%a‘lion and implementation
<
Appendixé)
Appendix 1. Clinical material
Appendix 2. Information for patients
X ppendix 3. Glossary
Appendix 4. Abbreviations
Appendix 5. Declaration of interest
Appendix 6. Methodological aspects
Bibliography

CLINICAL PRACTICE GUIDELINE ON THE COMPREHENSIVE CARE
OF PEOPLE WITH ALZHEIMER'S DISEASE AND OTHER DEMENTIAS

15

23

25

57

59

63

65

81

99

105

111

133

157

257

281

291

347

377

387

393
395
421
431
441
447
451

459






: S
Presentation N
&

Scientific information is more accessible than ever today, but however, the engfinous volume
of information requires the use of tools aimed at helping to take the correct, égective and safe
clinical decisions, as well as practitioners with updated skills and knowledgeZClinical Practice
Guidelines (CPG) provide answers to the most relevant questions that may-pe asked about pa-
tients with a specific pathology, and they present scientific evidence in the féim of graded recom-
mendations according to the quality of the studies that support them. \{O
S

The Quality Agency supports the drawing-up, dissemination an@se of CPGs as it is aware
that they provide daily support to clinical decision-making and that tfi8y are also a tool to improve
health outcome. It also ensures that the CPGs drawn up in Spain\ ch a certain quality level.

ON

In 2003, the Spanish National Health Service (SNS)ﬁ{ernational Council created the
GuiaSalud Project whose ultimate aim is to improve clinic@ecision—making based on scientific
evidence, through training activities and the configuratio a library of CPGs in the SNS. Since
then, the GuiaSalud project has assessed dozens of CPG£in agreement with explicit criteria gen-
erated by its scientific committee, and it has registere()bai'ern and disseminated them online.

S
At the beginning of 2006, the Directorate Ggseral of the Quality Agency of the Spanish
National Health Service (SNS) drew up the Qpa@y Plan for the SNS, which was divided into
12 strategies. The purpose of this plan is to in@se the cohesion of the SNS and help guarantee
maximum quality healthcare for all citizens @rdless of their place of residence.

The purpose of the tenth strategy of @g)lan is the Improvement of Clinical Practice and one
of its objectives is to reduce the variability of clinical practice and foster the drawing up and use
of CPGs. With the creation of a library, training and advice, the CPG development programme
and the creation of new guidelines @iaSalud is providing an answer to the objectives set out in

the Quality Plan. (90}
O

N
Since 2006, with the part@ation of the scientific associations involved, CPGs, such as this
one have addressed the compfehensive care of people with Alzheimer’s disease and other demen-
tias, which is presented to@%ﬂ
S

Dementia as a clind;ge)ll syndrome is characterised by an acquired impairment affecting more
than one cognitive doirain, which represents a decline from a previous level that is serious enough
so as to affect persc&gﬁ and social functioning.

Given the iiférease in life expectancy and progressive population ageing in western coun-
tries, dementiésepresents an enormous challenge for the public health systems of those societies.

The i@act of dementia is felt directly by the patient, but it also has a considerable impact on
relevant dspects of the social environment, such as affection, emotion, organisation, role change,
as well(ﬁ on economic aspects. In this sense, dementia is a problem that affects everyone and that

mus@ addressed as a real family disease, and in short, as a disease of society.
N
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Care of people with dementia and of their relatives requires a multidisciplinary qp@ach,
and each professional must purport the specific aspects, typical of their disciplines. ;Z?'\
e
Recommendations are given in this guideline on the care of patients with Alz@mer’s dis-
ease and other dementias, such as, for example, vascular dementia, Parkinson’s dls@se dementia,

dementia with Lewy bodies and frontotemporal lobar degeneration. Cv},

Important research studies are being carried out all over the world t %dy the different
aspects that make up the clinical syndrome of dementia, as well as its muhﬁe affectations and
effects, so we must be attentive to potential advances in clinical care, géfetics, diagnosis tech-
niques, as well as new drugs or other non-pharmacological interventions>

This CPG has been reviewed by Spanish experts in the care (§ patients with Alzheimer’s
disease and other dementias, by association of patients and relativ@ scientific societies and other

entities involved in the care of these people. N
NS
5 CARMEN MOYA GARCIA
General Dlrgcfgr of the Quality Agency of the SNS
N
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1.

A S RSl

e e e e e
~N N L kW N~ O

. What is frontotemporal lobar degeneration? Q)

What is dementia?

What is the incidence and prevalence of dementia?
How is dementia classified?

What are the clinical manifestations of dementia?
How does the natural course of dementia evolve?
What is understood by degenerative dementia? Q
What is Alzheimer’s disease?

What is dementia with Lewy bodies?

What is Parkinson’s disease dementia?

@
§
¥
N

. What other neurodegenerative diseases are accompanied by dementia?
. .0

. What are vascular dementias? cs},\

. What is and how is secondary dementia classified?

. What is understood by mild cognitive imp{%nent MCD?

. What types of MCI exist? . \Q(b

. What is the incidence and prevalence« CI?

. What are the risk markers for conveg_‘)g‘i)on from MCI to dementia?

18.

Is there any treatment that modif@he progression of MCI?

PATHOPHYSIOLOGY AND @SKS FACTORS OF DEMENTIAS

19.
20.
21.

What are the pathophysiol@al mechanisms of degenerative dementia?
What are the pathophysi.o@ical mechanisms of vascular dementia?

N
What are the risk factos@f dementias?

TREATMENT Q,Q

22.

Is primary preven‘ggn of dementia possible?

Q
GENETIC STUD@S) OF DEMENTIAS
23. When are g%(r’r%tic analyses indicated to identify pathogenic mutations in patients with

24.

dementia?%
When i&‘predietive genetic analysis indicated in asymptomatic individuals?

AP
DEMENTZA DIAGNOSIS

25.
26.

Haw'is dementia diagnosed?
at is the differential diagnosis of dementia?

Z@Vhat are the advantages of neuropsychological testing assessment in cognitive impair-

AN

28.

29.
30.

ment and dementia?

What neuropsychological tests, questionnaires or functional evaluation scales must be

performed on patients with dementia?
Which laboratory tests are essential in diagnosing dementia?

Must the determination of apolipoprotein E (apoE) be requested?

CLINICAL PRACTICE GUIDELINE ON THE COMPREHENSIVE CARE
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31. What are the advantages of analysing cerebrospinal fluid (CSF) in the diagnosi [ de-
mentia? ;Z;'\

32. Which is the structural neuroimaging technique of choice in the diagnosti@’ocess of
dementia and its different types? S

33. Which is the functional neuroimaging technique of choice in the diagng'glc process of
dementia and its different types? Q)C)

34. What are the advantages of EEG/mapping in the diagnosis of demen@?
35. What are the indications for performing a cerebral biopsy in the &nologic diagnosis of

dementia? S
X
DIFFERENT CARE LEVEL ACTIONS Q}Qb

36. What are the care levels and how are they classified? QO

37. What role does primary care play in the all-round cai§ of dementia? Must dementia
screening be carried out in the general population? Vi t are the criteria for referring to
Specialist Dementia Care Team (SDCT)? What oring must be carried out by pri-
mary care on patients with dementia?

%)
38. Which specialised care teams are required to a({@'bss dementia (SDCT) and what role do
they play? O

39. What role does the social-health network p@‘in a comprehensive approach to dementia?

40. What role do the mental health services p@l in the care of dementia?

41. Which social services are involved and'(v%at role do they play in the care of people with
N

dementia? N
42. How must the care continuity betv&gﬁn the different dementia healthcare levels be coor-
dinated and guaranteed? N

N
O
TREATMENT OF DEMENTIA
i
General measures: . \Q(D
43. When and how must pgﬁ:\nts and their families be informed of the dementia diagnosis?

44. What basic content mitist the information given to patients and family have?
Y%
$
Specific pharmacologicalfreatment of dementia:
45. Is there a spec'{é‘f pharmacological treatment for dementia?

46. Is the speci];]ogbharmacological treatment equally effective in all people?
&
Jo3

Alzheimer’s Disedse

47. WhicﬁQaharmacological treatment is effective in the treatment of mild, moderate and
sev%e\ Alzheimer’s disease?

48. \&g?ch specific pharmacological treatment is effective in cognitive, behavioural, func-
tzpnal manifestations and/or quality of life in Alzheimer’s disease?

49-What adverse effects and contraindications exist for the specific pharmacological treat-
¥ ment in Alzheimer’s disease?

50. How effective and safe is the combination of two or more specific drugs in mild, moderate
and severe Alzheimer’s disease?

51. When must specific treatment in Alzheimer’s disease end?
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Parkinson’s Disease Dementia . QO)
52. Which specific pharmacological treatment is effective in Parkinson’s disease eﬁfentla?

53. What adverse effects and contraindications exist in the pharmacological t@atment of
Parkinson’s disease dementia? S

O
54. How effective and safe is the combination of two or more specific dm%ﬁﬁh Parkinson’s
disease dementia? .Q
Q\
Dementia with Lewy Bodies 0.)Q
55. Which specific pharmacological treatment is effective in demeg'@?with Lewy bodies?

P o N .
56. What adverse effects and contraindications exist in the specific pharmacological treat-
ment of dementia with Lewy bodies? >

57. How effective and safe is the combination of two or more E@Ciﬁc drugs in mild, moderate
and severe dementia with Lewy bodies? N

58. How useful are drugs with dopaminergic action in de@ntia with Lewy bodies?

O

Frontotemporal lobar degeneration O

59. Which pharmacological treatment is effectives'shcﬁ) cognitive and behavioural manifesta-
tions of frontotemporal lobar degeneration? {'0
. N
Vascular Dementia C()D
60. Which pharmacological treatment is e\@tive in mild, moderate and severe vascular de-
mentia? C}
61. What influence does pharmacologi€zl treatment have on vascular dementia with respect
to cognitive, behavioural, functioital manifestations and/or quality of life?

62. What adverse effects and contfaindications exist in the specific pharmacological treat-
ment of vascular dementia? §
N
R
Other pharmacological treatmer@)

63. Are any other types o@ugs effective in cognitive and functional manifestations in peo-
ple affected by any %&: of dementia?

S
Non-pharmacological treatment of dementias:
Cognitive intervention ¥’ stimulation

N
64. What is cognifive intervention or stimulation?

65. What type@of cognitive intervention exist?

66. Are cogn%.’ive intervention programmes effective in dementia?

67. Are é@nputer—based cognitive intervention programmes effective in patients with
Alz@mer’s disease?

68. A(‘@Z) cognitive intervention programmes indicated in illiterate individuals or in patients
with severe sensory limitations?

@Are individual cognitive interventions recommendable?
N
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Intervention programmes on activities of daily living ) QO)
A

70. What do intervention programmes on activities of daily living consist of in patigits with

dementia? &
71. Do intervention programmes on activities of daily living improve the f ﬁionality of
people with dementia? Y
X
Q)C)
Physical activity programmes ~Q\

72. Are physical activity programmes effective in improving or sta‘tﬁ:’oolsing the functional

capacity and cognitive functions of patients affected by dementii@
N

e}

Other non-pharmacological treatments N

73. Are there any other non-pharmacological treatments that age effective in cognitive, func-
tional, motor and/or quality of life manifestations in det@tias?

@
$
@]

74. Could non-pharmacological treatments used in de@entia have harmful effects?
i
Treatment of behavioural and psychological symptoms{.gf dementia
75. What do we understand by behavioural and Q§0h010 gical symptoms of dementia (BPSD)?
76. Why are behavioural and psychological syimiptoms of dementia important?

Safety of non-pharmacological treatments:

77. How can the intensity and frequency Qﬁbehavioural and psychological symptoms of de-
mentia be quantified? C>\

78. At what moment in time do BPSD &ppear in the evolution of dementia?
79. Are there some BPSD that are Q@cteristic of some types of dementia?

80. Which non-pharmacological méasures are indicated in each behavioural and psychologi-
cal symptom in dementia? _

S
81. What are the general recorﬁlendations for the pharmacological treatment of BPSD?

82. Which is the optimal p, : acological treatment for each behavioural and psychological
symptom in dementia?>

83. What adverse effectg,and contraindications do drugs used to control BPSD have?

84. How effective is Tﬁo combine pharmacological and non-pharmacological treatment to
treat behaviour@nd psychological symptoms in mild, moderate and severe dementia?

85. Which are the;most effective recommendations to avoid BPSD in patients with dementia?
86. How must E’PSD, which are difficult to monitor in outpatients, be treated?

87. What att&ies must the caregiver satisfy to deal with patients with behavioural and psy-
chologjsc%l symptoms?

L .
Alternatzvegleatments of dementias

88. A%e there any plant-based medications or food supplements that have proved to be useful
the treatment of dementia?

<

XN ,
Assessment of the treatment of dementias

89. How must the response to the treatment of dementia be assessed in clinical practice?
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CAREGIVERS OF PATIENTS WITH DEMENTIA . \on
S

90.
91.
92.
93.
94.
95.
96.
97.
98.
99.

100.

What is understood by primary caregiver of a patient with dementia? T

Are the characteristics of caregivers the same for people with different types @ementia?
What repercussions does caring for a person with dementia have on the c@giver?

What scales are useful to assess caregiver burden? c’}'

Are there effective interventions to prevent caregiver burden? ‘Q{)

Are there effective interventions to deal with caregiver burden? ®0

What are mutual aid groups (MAG)? X

What benefits are obtained from participating in MAG? g/\\'

In what cases is psychological treatment of the caregiver ne@sary?

What are associations of families of people affected by dementia and what role do they
play in a comprehensive approach to dementia? \\Q

What must the relationship between the associationga)nd the public social and health
network be like? >

O

o
EARLY ONSET OR PRE-SENILE DEMEN\,@[A

101.
102.
103.

104.

105.

106.

107.

108.

What is understood by early onset or pre—sen@é) dementia?
What are the most frequent causes of earl set or pre-senile dementia?

Do patients with early onset dementia }@e different clinical manifestations to patients
with later onset? S

. . . N . . .
Must the diagnostic process in people)with early onset dementia be different to the pro-
cess of a patient who is more than 63 years old when the disease starts?
Is the pharmacological treatmen{§a person with early onset dementia different to that of
a person with late onset demen€ia?
Is the non-pharmacological &atment prescribed to a person with early onset dementia
different to that of a persorﬁfvith late onset dementia?

Are there differences insimpact and psychological, social, family, occupational and eco-
nomic repercussion befyween a group of people diagnosed with early onset dementia and
a group of people wifttlate onset dementia?

What health and scial-health resources do people with early onset dementia require?
Q

O
ETHICS AND Lg)&“JAL ASPECTS OF DEMENTIAS

)
Abuse of people vg&l dementia

109.
110.
111.
112.

What js tinderstood by abuse of people with dementia?
Howdrequent is abuse in dementia and what are the risk factors?
Wkgf intervention strategies exist to detect a case of abuse?

at must professionals do when a case of abuse is detected?

11@\7 hat social resources exist to address abuse?

AN
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Advance directives QO)

)
114. When must the possibility of drafting advance directive documents, living vg& and/or
granting powers of attorney be suggested to people with dementia? §

9
Evaluation of competences c"},

115. Are there instruments that have been strictly designed to assess the~@mpetence of pa-
tients with dementia? S

116. How are the specific competences assessed: driving licence, ﬁrefagé?s licence and partici-

pation in clinical trials? o~

117. Which are the indications to start the legal incapacitation proeess of a patient with de-
mentia? (§

%
Aspects relating to the patient’s legal protection Q\)\Q
118. What does legal incapacitation consist of? @
119. What type of legal protection exists for a patient ‘QD% dementia?

120. What is guardianship? Cg)
N
&
U

S
121. What are the indications for pharmacolo%%al and/or psychological restraint of a patient
with dementia? X \Q
122. What are the indications for physica]\q%straint of a patient with dementia?

123. What are the ethical and legal asp?o of restraint?

Restraint of the patient

124. What are the indications for insvl@'ntary admission and what process must be followed?
CARE OF PEOPLE WITH ADVAD{(CTDED DEMENTIA AND
AT END-OF-LIFE STAGE O
125. Which criteria define a@vaneed and terminal situation with prognosis of limited life
in patients with deme.@'\a?
126. Is it possible to de@mine, in people with advanced dementia at end-of-life stage, if
their survival is géing to be less than 6 months?
127. When must palljative care be started on people with dementia?
128. Which are t ost suitable health resources to care for people with dementia at end-
of-life stage?”
129. How arefoe clinical manifestations and the needs of people with dementia and their
caregiviess identified and managed in the advanced and terminal phase of the disease?
130. How,fa worsening due to the natural evolution of the illness be differentiated from
worsening caused by a potentially reversible concomitant process?

131. ‘ﬁi’at are the objectives of caring for people with dementia in terminal phase?

132, What extraordinary or greater measures should be questioned in the care of people with
U advanced dementia?

4383. What therapeutic intermediate measures should be questioned in the care of people with
advanced dementia?

20 CLINICAL PRACTICE GUIDELINES IN THE SNS



134.

135.

136.

.

What information and aid must be provided to the families of people with inal
dementia? (’8'\

What legal regulations and ethical principles exist relating to communicati ith peo-
ple with advanced dementia or with their families at the end-of-life stage?>
In what cases is a post-mortem pathoneurological study recommendeg\l”\c')

¢

Q9
DIFFUSION, TRAINING AND RESEARCH INTO CARE -&°

OF PEOPLE WITH DEMENTIA 0)0
-9
e RN
Diffusion >
137. How must the topic of dementias be dealt with in the med’hQin order to suitably inform
the public, and which are the most appropriate media? &
S
o
Training §>
138. What undergraduate dementia training must b&“given to health sciences and social
services professionals? @
139. What dementia training must be given in hexlth branches of vocational training?
140. What post-graduate dementia training mus@lealth professionals in general receive?
141. What post-graduate dementia training q@%st health professionals engaged in the spe-
cific care of people with dementia receive?
X
§
Research @)
142. How important is research in th Sield of dementia?
143.  What role must the differentcﬂl)iéélthcare levels play in research on dementia?
o
&
N
QL
N
@Q
5
&
2
N
Jo3
$
2
i
&
Qo
<
AN
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SIGN levels of evidence and grades

O
(§
of recommendation Ny

My

T~
Level of evidence C"}'

High quality meta-analyses, systematic reviews of clinical trigg)or high-quality
1++ e . . . .

clinical trials with a very low risk of bias. Ny
14 Well-conducted meta-analyses, systematic reviews of d'@ical trials or well-

conducted clinical trials with a very low risk of bias. &~
| Meta-analyses, systematic reviews of clinical trials or@nieal trials with a high

risk of bias.

Ve’

\
High-quality systematic reviews of case control orc tof studies. Well-conducted
24+ studies of case control or cohort studies with a ve w risk of confounding or bias
and a high probability that the relationship is ca@}al.

Well-conducted case control or cohort studiegzvith a low risk of confounding or

2+ . o .
bias and a moderate probability that the re.lggﬁnshlp is causal
) Case control or cohort studies with a High risk of confounding or bias and a
significant risk that the relationship is aét causal.
3 Non-analytic studies, such as case re@)rts and case series.
Cy
4 Expert opinion. $
2
Grades Q.frécommendation
e . : . :
At least one meta-analysis:§ystematic review or clinical trial rated as 1++ and
A directly applicable to the t@et population of the guidelines; or a body of scientific

evidence consisting pringipally of studies rated as 1+ and demonstrating overall
consistency of results;§

Abody of evidence i\g(ﬁuding studies rated as 2++, directly applicable to the target
B population of the@ldeline and demonstrating overall consistency of results; or
extrapolated evi@ce from studies rated as 1++ or 1+.

~

A body of ex?hce including studies rated as 2+, directly applicable to the target

C population of“the guideline and demonstrating overall consistency of results; or
extrapolat;&evidence from studies rated as 2 ++
RN
D Evideno@[evel of 3 or 4; or extrapolated evidence from studies rated as 2+.
<

The studies rated é@ and 2 must not be used in the recommendations preparation process due to their
high poss/b///ty%f-\was.

<
Good clizrical practice

J! C;Q Recommended practice based on the clinical experience and the guideline
\{{D development group.
AN

" At times, the development group realised that there were some important practical aspects that they
wished to stress but for which there was probably no scientific evidence to support them. In general
these cases have to do with some aspects of the treatment considered as good clinical practice and that
nobody would normally question. These aspects are evaluated as good practice points. These messages
are not an alternative to the scientific evidence-based recommendations, but rather, they must only be
considered when there is no other way to highlight this aspect.
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Recommendations of the CPG (;D§°5
e
D

Grade of recommendation: A, B, C or D, depending on whether the quality of th@evidence is
very good, good, moderate or low. (y}'

[ . @
V Good clinical practice: Recommendation by consensus of the developm@roup.

>
X

DEFINITIONS AND CLASSIFICATION OF DEM{ENTIAS

O
Mild cognitive impairment (MCI) and conversioq@ dementia

Different biological and neuroimaging markers be used to help predict
C the progression of MCI to dementia in a resear@context, but they cannot be
recommended for use yet in normal clinical prael@e.

N
The use of ACE inhibitors to avoid or delay tk@)rogression of MCI to dementia is
not currently recommended. . Cg)

The use of NSAID, replacement ther 5y with oestrogens, ginkgo biloba or
A vitamin E to avoid or delay the prog@slon of MCI to dementia is not currently
recommended. 2

o
There is not enough evidence to'é%’commend cognitive stimulation or physical
exercise to avoid or delay the p@ression of MCI to dementia.

PREVENIE\@N OF DEMENTIAS

The control of vascular ris \éctors (HBP, DM, hypercholesterolemia) and healthy
lifestyle habits (consum[éion of omega-3 fatty acids, physical and mental exercise)
C is recommended due e clear evidence that exists about their benefit on other
aspects of health, althbugh their possible benefit on the reduction of the risk of
dementia is not su@rted by appropriately designed studies.

Although moder@z alcohol consumption or chronic consumption of NSAIDs has
C been associated@with a lower risk of AD, it also has other risks for health and there
is not enougﬁvidence to recommend it in the prevention of dementia.

2
Neither t take of vitamin C nor vitamin E nor hormonal replacement therapy is

¢ recommeiided to prevent dementia.
9
Q§ GENETIC STUDY OF DEMENTIAS

Vo 2N

\4
D Patfonts with a likelihood of suffering dementia due to genetic causes should be

é@?erred to specialist genetic counselling units.
(4)
C ~Q® Performing genetic analyses to detect causal mutations is indicated in patients with
¢, | ADand an autosomal, dominant family history of pre-senile onset.
&
<
AN
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In patients with FTLD, genetic analyses would be indicated in cases @Jﬁ a

C family history of a similar disease. ?@
B In patients with prion diseases, genetic studies would be indicated iyall cases,
regardless of family history or age. O
B Genetic studies are recommended if Huntington’s disease. Iz)osuspected, to
confirm the diagnosis. :}Q\
According -~
o The execution of genetic analyses in clinical practice nfst be authorised in
applicable writing by the actual individual or his/her legal reprebéitatlve after receiving
pplica genetic counselling. Q
legislation n
Predictive genetic studies can be performed on pe@ple of legal age who are at
risk of being carriers of a pathogenic mutationkfiown to cause dementia and
C who wish to have them conducted, followingyinformed written consent and
multidisciplinary genetic counselling prior ttS% genetic analysis and subsequent
monitoring. .
D The study of genetic risk factors of demgg'fa, such as the APOE genotype, is not
indicated for genetic counselling purpgges in asymptomatic individuals.
<
DEMENTIA GNOSIS
N
The assessment of the impact @ognitive impairment on the activities of daily
v living is recommended, given €hzir affectation, which forms a dementia diagnostic
criterion and determines tk\l;c\\‘%lllbsequent management of these patients.
<
V4 Obtaining data from an*ndependent and reliable informant is recommended,
whenever possible. I
O
v An assessment of t \sychological and behavioural symptoms is recommended,
due to their impo{@hce for the diagnosis.
The execution -&J a general physical and neurological examination of patients
v with dementi %recommended to detect comorbidity and associated neurological
signs that@ay help towards the differential diagnosis of some subtypes of
dementia@)
\¥4
D The u;%gf DSM-IV-TR and ICD-10 clinical criteria is recommended to diagnose
dem% 1a
B Tm use of DSM-IV-TR or NINCDS/ADRDA criteria is recommended to
(’g%gnose EA.
B é‘ The use of INDS/AIREN criteria or the Hachinski scale is recommended to
QQ facilitate the diagnosis of VD.
§ The use of Emre et al. (Movement Disorder Society) criteria to diagnose
X Parkinson’s disease dementia is recommended.
B The use of McKeith criteria is recommended to diagnose DLB.

26
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The use of Lund-Manchester or Neary criteria to help diagnose FIED is
recommended. le;

K

Patients with cognitive complaints must be assessed by means of global cognition
screen tests, neuropsychological test batteries, short cognitive insn@ments focused
on specific aspects of cognition and/or standardised structured~@estionnaires to
quantify the degree of cognitive impairment. S

2]
The dementia diagnosis must include a formal objectivyé\%gnitive assessment
with validated instruments. b\

QO
The use of the Spanish standardised version of (Q MMSE or the MEC is
A recommended to screen dementia in individuals\@hth cognitive complaints or

advanced age in our medium. ?(}2)
N

Other short screening tests, such as the Pfei@} test, the MIS, the 7-minute test,
B the clock test, the Eurotest or the T@M Gan also be recommended to screen
dementia in individuals who are suspec@-’of having cognitive impairment.

The neuropsychological examinatio@using general brief-intermediate type
B evaluation tests is recommended n the aim is to make an evaluation of the
most important neuropsychologicé%reas in a reasonable time.

The performance of a detailed@ropsychological assessment via specific tests
is recommendable when thefeare differences between the clinical impression
and the screening tests, dia, @stic doubts or else when the complaints are limited
to just one cognitive doméih or evolve over a short period of time.

The use of specific sc&gs is recommendable to quantify the degree of global
C functional impairmgi'@ in individuals who are suspected of having cognitive

impairment. (_Q)
)

The choice of @specific instrument must be made depending on the time

available, on tlig"clinical experience and on the availability of regulatory data in
the languagzg?nd in the environment where they will be applied.

The perfogmance of the following laboratory tests is reccommended in all patients
assesse Yor possible dementia: Haemogram, TSH, electrolytes, calcium and
glucoss; to rule out potentially reversible causes of dementia and to screen

conﬁbidities.
Jo

The determination of folate levels can also be added, especially in patients with
fﬁmited cereal intake and c levels, above all in older adults.

M~

D

< | Serologies are also recommended for syphilis or HIV only in patients in whom
]%3 these infections are clinically suspected as a potential cause of dementia or as
Q comorbidity.

N

My

N

The determination of homocystein as a risk factor associated with cognitive

D . . .
impairment or AD is not recommended.
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o))

L
A The determination of the apoE genotype is not recommended in hegithcare
practice to diagnose AD. le;
K
The determination of T-tau, AB-42 and P-tau in CSF can be used<# additional
B test in cases of doubtful differential diagnosis between AD and ogfier dementias.
Its routine use is not recommended to diagnose dementia. 0@
The determination of T-tau, AB-42 and P-tau in CSF can be 1@98 as an additional
B test in cases of mild cognitive impairment when the clinica#y)neuropsychological
and evolutionary features lead to AD being suspected ‘& an aetiology of such
impairment. e,
A The 14-3-3 protein test in CSF is recommended wl@quJD is suspected.
O
N
V4 The CSF analysis must always be performed wl%e}&ver dementia secondary to an
infection or encephalitic process is suspected.'o\
Structural neuroimaging (CT and MRI) is rggommended as a supplementary tool
B in the initial diagnosis of dementia, alzé'b all to identify lesions that can be
treated by surgery, and vascular diseasp&?
£
v The MRI is recommended to detect vascular changes with greater sensitivity
than the CT. . (()b
<
B The execution of an MRI withydiffusion sequences is recommended if CJD is
suspected. 2
INaN
S
SPECT and PET can b¢cused as a complement to structural neuroimaging to
B support the diagnosis oxfo help differentiate between different types of dementia
when the diagnosis is@incertain. Its routine use or its use as a sole diagnosis tool
is not recommendeg)
The'? I—FP-CIT@ECT is recommended to support the diagnosis of DLB (as a
B suggestive dia@?ostic feature) and for the differential diagnosis between DLB/
PDD and ADg
<
B The execufion of an EEG is recommended if the presence of delirium, complex
partial éé‘gg:ptic crises or non-convulsive status epilepticus is suspected.
2
A The ge of EEG to diagnose CJD is recommended.
Jod
The execution of a cerebral biopsy for diagnostic purposes must only be
D {<ohsidered in highly selected patients when a reversible cause is suspected that
_{>cannot be diagnosed in any other way.
\ &,
~Q® DIFFERENT CARE LEVEL ACTIONS
A
\Q(DJ The PCT professionals must suspect the existence of cognitive impairment
NS and/or dementia if they observe memory complaints, behavioural changes and
D difficulties to carry out advanced and instrumental ADL, carrying out screening

tests and starting complementary examinations to be able to formulate a diagnosis
and refer to the SDC depending on the results.

28
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o))
There is not enough scientific evidence to permit the recommenda&@n of
population-based dementia screening in people over the age of 65. éb

The PCT must refer people to the SDCT who have: a) early, fam‘g%? genetic
onset dementia, b) doubts in the diagnosis of cognitive impairment;<) potentially
severe secondary dementia, d) suspicion of neurodegenerative disease, €)
unpredictable or difficult to manage complications in the ¢otirse of already

diagnosed dementia. N

The referral of patients with MCI or secondary dementia-{fat can be solved by
the PCT, or pluripathological patients with bad functg‘}él basic status, is not

recommended.
N

154

The PCT must assume responsibility for the manécément, care and monitoring
of people with dementia and of their caregiverst.g\,

People with a predictable evolution must be('p?riodically controlled by the PCT.
If there is unexpected worsening, alarm signals, behavioural crises, etc. they
must be quickly attended by PCT, and iféé‘is difficult to control them, they must

be referred to the SDCT. I0;
- -

Coordination and communication %‘[ween PCT, SDCT, SHC and AFA must be
established to guarantee seamlessthealthcare throughout the entire process.

It is recommendable for the @ti—disciplinary team of the SDCT to include an
expert specialist physician indementias (neurologist, geriatrician or psychiatrist),
a psychologist/neuropsyg\]’relogist, a nursing professional, a social worker and
administrative staff. Th€ SDCT must have access to diagnosis means to be able
to design treatment, @nitor strategies and satisfy their healthcare, teaching,
research and manag%ﬁlent objectives.

- O
Patients and/or G@Tr families must be informed about the diagnosis, the prognosis

and the strateg@o be followed.

Patients a@r their families must receive a written report listing all the
examinatigns carried out, the diagnostic guideline and treatment, and monitoring
plan. Té% information must be given to the PCT and/or to the referring
practiﬁBner.

Thelexistence of specific resources is recommendable to care for people with
dementia, and the SHC network must have specific resources that adapt to each
(Rhase of the disease.

4
&

7

N . . ..
~ To optimise the comprehensive treatment of dementia, it is recommendable for
there to be referral, admission and discharge criteria for each healthcare resource.

Treatment in specific day hospitals for dementia is recommended in the mild and
moderate phases of dementia.

Q
2
@
N
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It must be taken into account that the mental health services carry out an es\'@ktﬁial
role in the care of people with dementia, as they contribute to the ae@ogical
diagnosis, the treatment and hospitalised care if severe BPSD appfear. They
provide coordinated, comprehensive and multidisciplinary care. O

g

It is recommendable for health and social services professiona w know about
the problems that affect their dementia patients to be able to pipvide an answer
to their demands and know what tasks caregivers must ca ut, the time they
spend, the environment where they live, and the cost it rep@sents for the family.

B
A

The Administration, through its social services netyiork, must adapt to the

increase in demand for care and services for people with dementia.

Vo N
\“4
Favouring access to social services is recommeﬁ§ble as well as providing the
services to give adequate support to the task ofscaring of families that care for
S

le with d tia.
people with dementia Q)O

with dementia to remain at home. (3\,
)

It is recommendable to step up the suppm})@leasures to make it easier for people
S

Psychological support and psych (Dcational interventions geared towards
families with people with dementia-are recommendable, in order to favour their

task of caring, reduce the care bu\ n and improve the quality of life.

S
. N . L
In each case and depending @he moment of evolution of the dementia, it is
recommendable to dynamic{{dy select the best social service resource that must
be provided to a family caring for a person with dementia.
&

N3
To ensure seamless soci4Pand health care in the care of people with dementia and
their families, it is re,c&mendable, throughout the entire process, for there to be
coordination betwe@ the different care levels, social services and community

resources. \\CJ

To favour the @nprehensive care of the person/family with dementia, it is
recommendabfe. for the communication and coordination between the different
levels (heati, social and community) to be fast, efficient, effective and
multidire@'onal.

(@)

Itis r@mmendable for all the care levels to collaborate in obtaining a fail-safe
diag\ﬁ@sis, favouring the obtaining of biological and neurological tissue samples.

0

J

<§%ordination at the different healthcare levels is recommendable in order

~.to favour respect for the rights and freedoms of patients in decision-making
(advance directives).

30
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Coordination between the healthcare levels, the SDCT, univ @tles
pharmaceutical industry, teaching and research institutions and th (AFA is
recommendable to favour an increase in knowledge (training and r@arch) of
dementias (health, social, community aspects).

\.
It is recommendable for the different professionals who interveme in the care
of dementia to collaborate in drawing up a record of dementids<o have a better

knowledge of reality and rationally plan new intervention stréa)egies.

TREATMENT OF DEMENTIA

~
N
O
General measures (OQ

Informing patients and their families of the deme@d diagnosis is recommended
when there is reasonable suspicion of demeﬁ) The SDCT physician and/or

PCT is the person who must inform the patient:and family.
Al

Informing patients who request this awd the family of the diagnosis is
recommended, as it has been proven the information received does not
predispose or generate a disorder in thgyperson affected.

Va\

The patients’ right to be informed ot must be respected, as well as their right,
if they are capacitated to do so,t§&’choose those people around them who must

be informed of the process. (_'\\
)

Offering information via un(e?rstandable, sensible, respectful, empathetic, verbal
communication, and an d&uate environment and conditions is recommended,
to facilitate two-way dialogue. To make it easier to understand the diagnosis
and its consequences{ further information can be provided via information
leaflets, booklets, vidgos, Internet and other audiovisual means, and associations
of relatives of den@gﬁtla patients. If there are language barriers, communication
must be fac111tat@“through an independent cultural mediator.

The individ Qevalua‘uon of the possible impact that communicating the
diagnosis ni@y generate is recommended, as well as doing so in instalments
if necessagy, providing further information during successive visits and in
1nforrr.1%€6n sessions (SDCT, PCT, AFA).

N
S
Giv'@g information to patients and families about dementia is recommended, as
as about its evolution, clinical manifestations, comprehensive treatment and

sapport to the caregiver, which will enable them to plan their future.

Q
D,

»

= It is advisable for the group information sessions aimed at families to contemplate
basic aspects of dementia; function of the different professionals and healthcare
levels; comprehensive treatment and available resources; management of
emerging problems; detection of burdens derived from the task of caring, and
support to the caregiver.

S
&
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&)
The execution of specific training programmes for families who live with;@ople
affected by DLB, FTLD or VD and in advanced or terminal dementiagﬂges is
recommended. Q

a

Training health practitioners, social services professionals andOvolunteers/
professionals is recommended so that they can manage a group é’f'patients and/
or families affected by dementia. J\Q

N
It is recommendable to train caregivers (families or profesxiﬁlals) to empower

them to manage non-pharmacological interventions of denientia.
M,

N

Specific pharmacological treatment of dem%@‘ia

ACE inhibitors are recommended for the specific agd symptomatic treatment of

mild to moderate AD. n\\Q

Treatment with ACE inhibitors is recommenc@vl', to manage mild to moderate

ACE inhibitors have proved to be beneﬁ.c@’ in DLB and PDD.

N\
No differences have been shown ré)’garding ACE inhibitors (donepezil,
rivastigmine and galantamine) in regpect of efficacy and safety profiles.

N

Memantine is recommended as sgoqgiﬁc treatment for moderate to severe AD in
mono-therapy or combined wit@CE inhibitors.
Vi

We have little evidence ab@g\tj whether specific pharmacological treatment is
equally effective in all pe due to the lack of studies that assess the individual
response to different drugs.

(@zheimer’s Disease

Treatment is reco@qended with ACE inhibitors (donepezil 5-10 mg/day,
galantamine 16—&’&mg/day or rivastigmine 6-12 mg/day oral/4.6-9.5 mg/day
transdermal) in_patients with mild or moderate AD.

An ACE inhi@%r can be used (donepezil or galantamine) in severe AD, although
there is lestevidence of its benefit.

N
Treatmqgf with memantine is recommended, at a dose of 20 mg/day in patients

with rﬁEderate to severe AD.
Cn

Treatment with ACE inhibitors is recommended in patients with mild to moderate
, to manage the cognitive and functional symptoms.

4

~ Treatment with ACE inhibitors is recommended in patients with mild to moderate
AD, to manage behavioural alterations (apathy, anxiety and depression), despite
the benefit being modest.

Treatment with memantine is recommended in patients with moderate to severe
AD, to manage the cognitive and functional symptoms.

32
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There is no evidence to recommend treatment with ACE inhibitors to iﬁé?rove
the quality of life of patients with AD. tgb

O

; . . 3 X
Following the indications of the technical data sheet of the drug is recommended
to avoid adverse effects and contraindications of the ACE ingbitors and
memantine.

@O/

The administration of a progressive dose of the drug is recotfifiended to avoid
D or reduce the adverse effects of the ACE inhibitors, starting €he treatment at low

doses, to reach the optimal tolerated therapeutic dose. \{0

~
ACE inhibitors must be used with caution in patienfy’ with a background of

epilepsy, asthma or obstructive lung disease, arrhythiuias, syncopes, low blood
D pressure, presence of bradycardia or long QT, &¢tive peptic ulcer, urinary
retention, renal or hepatic insufficiency. Memantiie must be used with caution in
patients with a background of epilepsy, renal i@ ficiency and urinary retention.

NJ
Domperidone can be used to treat mild gastIGﬁltestinal effects secondary to ACE

D o

inhibitors. ) \()Q)
B The addition of memantine is recommefded in patients with moderate to severe

AD, treated with donepezil at stable@bses in combined therapy.
B The addition of memantine to d(@pezﬂ is not recommended to treat patients

with mild to moderate AD. . \Q

O
/ The addition of memantlnecg) donepezil is not recommended to treat patients

\

with mild to moderate AD@

Parlgnson s disease dementia
VN
B The use of rlvastlgnﬁne or donepezil is recommended in PDD.
Cy
NI

B The use of do@ezil may be considered to treat cognitive and functional

symptoms in

. < . o

C There is ng€enough evidence to recommend the use of memantine in PDD.

In patieﬁgs) affected by PDD, treatment with donepezil and memantine is
B associgied with a rate of adverse effects similar to the placebo group, unlike with

rivagiigmine, which showed a higher rate of secondary effects, an increase in
treomors and a lower rate of mortality than the placebo group.
)

AN

) Dementia with Lewy bodies
B QSZ' The use of rivastigmine is recommended to treat BPSD in DLB.
~Q
\éo The use of donepezil or galantamine may be considered to treat cognitive
X symptoms and BPSD in DLB.
N

CLINICAL PRACTICE GUIDELINE ON THE COMPREHENSIVE CARE

OF PEOPLE WITH ALZHEIMER'S DISEASE AND OTHER DEMENTIAS 33



~
C There is no evidence to recommend the use of memantine in DLB. \\'Q
O
%
The most frequent adverse effects observed in treated patients with @B are:
nausea, vomiting, weight loss and drowsiness. These were more f%quent in
v patients treated with rivastigmine than with placebo, and also iniose treated
with memantine than with placebo. The potential adverse effects é" rivastigmine
must be detected and monitored during treatment. b\
. N
C Levodopa can be used in monotherapy to treat the motor syaﬁ?toms of DLB.
S
It is advisable to avoid the use of dopaminergic and 'eﬁticholinergic agonists
D in DLB due to their potential effect of worsening the~Cognitive and psychotic
symptoms and producing sleep alterations and orthosot@ic hypotension.
p)
Frontotemporal lobar degenerg\@}n
N
B The use of ACE inhibitors or memantine to treay}cognitive—behavioural symptoms
of patients with FTLD is not recommendedq)
Cs
4
Theuse of selective serotoninreuptake inh@ors ,trazodone or atypical neuroleptics
B is recommended to treat agitation, ié&ppropriate behaviour, compulsions or
stereotypes in patients with FTLD. °
Vasculanggmentia
0N
NI
A The use of ACE inhibitors is récémmended in mild to moderate VD.
%]
O
A ACE inhibitors are reco ded to improve the cognitive symptoms of mild to
moderate VD. Q)
A Donepezil is reco ded to improve the global clinical impression and
functional deﬁcienc&ﬁ (ADL) in VD.
N o .
The use of galant&rnine is recommended to treat cognitive symptoms, functional
A deficiency and BySD in patients with mild to moderate VD, mixed dementia and/
or AD with cefgbrovascular disease.
w3
C Rivastigmcisae may be used to improve cognition in VD.
L
A Memarititie may be used to treat cognitive symptoms of moderate and severe VD.
(72
&
B AA inhibitors may be used to treat cognitive symptoms of VD.
B E inhibitors and/or memantine are not recommended to manage behavioural

Zysymptoms in VD.

O,

&

Bearing in mind that patients with VD usually suffer a high cardiovascular risk,
treatment with ACE inhibitors should be assessed individually, paying special

attention to how the treatment is managed.
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&)
v It is advisable to follow the indications given in the product technical data:sheet.
Q

Other pharmacological treatments \é}

Hormonal therapies (ACTH, prednisone, oestrogens, dehydroepiandrosterone)
are not recommended as treatment of AD. 6’

Neither ibuprofen, indometacine nor low doses of naproxen arg'd%'commended to

treat AD. 0‘0

>

7

Piracetam is not recommended to treat AD. \{0

Ny

Propentofylline is not recommended to treat AD or VDQb

o
M

Nimodipine is not recommended to treat VD.

Selegiline is not recommended to treat AD.

%
@
NJ

>l | m || >

Ibedenone is not recommended to treat AD. CD
Q

os]

O
Dihydroergotoxine mesylate is not recon@'ended to treat AD or VD.

{4
B Neither citicoline nor oral CDP—choli@l\are recommended to treat VD.
N

Neither citicoline nor CDP-choline q()q parenteral administration are recommended
to treat vascular cognitive impairfifent.

NON -PHARMACOLOGIC%% TREATMENT OF DEMENTIAS

Cognitive i\lﬁrvention or stimulation

The participation in COéICI?’[iVC intervention programmes is recommendable for
patients with mild 01=@oderate AD, to maintain their cognitive function, their
functionality and qtgh'ty of life, although the magnitude of the effect attributable
to the actual cogr@’e intervention is not well established.

There is currentk@o evidence of the efficacy of cognitive stimulation in individuals
with VD to rg\&mmend its use in this dementia subtype.

N

A type of specific cognitive intervention cannot be recommended at the present
time, baged on the degree of efficacy in patients with mild or moderate AD,
- althoug&p\interventions that require a general type of processing seem to have a
great@overall benefit than those where cognitive training of specific functions is
car, d out.

Fhe use of computer-based cognitive intervention programmes in initial AD or
?’nild cognitive impairment cannot be recommended at the present time.

B \QQ’ Individual cognitive interventions are recommendable to stabilise the cognitive
& | function and functionality of individuals with AD.
U
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The use of individual interventions rather than group interventions or vicg.versa

cannot be recommended. éb

K
Intervention programmes on activities of daily living S

N

Intervention programmes on activities of daily living are recomme \d to improve
the functionality of patients with dementia and decrease the straif®f the caregiver
in the medium term, both in institutionalised people and thos\é%v o live in their
family homes. 9

Physical activity programmes X

. .. O .
Long-term physical activity programmes are recm}i)?@lended to maintain the

functionality of institutionalised patients with demer@ .

. S
Other non-pharmacological trea;@ents

&
The use of therapeutic massages or touches {ranscutaneous electrical nervous
stimulation, music therapy or multisensory g%rapy cannot be recommended at
the present time to treat cognitive or fury:@gdnal manifestations in patients with
dementia or specifically with AD. O

Behavioural changes, programme {gygiene and induced urination are
recommendable to reduce urinary in(’%ontinence in individuals with dementia.

Safety of non-pharflécjological treatments

Cognitive intervention prograr@es, especially those based on reality counselling
therapies and cognitive trainfilg, must be adapted to the cognitive skills and to
the emotional tolerance g\ﬁach patient, in order to avoid adverse emotional
consequences. o)

Treatment of behavioyl\'@?l and psychological symptoms of dementia

The systematic assé‘vgment of the presence of BPSD is recommended as it is a
fundamental cor@)nent of the clinical picture, it appears very frequently, it is
difficult to mangge, it has an impact on the quality of life and is a frequent reason
for urgent caré)family claudication and institutionalisation.

The use of gpecifically designed instruments is recommended to evaluate BPSD in
dement@%ﬁdependently from cognitive and functional alterations.

NPI ( \ropsychiatric Inventory) is recommended as an instrument to assess the
intm%i y and frequency of BPSD, the CSDD scale (Cornell Scale for Depression
in Biementia) to assess depressive symptomatology and DMAI (Cohen Mansfield
#gitation Inventory) to assess agitation.

{3t is advisable to bear in mind that BPSD may appear at any time during the
)~ evolution of dementia, whatever its aetiology, and it is not unusual for it to be the
first manifestation.
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If delusions and hallucinations appear in a person with early stage de{@})?ia,
FTLD or DLB must be suspected. If there are REM sleep behaviour disogbrs, the
first suspicion will be DLB. Q

BPSD must be detected as soon as possible, in mild dementia stages, %?ﬁroughout
its subsequent evolution; they must be quantified and grouped into si“ﬁdromes that
facilitate differential diagnosis between the different dementias. ¢

It is advisable to know and recognise the BPSDs that appear '@QRD, VD, FTLD,
DLB and PDD. (A‘O

When a BPSD appears, health practitioners should perform*\ag'ystematic evaluation
of this and of the other symptoms in order to be able & perform a differential
diagnosis with idiopathic psychiatric diseases. 115}

Health practitioners must bear in mind the impditance of BPSD from the
semiological, repercussion, prognosis and reso viewpoint. BPSD must be
detected as soon as possible, in mild dementia st@s, or throughout its subsequent
evolution, quantifying them and grouping t into syndromes that will enable
us to provide a differential diagnosis betV@en the different neurodegenerative
entities and treat them appropriately. O

It is advisable to know and recognise th@goups of BPSDs that appear in AD, VD,
FTLD, DLB, PDD, PSP, DCB and HD.

N
Starting treatment with non—pharm&;&logical strategic measures to manage BPSD

is recommended. S

It is especially important for (p;m)egivers to receive information and training that
capacitates them to prevent.@e appearance of BPSD and act as co-therapists when
they are already present. «_

O

Stimulation-orientated ¢reatment with recreational activities and pleasurable
activities has proved @e effective to cope with depression.

o
Non—phannacologjél sleep management mainly consists of establishing
guidelines and g@ sleep hygiene.

There is limi@aevidence that therapeutic massages may be effective to treat
agitation. <

The use lectronic identification techniques on dementia patients who present
erratic wandering is recommended.

Z
It is@ivisable to start with the non-pharmacological management of BPSD and
u&%qdrugs in severe or rebellious symptoms.

AP
Q

&
&
X
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)
The symptom that is going to be treated as well as its possible causes or t@gers

38

must be identified. tgb
The general recommendation regarding pharmacological treatment of .@SD is to
D start basic treatment (ACE inhibitors and/or memantine) and, if the r@)onse is not
sufficient, add a specific psychotropic drug. &
Bear in mind the special sensitivity of these patients to adverse cts, especially
4 the risk of anticholinergic effects, orthostatic hypotension, falis, extrapyramidal
effects, worsening of cognitive function, confusion and delir; fﬁq Review the dose
and the actual treatment need at regular intervals, generalg(}very 3 months.
v Start with low doses and slowly reach the minimum Zﬁ?ﬁve doses. Preferential
use of oral route. If necessary, intramuscular is preferdbie to intravenous route.
O
B The use of ACE inhibitors and/or memantine is{@ommended as treatment of
dementia, not only for cognitive symptoms but zﬂ.gé for non-cognitive ones.
N
B The use of rivastigmine is recommended to @ BPSD in patients with DLB or
PDD. @
The use of psychotropic drugs is recom . ved to treat BPSD, although evidence
D about their efficacy in patients with d@nentia is generally low and the risk of
adverse effects is high. R
N
The use of these drugs in patients, Q&hom the use of ACE inhibitors or memantine
B . . N
is indicated, is recommended to .\Kfeat BPSD, too.
v If they do not improve, non- &gl‘macological measures or specific psychotropic
drugs will be used for the si@ptom, considering their adverse effects.
~
A Risperidone may be use&% patients with AD and psychotic symptoms.
Donepezil may be u @‘ in patients with AD and psychotic symptoms. Rivastigmine
B L on
may be used to tr&:gpsychosm in DLB.
D Atypical anti—pqghotics may be used in patients with AD or VD and psychotic
symptoms. :\(\?Q)
Antidepresgants, preferably sertraline and citalopram may be used in patients with
B dementia-and depression. Tricyclic antidepressants are not recommended due to
their advrse effects, despite their similar efficacy.
D Psy (ostimulants, amantadine, bromocriptine or bupropion may be used in
pa&ibnts with dementia and severe apathy.
i (ﬁlere is not enough evidence to make recommendations about the treatment of
(7yanxiety in dementia.
&
D¢ | Risperidone may be effective in erratic wandering in AD.
L
AN
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D Benzodiazepines, trazodone or hypnotics may be used to treat sleep dlso@s n
dementia. Melatonine is not recommended. tgb
B The use of neuroleptics is recommended to treat agitation and aggressi\@o’less. The
evidence is greater for risperidone than for other drugs. O
N\
D In the case of intolerance to antipsychotics, donepezil (if ind'@%led), SSRI or
carbamazepine may be used to treat agitation and aggressivene@.
D Antidepressants, antipsychotics, mood stabilisers, hormonz}]égents, cimetidine or
pindolol may be used to treat inappropriate sexual behavig\rs.
Antipsychotics must be used with caution in patients yith dementia, due to the
A risk of adverse reactions, always considering the risk§@f treating compared with
the risks of not treating.
N
B Antipsychotics are contraindicated in DLB duej:e?che high risk of adverse effects.
N
J
C Treatments with benzodiazepines must be s}é)gg—term due to the adverse effects.
- O
v The association of non—pharmacologi@ and pharmacological measures is
recommended to manage behaviouralna@ psychological symptoms of dementia.
v A meticulous assessment is recomm@ded if BPSD appear, to rule out concomitant
pathology and achieve optimal envitonmental surroundings.
Sensory stimulation, behavioufal therapy, structured activities and social contact
v may be used to reduce the -ifftidence of BPSD, although there is no scientific
evidence to support this.  *
N
A The use of atypical or typical antipsychotics is recommendable in agitation.
Q
——
B To control delirium imyﬁ' person with dementia, atypical antipsychotics (risperidone,
olanzapine, quetiagitie) may be used.
N
If the behaviou@ses do not respond to the normal pharmacological measures in
D the home/nursing home, admission into hospital or into specific units is advised to
diagnose th&rmptoms and aetiology, treat comorbidities, optimise the treatment
of BPSD Qgﬂ guarantee the safety of patients and of their environment.
It is adyjsable to inform and train caregivers of dementia patients in strategies
v to adémss and manage the BPSD so that it is possible to adopt and promote an
ap;éﬁ)riate attitude towards patients and prevent the strain and claudication of
caregivers.
NJ
Q Alternative treatments of dementias
)
B (;Q Vitamin E supplements are not recommended to treat AD.
@
<
AN

CLINICAL PRACTICE GUIDELINE ON THE COMPREHENSIVE CARE

OF PEOPLE WITH ALZHEIMER'S DISEASE AND OTHER DEMENTIAS

39



The use of B1, B6, B, vitamin or folic acid supplements is not recommen@g n
patients with cognitive impairment that do not present a clear deﬁciencygﬁ" these
elements. o)

The use of copper supplements is not recommended to treat patientggith AD.

.

There is not enough evidence in literature about the efficacy of %‘t}kgo biloba to
recommend its use in the treatment of AD or VD. Q\

Existing evidence does not permit recommending the use of l@{thin, alpha-lipoic
acid, omega-3 fatty acids, ginseng or yokukansan (TJ-54%in the treatment of
cognitive symptoms of AD. x§'

Assessment of the treatment of dement

\¥J
V=N

\*4
The periodic assessment of cognitive, functional, rx@or and behavioural aspects is
recommended, as well as of the degree of strain @he caregiver when monitoring
patients with dementia. ,.0\

()
The use of tests, scales or questionnaires is reggmmended to quantify the therapeutic
response and the appearance of complica@s in patients with dementia.
Cs

\4

The choice of a test, scale or questé;&aire will be based on the physician’s
experience and on its applicability ilik e context.
o)

U
The use of the MMSE is recog&lended to assess the response to dementia
treatment in clinical practice. (.'\‘\

==

CAREGIVERS OF PAT}]\QNTS AFFECTED BY DEMENTIA

During the care of every on with dementia, their individual characteristics and
the actual characteristicg-of the disease must be evaluated to be able to assess the
needs and prevent thg‘@lrden of the caregiver, and act consequently to optimise
their support netwo

Dementia is a d@lc process, which, as it progresses, increases the commitment

and obligations@f the caregiver. It is recommendable to meticulously evaluate the
burden suppotféd by primary caregivers and the support they receive in their task
of caring. e burden is too much, it is advisable to establish the appropriate
measures €0 prevent this from affecting their physical and psychological health,
thus givinig rise to the risk of claudication.

Thié% of the Zarit scale (long and short versions) is recommended to quantify
thg regiver burden.

A\
{ﬁle use of specific adapted and validated instruments is recommended to assess

Z)Q)ther aspects that may be affected by the caregiver burden.

%
/%S Og_ M

A basal evaluation of caregivers of people with dementia is recommendable in
order to identify the factors that affect the burden of caring, the difficulties that
might arise in the course of the disease and the degree of burden that caregivers
already have at the time of the diagnosis.

40

CLINICAL PRACTICE GUIDELINES IN THE SNS




AN

O
Caregivers should be informed well and progressively about the disease;@d its
D possible complications, offering them the available social resources, as w@ as the
formal or informal support systems to prevent strain. Q

L

To improve the care of caregivers of people with dementia and.@educe their
burden in the task of caring, as well as anxiety and depression, a @egramme that
combines educational support, emotional support and the provi@n of resources
may be beneficial. R

9
Interventions carried out in the caregiver’s own home 3{151 in a personalised

manner are recommendable. X

b

Comprehensive care of caregivers must contempla Oany different actions:
Welcome programme, information sessions, theor%’cal and practical training,
advisory services, emotional support, adaptation .t resources, pharmacological
treatment if required and accompaniment throug{;@ut the entire process.

N
There should be a professional in the MAGs @?avour and foster the skills of the

group members. C?)

Ny
It is advisable and desirable for caregive&’ of people with dementia to participate
D in MAGs, as they provide many diffex@nt benefits, which will enable them to cope
better with the task of caring and in]Bfove their personal situation.
Cy

~
Participation in TAGs or EES@§ improve the strategies to cope with dementia
D is recommendable, relieving the’burden and improving the level of anxiety and

depression that might affecg&@ caregiver.
N

Professionals that run th&AG or EESG must personalise their interventions to
be more effective. OQ

<

It is recommended, @ those caregivers who express a significant degree of stress
and/or depressio:@‘o be referred to their primary care physician and/or mental
health specialis@or their assessment and treatment.

0
Psychotheragy, especially cognitive-behavioural therapy, would be recommended
C to treat strégs or depression due to excess caregiver burden when they present
clinically¥elevant symptomatology.

-~

Heal%;;;)ractitioners and social services professionals who care for people with
dem@ntia and their families should comment on the existence of the AFAs and the
bengfits that they can obtain from them, and insist on their experience in living
{ith people with dementia.

Z}Fo achieve optimisation in the approach and management of dementia
’ throughout the entire process, from diagnosis until after death, the existence

~Q
Dfo of good coordination between the different healthcare levels and the AFAs is

~Q(D recommendable.
X
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The Public Administration and the AFAs should continue to maintain and is'@§rove
their collaboration, in order to improve the quality of life of people af@ed by
dementia. §

There must be a close relationship between the tertiary sector @'g the Public
Administration with permanent dialogue, thus favouring thé-exchange of
knowledge both on the needs and collaboration proposals (prog;@ames, subsidies,
agreements, etc.). 2

It is recommendable to continue improving the relatlonshxffbetween the Public
Administration and the AFAs, drafting referral protocol \Eecogmsmg the role of
the AFAs in the training of caregivers and professionals; fostering the creation
of TAG and/or EESG and therapeutic programme@(DH, DC, rehabilitation
workshops) and aid to develop complementary act

EARLY ONSET OR PRE-SENILE ﬁ/IENTIA

The use of neuropsychological test batteri@ validated for this age group is
recommended in the assessment and cha(a@gérisation of cognitive impairment in
people with pre-senile dementia. c’}'\

m

The aetiological study of a patient \XQ’I early onset dementia should include the
study of low incident causes in la@‘ age groups and atypical presentations of

frequent dementias. &
\

It is recommendable for pati S with early onset dementia to be assessed by
professionals with experiencg, in this age group and at centres that have the
appropriate complementar)@ts to carry out this study.

Lacking specific evidelggk in this age group, the therapeutic guidelines
recommended for other@ge groups should be followed, depending on the type of
dementia suffered by& patient.

It is advisable for\\ﬁéople with presenile dementia to carry out the same non-
pharmacologlcalﬁaraples that have proved to be effective in people over the age
of 65. Q

If we wish gggvour their adherence to individual or group non-pharmacological
therapeutigzprogrammes, they must be adapted to the specific needs of the person
with eayléénset dementia.

N

It is regommendable for people with early onset dementia to have access to social-
heagh and health resources that focus specifically on their care.
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ETHICS AND LEGAL ASPECTS OF DEMENTIAS (7?’0

. . O
Abuse of people with dementia Q

It is necessary for health practitioners, the social services and socie@\ifn general
to be concerned and become aware of the abuse that many e:l’zferly people
suffer, whether they are affected or not by dementia. It is a,@sonal, family,
intergenerational, health problem, as well as one of justice an@ man rights. Its
detection permits the establishing of prevention strategies, changes in attitude and
the promotion of solutions. @

B
Health and social services professionals must be trained.and made aware how to
detect, declare, prevent and treat problems derived frogt e abuse of people with

dementia. o)

It is important to identify the type of abuse (actlol@r omission), and determine its
characteristics (psychological, physical, sexual'@onomic).

S

If abuse is suspected, the person must be qu@tloned in private and with delicacy,
given their fragility, bearing in mind state of mind and the fear of the
consequences that discovery of abuse méﬁ entail, in their environment.

For a complete diagnosis of abuse, it iQaKdVisable to evaluate the risk factors, those
that depend on the patient, on the a@lsing caregiver and the circumstances that
O

surround it. N

NN

The possibility of the existen@\of abuse must be suspected, if the person with
dementia is hostile, aggressiysg, provocative, dependent for ADL and there is a
lack of an appropriate suppgtt network.

. N . .
Caregivers must be susperted as abusers if we observe symptoms of anxiety,
depression, strain in th&-task of caring, low cultural level and when the person
they are looking afte}‘z;b very dependent for ADL and/or presents BPSD.

If the person has%cl)ild to moderate dementia, we must get them to give us
information abofi&heir physical and psychic state of health through fluent and
true communi&) on. In initial stages, this can be relatively easy to obtain; in
fluctuating Q@jentia, the most appropriate and reliable moment must be sought; in
advanced sggges, it will be possible to obtain information at moments of lucidity.

(S
A meticulous and thorough clinical examination is recommendable to detect signs
that legﬁ@us to suspect the possibility of abuse, evaluating physical, psychological
and Behavioural aspects.

D

O
t% advisable to be mindful of the possibility of abuse, as this facilitates its
tection and permits protection, prevention and correction measures.

Q

o
&
Y
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o))
We must systematically question aspects related to the abuse of any elderly.@son,
with or without dementia, and use standardised scales to detect it. éb

. . . 2
We must assess caregivers of people with dementia to detect a poss}Ble person

responsible for abuse. Scales can be used to detect it. S
%

. . . . O
Health and social services professionals must be trained to preyvént, detect, care
for, protect, declare and recuperate a person with dementia su@ing from abuse.

)
The fundamental rights of the person to dignity, participatiefy autonomy and self-
determination must be preserved. Xy

>

\
People suffering abuse must be informed, respecting tbﬁr right to confidentiality,
in order to cover their basic needs, and to preserve }l@ir social relationships.

The victim’s demands must be defined and i@?ltiﬁed individually, without
prejudices or value judgements, determining ction strategy and seeking the
best possible solution for all involved in a si on of abuse.

If there is probable suspicion of abuse, th€health personnel must activate the
judicial resources that permit the defen of the victim of abuse. If there are
physical injuries, a judicial report of 1r%nes will be drafted. If there are injuries
or other acute contingencies, the PubQ rosecutor will be informed.

When abuse is detected and diagn d it is recommendable to launch strategies
that permit improving the sr[uatm@)f the victim and of the aggressor. The actions
of the different professionals @'st be coordinated, recording all the data of the
abuse in the clinical record. . 9

To prevent and treat abu B\Savoiding social isolation, optimising patient care,
adapting their home anddyistitutionalising them if the family cannot guarantee
their care, is recommel}@d

It is advisable to at to the abuser, who is often a stressed or sick relative,
or with an excess'v‘é’burden. The burden can be reduced by sharing the task of
caring, removin patient from the family environment, participating in support

groups, guarantéeing rest and offering medical treatment if required.
<

L Advance directives

>

Health a d:gocial services professionals, and relatives must try to discover the AD
of sick @sople to be able to comply with their wishes and respect their medical,
legal and financial preferences.
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It is important to continue informing and raising the awareness of the po u{on
at large as well as of the health and social services professionals, about.tfie need
for able and free adult people to exercise their rights to draw up an ADﬁzment
containing their wishes regarding the care and treatment they accept t %ceive, as
well as the appointment of a valid representative that can decide ofitheir behalf
in each health circumstance, and after death, about the destinatiorb’é' their organs.

It is advisable to draw up the AD document in adult age and be \of sound mind.
D In respect of people with dementia, this must be attempted as“soon as possible to
guarantee their cognitive integrity to the utmost. B

N

Health professionals must recommend the AD documént to their patients, and
insist upon it especially if they detect emerging cognitiye impairment.

It is recommendable for the AD document to inclu@géverything that is important
D for the person, bearing in mind that another per: @\@, to whom they delegate, will
have to take decisions in their name, following'&ir own indications.

To make it easier for a person to have access &he AD, the AD document must be
registered in the autonomous community.ag?l at the National Registry Office for
advance directives or AD of the Ministr;@f Health and Consumer Affairs, and it
must be attached to the clinical recor(% a\ﬁﬁ to the health card.

X
Evaluation of (%m etences
- Co p

The utmost efforts should be ma@e\\{[o maintain the autonomy of people affected
D by dementia, respecting their @sion—making capacity, whenever possible, even
at the end of their days. XZ)

It is recommendable for fiealth and social services professionals, as well as
D the legal institutions thatéﬁtend to them, to use a common language and share

knowledge. (\Q
N

The decision capaci v of any person affected by dementia should be assessed,
using the assessm(') instrument of the Sitges 2009 document.

It is advisable ?nvolve the patient in decisions made about the treatment. The
D patient’s desir@must prevail; however, differences in opinion between patient and
caregiver mast be evaluated.

4]
Total or paitial incapacitation must be used as a legal resource to protect people
with depjentia.

Wh U"carrying out a comprehensive and multidisciplinary assessment of people
D witthdementia, the evaluation of their decision-making capacity must be included,
s, well, if there is appropriate legal protection or not.

o
&
Y
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The ability of people with dementia to drive a vehicle should be assesse,c&géeen
during the initial stages, as an increase in the risk of suffering accidentsgm been

proven. Q

)
Afull psychological evaluation should always be carried out at drivers'@xamination
centres to detect people with cognitive impairment in mild demengi)a.

Health professionals must inform patients with dementia and t@% families about

the risk that continuing to drive may entail. (00

If a person with mild dementia continues to hold a licence Zheir ability to drive
. . . ~\, .
must be reviewed every 6 to 12 months, or earlier if ne&éssary, to evaluate their

risk. S

‘O
Adriving limitation must be proposed when alterationg; although mild, are detected

in attention, orientation, executive functioning or i@isuospatial perception.
Vel

It is advisable to keep firearms or elements that.@wght be dangerous to them or to
third parties, away from people with dement'@ngove all if there are behavioural
disorders. o

- O
People with dementia and their relatives&’?lust be informed of the possibility of
participating in clinical trials. Q0

Va)

People participating in research stiidies must receive extensive, detailed and
understandable information, and they must sign an informed consent.
Fa\

3
Good Clinical Practice Guidel@ must be implemented in research studies.

-

The RCTs should satisfy ‘%ries of conditions: a) correct methodology and
competent research tearit;. b) acceptable risk-benefit ratio; c¢) independent
supervision; d) fair load-distribution, random distribution, with equal probability
of efficacy and safety.@h all groups; €) informed consent and confidentiality; f)
safety guarantees, ar@g) appropriate payment.

N

Professionals ta@ part in research studies must know about the agreements
relating to hu rights and biomedicine as well as the standards established by
international ra\zblical guidelines.

Itis very i portant to respect the autonomy and freedom of the people at the time
of the diagnosis and throughout the entire evolution process, bearing in mind that,
despite&gnexistence of advance directives, people, with age, due to circumstances
and/oralue to the actual disease process, may change their way of seeing things,

46

and fius change their decisions.
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Beginning the incapacitation process must be recommended when the de@ﬁtia
progresses and the cognitive and/or behavioural impairment determifies the
taking of inadequate decisions that might harm the person affected b&mentia
and their environment.

£
The incapacitation process must be the result of a multldlsc1plln@' evaluation,
and must contemplate multiple aspects such as diagnosis, cliniqaéﬁanifestations,

degree of dependence, social aspects, use of services and evolu@m of the process.

N

Aspects relating to the patient’s legal protectio @
NG

According
to
applicable
legislation

X
To request the incapacitation or modification of the cap@y to act, the procedure
laid down by the Spanish Procedural and Civil istration Law must be
followed, whereby, based on a demand, the case igstudied, challenged and the
judge gives judgement. Q\)\Q

v

O
People with mild cognitive impairment and mitid dementia should be advised to
protect themselves through decision—makinggowers, or giving special power or

writing the advance directive document. (g)
NN

Any person with dementia, who still ha@ﬁfﬁcient capacity to act, should appoint
a guardian, foreseeing the possibilitgﬁf being declared incapable. What is more
provision referring to their personzl care or the administration of their assets,
identifying any person who sh not be appointed, under any circumstances
should be adopted. ,_'\Q

People with dementia who Ve lost their self-management skills, should have a
legal representative or guardian to protect them, and substitute them.

g
People with dementia “with a reduced decision capacity should name a
representative who shgl? care for their conservatorship, accompanying them,
advising them and l@ing them take decisions.

People with den@ia with a reduced decision capacity should name an
administrator f@heir estate to administer their assets if these are considerable.

A judicial defender of the person with dementia must be named, to cope with
urgent situations if a tutor has not been named or when important differences

arise betwéen guardian and the ward.

o
L Restraint of the patient

Cn

"4
It igrrecommendable to prevent and detect psychomotor agitation and

a ssiveness of people with dementia at an early stage and treat it. The
asures to be followed may be pharmacological or non-pharmacological,

thing mechanical restraint if required.

o
&
Y
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The use of atypical antipsychotic drugs is recommendable as a @\rjl)ary
pharmacological treatment of psychomotor agitation and aggressiveness @eople
affected by dementia. Q

When it has not been possible to control a person with dementia witltpronounced
psychomotor agitation using verbal and/or pharmacological measl\ly}es, and they
continue to be dangerous or at risk of causing harm to themsq]éé or to others,
mechanical restraint (MR) must be proposed. ~\Q\

Approved fastening elements must be used in the MR, in @greement with the
legislation in force, and they must be in perfect conditions IefBe effective and safe.

To achieve adequate and safe MR, a coordinated team ?6\?6quired, comprised of
four or five well-trained people, who secure patients properly, taking care not to
harm them, and acting calmly and with serenity, but anly and surely. Throughout
the entire MR procedure, all those measures aime@'preventing direct or indirect
complications must be maximised, guaranteeing {k& patient’s comfort, privacy and
respect. The MR measure will be stopped as s@n as possible, and progressively,
when the symptoms are under control.

MR is a therapeutic physical restriction mqgéure that must only be applied under
medical prescription. It must only be ng\cd if other restraint methods are not
applicable or have failed. Its objective\q@ to protect the actual patient and other
people, objects or surrounding enViro\ ent. It cannot cause greater harm than the
harm aimed to be avoided.

@

(&)

Excessive use of MR should be ax@\'ded in people with dementia, only using it when
it is really justified, either due @he intensity of the symptoms and the possibility
of them harming themselves @ others. It must be as brief as possible to preserve
the dignity and freedom o‘f& person and reduce the risk of complications.

It is advisable for the MR to be a shared decision, agreed upon by the other
members of the inte(déc\lplinary team. The parentage details, the type and date
of application of the*measure, the reason for the restriction, the care guideline
to follow, the perigdicity of the controls, as well as the information given to the
patient and to thé€Xfamily, and the informed consent, must be described in the
clinical record,g signed by the physician.

The MR mug@be used in the following cases: To prevent injuries to the actual
patients and to other people around them. To avoid interferences in the treatment
(routes, bes, etc.), and material damage to the patient’s surroundings. To
avoid e@} pes and prevent falls, and maintain the correct position of the body. To
achieve the centre’s organisational objectives. To maintain a comfortable social
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The contraindications of MR must be respected and it must not be cam@%ut
if not explicitly indicated by the health professional responsible, o tﬁ" there
are medical orders not to apply it. It must not be used, either, ifcthere are
equally effective alternative measures or procedures that have not been tried. It
must never be used as punishment or as a show of force, or as a"sgbstitute for
surveillance, or for the exclusive convenience or comfort of the professionals
caring for them. S

It is advisable for the MR to be maintained for a short pe@d of time (hours,
days), monitoring the patient to guarantee adequate.@bservation to avoid
risks and complications. When appropriate control hasdeen achieved, it must

gradually be brought to an end. S

As restraint measures affect people’s freedom @f movement, and their
freedom of decision, and they are not free from plications, before starting
to apply them, the legal regulations that gov@} them must be carefully and
strictly observed and enforced. The action glt contemplate the principles of
beneficence, non-maleficence and justice,@qd respecting the right to personal
autonomy. Q

People with dementia with severe bg%gwioural disorders that entail a risk
for the actual patient and/or for the/people around them, and which are not
adequately controlled in outpatienfs (primary and specialised care), should be
admitted into specialised units to %ntrol the crisis and enable the family to rest.
Admission into these centres sheuld satisfy the dual objective of diagnosis and
treatment. N

Admissions in order to cpa_.;\r{)l crisis situations must be as short as possible,
guaranteeing, at the time;@ discharge, that the symptoms have been controlled,
that the environment the receiving family are adequate, the caregiver’s
burden has been redueed and support measures for them to continue with their

According to

task of caring have Béen established.
ol
¥
The legal reguiation that protects people who are involuntarily submitted to
admission @t hospital must be respected. The opinion and consent of the

applicable | family wiilbe required as well as the judicial authorisation before carrying out
legislation | the admigsion. The reasons must be suitably justified, ensuring their beneficence
and respect for the dignity and freedom of the person affected.
>
(go
%mvoluntary internment is urgently required, for a person with dementia and
D {pySevere behavioural disorders, it will be the physician attending to that person
¢ who shall take the decision. In this case, the person responsible at the centre
o(’b must inform the competent court as soon as possible.
&
&
<
AN

CLINICAL PRACTICE GUIDELINE ON THE COMPREHENSIVE CARE

OF PEOPLE WITH ALZHEIMER'S DISEASE AND OTHER DEMENTIAS

49



&5
CARE OF PEOPLE WITH ADVANCED DEMENTIA AND AT END-OF-LIFE d%;&GE

D

The term SEAT can be used in advanced degenerative dementia in term@’ phase,
which corresponds to stage GDS 7. S

=

Evaluate the stage of SEAT using the Gold Standards Framework (G@J instrument.
The GSF is recommendable to find out the expectations of the cageéi)vers regarding
the death of the patient, the need to establish palliative measure@\bhe limitation of
the therapeutic effort, and about the consumption of resource%\?omplications and
crisis situations. X%

impairment is severe and there is severe dependence the BADL, there is no
possibility of therapeutic benefit with the specific t@atment, there is multiple
comorbidity and a suitable nutritional status cannofd maintained.

Advanced dementia must be considered as terminé%ementia if cognitive

Q
To establish a life prognosis of less than 6 m@%ﬁs in a person with advanced
dementia, parameters with predictive power.miust be identified, such as degree
of cognitive impairment, degree of functionai-disability, presence of malnutrition

and presence of systemic complications nd omorbidity.

Palliative care must be implemented in f& management of people with dementia,
and this must be introduced early onQ%ter carrying out the diagnosis and it must
be prolonged and increased as the d@ase progresses.

Y
The aim of palliative care isrgelieve physical and psychological suffering,
provide quality of life and corisider death as a natural process. Psychosocial and

spiritual aspects must be in&egvated, giving support to relatives.

S

Health and social service grofessionals must be prepared to offer palliative care to
people affected by dementia.
o

All people with ad snced dementia must be provided with PC, whatever the

healthcare level thafls being applied.

Healthcare cont@ty must be maintained in PC when there is a change in the
healthcare lengf the person with advanced dementia.

Health orga)@jslgltions should foster training of all professionals to provide basic
PC. @

Health - §fganisations must guarantee accessibility to specialised PC when
neces;lq(ﬂ/.
4

Coofdination between the different services and healthcare areas must be
guial anteed, as well as continuity of palliative care.
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&)
Initial management of delirium must include the identification and treatmen\t'Sf the

D triggering causes, as well as appropriate information for relatives and c@ivers,
and an evaluation of the need to use pharmacological treatment. §
B Haloperidol is the drug of choice for treating delirium in patients in ;g"}‘?ninal phase.
Cy
N o D
C Benzodiazepines are effective in the management of dehs@m with marked
agitation. 1)
Cn
%
D The use of haloperidol and atypical antipsychotics mustibe avoided in patients
with PDD and DLB, due to the risk of extrapyramidal @Ctions.
‘O
In people with advanced dementia at end-of-life stage due to a concomitant
D process, the diagnosis of depression must be based on the clinical observation,
the information provided by relatives and, if pq%?éle, the use of specific scales.
AN
J
B If necessary, antidepressant drugs, such as($SRI and tricyclics may be used,
bearing in mind the possibility of central a@bholinergic effects.
S
D Psychostimulants such as methylphenié{e, dextroamphetamine, modafilin and
pemoline may have a fast response an@gare well-tolerated.
D Treatment of dysphagia requires jl@vidualised assessment of each case in order
to identify and if possible, treat {@ cause.
The diet must be adapted to the efinical characteristics of the dysphagia. In the case
of liquid dysphagia, thickeness may be effective. A soft diet that adapts as much
D as possible to the patient’s\ﬁstes is recommended. If the patient collaborates, the
adoption of postures that Facilitate swallowing with the supervision of the speech
therapist is effective.
S
D Whenever possibl.e(&]uids must be administered orally.
AN
The parenteral @ninis‘[ration of liquids during the end-of-life stage must be
D carried out we%hing up the advantages and disadvantages, and always after
discussing itwith relatives.
LN
The use cggé nasogastric probe or permanent percutaneous gastrostomy must be
B assesseddndividually and with caution in patients with advanced dementia, as
there bS vidence of a bad relationship between benefit and risk.
N
Th@%resence of pain must always be suspected in advanced dementia. This
C st be assessed through the patient’s behaviour, observation of relatives and
Cgépropriate scales such as PACSLAC and DOLOPLUS.
4]
& The use of the WHO analgesic ladder guideline is recommended for the
D¢, pharmacological treatment of pain in advanced dementia, and, if necessary,
(87 adding adjuvants.
AN
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It is recommendable not to treat pneumonia with antibiotics in a pers@mth
advanced dementia as it does not entail a benefit. ?@

Hospital admission is not recommendable to treat pneumonia in a pb{rzson with

advanced dementia. O
h.

Treatment with antibiotics is recommendable in people with adZnced dementia
who have breathing difficulties due to over-infection of bronc@] secretions.

o]
To prevent the appearance of pressure ulcers, there must besfrequent changes in
posture, using mechanical protections and maintaining a¥good state of nutrition,

hydration and hygiene of the skin. S

The psychosocial well-being of patients with life-threatening chronic diseases
must be evaluated on a regular basis. Q

The psychosocial assessment of patients in PC s];@vu'jld include the following fields:
Aspects related to the moment in life, the ning and impact of the disease,
coping style, impact on the perception of or@self , relationships, sources of stress,
spiritual resources, economic circums@es, doctor-patient relationship and
social resources network. KS

Health and social services professQlBals attending them should offer basic
emotional support. ’_(}

S
People with significant levels of@chological suffering should receive specialised
psychological help.

.{_‘,
The team attending peopléSvith dementia must bear in mind their beliefs and
spiritual needs. o

In the absence of ap.@;)riate evidence about what is the best way to provide
spiritual support, Q&ring this support as an integral part of the care is
recommended, whatever the care context, and with an approach based on the
principles of eff@ve communication.

It is importar@% consider cultural differences with respect to spirituality, but
this does notSustify a lack of attention to these aspects in people who belong to
different %@tural or religious groups to our own.

Caregii'g?s must be offered the possibility to express their needs for support and

inforré@ation.

Idefitifying the most vulnerable or depressed caregivers is recommended in order

4o offer them intensive psychosocial support or specialised services.
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CARE OF PEOPLE WITH DEMENTIA \\'QU)

AND THEIR FAMILIES DURING THE FINAL DAYS OF THEIR LIV]@@

Appropriate care during the final days of their lives should include: §

O
e Informing the family and caregivers of the situation of ap.;i?oaching death
and, in general, provide the necessary information that a(}aét% to their needs.

e Explaining and agreeing to the care plan with the patient{and whenever pos-
sible, with their families. (7))

e Evaluating the medication the patient takes, suspeng{l%’g non-essential drugs,
after explaining the reasons for this. >

e Treating symptoms that produce suffering. T]}§necessary drugs must be
available if the patient is at home. Q

e Interrupting unnecessary or futile intervent~i§s or tests, according to the pa-
tient’s desires. Re)

S
e Evaluating psychological, religious an@iritual needs of the patient, family
and caregivers. )

e Providing care in a quiet atmosp@ie, respecting privacy and facilitating
proximity with family and friendﬁ?

e Providing the channels and re@ces necessary both for hospitalisation and
for home care. (}

- O

N
Referral of patients with complicated grief to specialised services (psychology,
psychiatry, etc.) is recommended for them to receive specific and structured care.

2

Regular monitoring is nﬂlc%mmended in risk grief, with emotional support,
individually evaluating E\Q need for specific and structured psychotherapies.

- O
N . . .
Formal or structuredc()ﬁfterventlons are not recommended in normal grief.

N
In normal grief@oviding information about the grief and about the available
resources is recéinmended, as well as basic emotional support.

Q
Professiona‘i&:aring for patients at the end-of-life stage as well as their relatives,
should ha¥€ access to elementary training in grief, which will enable them to
provide Basic care to the grievers, understand and explore their needs, evaluate
the rigléof’actors, detect people with complicated grief and refer them to specialised
Service.

D
(

N

Ing? person with advanced dementia, the existence of a concomitant process must
suspected if the progression suddenly speeds up and above all if there are

Zﬁmpredictable changes.

&
L
N

When considerable worsening appears, regardless of the cause, a series of factors
must be evaluated that may affect the therapeutic decision, always bearing in
mind the values of the person and of the family.

N
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It is recommendable to evaluate the possibility of therapeutic limitation@J)the
dementia has reached a very advanced stage: FAST of over 7c in AD; ben the
Barthel index is O; if the progression is very fast from the onset; if the infegtions are
serious, repeated and with no relevant benefit with the treatment; if the)lysphagia
is problematic, with malnutrition and/or dehydration, and if there aré refractory
pressure ulcers. Cy}'

v

s

\"4
Whatever their location, it is recommendable for patients with a@ced or terminal
dementia to receive palliative measures to improve their cofsfort, suffering and

quality of life, insofar as this is possible. &
M,

N

Cardiopulmonary resuscitation is not indicated in peopledwith advanced dementia,
as it is an extraordinary therapeutic measure that doesgjot provide any significant
benefit. Q

oy

N
Neither artificial respiration nor dialysis are rece&fmendable, either, in advanced

dementia, because they provide no benefit. (_$
N

At the end-of-life stage of patients with advageed dementia, the use of intermediate
range therapeutic measures (intravenous(éfusions, administration of antibiotics,
artificial feeding, hospitalisation and exggation of unnecessary diagnostic tests) is
not recommended. Q&

N
The use of intermediate range th@eutic measures should only be considered
on those occasions when they ca@educe suffering or they are the only available
resource. O

It is recommendable to giveé&ormation and support to caregivers of people with
advanced dementia for the.g\l' to continue assuming their work as caregivers, take
decisions, adapt and en%gge more.

Informing and com \icating bad news to the caregivers of people with dementia
at the end-of-life @e requires adequate preparation of the professionals.
Ne)

The participatied) of patients and caregivers in decision-making at the end-of-life
stage must l{&‘fbstered.

If patient%%re not able to decide at this end-of-life stage, the advance directives
expressed by them or their wishes included in the clinical record, or else the
opini%’er)f their legal representative and/or closest family, must be contemplated.

N
Ian?ﬁling the team of the decisions adopted at this end-of-life stage is
[{eJ mmended, recording the process in the clinical record.

DQIf there are doubts during the decision-making process, consulting other expert
professionals or the healthcare ethics committee is indicated.
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It is recommended for the medical team attending to the patient at this @’-"of—
. . XS
life phase to request the post-mortem neuropathological study to confirm the

D diagnosis (above all in those cases where there is not an accurate diagmgsis, or if
a prion disease is suspected or any other disease of compulsory declﬁtlon) and
foster the investigation. 9

M

DIFFUSION, TRAINING AND RESEARCH INTO Q)Q
THE CARE OF PEOPLE WITH DEMENTIA *Q\

Diffusion . (00)

X
S
v Information about dementia through the media must be based on ethical principles
and good practice. 100}
(/)

The existence of specialised journalism in hezlth issues is recommendable.
The media, competent professional assomatlolﬁ and family associations must
collaborate in fostering good information ab?x;;ﬁdementla

Training Cg)

It is recommendable for health scienceé}\aniversity students to receive general
training in dementia, in aspects such f@pidemiology, pathophysiology, clinical
manifestations, diagnosis techniques* harmacological and non-pharmacological
treatment, on the needs of the pat s and relatives, and resources available, as
well as on associated ethical and(@gal aspects.

Health vocational training mg-s’t guarantee the acquisition of theoretical and
practical knowledge, as weklias positive attitudes of respect and tolerance, to
appropriately manage dergé‘n ia.

VT health personnel @&i’st be prepared to carry out continuous ecological
4 stimulation aimed at.@iaintaining the capacities of the individual affected by
dementia at a maxirfium level, delaying the decline of the person affected and
giving informatigfﬁ out the management and resources in dementia.

All health and sotial services professionals must update their knowledge to be
v competent in ¢heé comprehensive management of dementia. Dementia must be
addressed i#<an interdisciplinary fashion, providing care seamlessly from the
moment it® detected until the end of life.

All heai@md social services professionals integrated into the specialised care of
v peopl% ith dementia must receive specific training that will cover aspects related
to thé*diagnosis and treatment, needs and resources available, ethical and legal
as_&bts and the need for it to be managed in an interdisciplinary manner.
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Research ’§

Y
The collaboration of everyone involved (health and social services p::?sionals,
patients and relatives) is important to make a joint effort in the study research
of dementia. O

M,
Researchindementiamustbe promoted and fostered fromthe publi@ministrations,
the governing bodies of the State and of the autonomous com ities; it must be
coordinated with other countries and it must favour the exchgnge of knowledge
between the different teams that work in the same research.$ine in dementia.

&N
The three healthcare levels, PCT, SDCT and the soci@-\health network should
participate in research in dementia; to this end, trainir}§in research methodology
is required. @
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1. Introduction N
§

Dementia as a clinical syndrome is characterised by an acquired impairment affe@lg more than
one cognitive domain, which represents a decline from a previous level that is sZgious enough so
as to affect personal and social functioning. In the majority of the cases, behav@ural and psycho-
logical symptoms are added. §

All the epidemiological studies have confirmed that age is the main rj Pfactor for the devel-
opment of dementia; in such a way that both the prevalence and the ing:.j@ence practically double
every 5 years as from the age of 65.1 Given the increase in life expe@noy and the progressive
ageing of the population in developed and developing countries, demgiitia is understood to repre-
sent an enormous challenge for the public health systems of these @cieties.

Different systematic reviews (SR) on epidemiological stﬂ@es performed in Europe have
concluded that the prevalence of dementia (percentage of siql&eople within the population at a
given time) varies between 5-10% among the population of Over 65 23+ and that there are about
5 million sick people.5 There is also coincidence in the facg-/&lat Alzheimer’s Disease is the most
frequent dementia (60-70% of the cases, followed by Va@lar dementia, 12.5-25%).}

In Spain, epidemiological studies on the populat@ over the age of 65 have shown preva-
lence figures that vary between 5 and 14.9% and inth¢ group of over 70s, between 9 and 17.2%.
%7 A recent SR coordinated by the National Epidemiology Centre concludes that the prevalence
in the Spanish population over the age of 70 is J@%, a similar figure to that of other countries of
our environment.® . \Q\

These are relevant data for the Spanish@}ciety, as it is one of the societies in the world that
has aged the most due to the increase in lifg expectancy that has caused the spectacular social,
economic and health advance experienceerover the last 50 years. The proportion of people aged
65 and over in Spain was 16.5% in 20G8” and it has doubled over the last 30 years; the Spanish
population is the seventh most aged ng European countries. Furthermore, the population seg-
ment of over 80, the most susceptible to dementia, is the segment that has most increased.'®

If an average prevalence of:7% is calculated, it can be concluded that there are approximate-
ly 500,000 to 750,000 people With dementia in Spain.®’ The case of pre-senile onset dementia
would have to be added to thesg figures, but we have no epidemiological studies in Spain and they
are very scarce in Europe. Astudy conducted in London found a prevalence of 52/100,000 and
that the main causes of présenile dementia are Alzheimer’s disease, frontotemporal degeneration,
post-trauma dementia, aicohol-related dementia and dementia associated with infection due to
human immunodeﬁci&&y virus (HIV)."

Dementia has @direct impact on patients but it also has an enormous repercussion on their
social environmega causing considerable moral, physical and economic harm to the family unit.
In this sense, dementia must be addressed as a true family disease, and as a disease of society.
Caring for peﬁ@le with dementia and their relatives requires a multidisciplinary approach, with
active partiqz’?mtion of the professionals involved; it must be comprehensive and it must guarantee
healthcaré%ontinuum so that the participation of each professional and resource adapts to the
changing,needs of the patient and of the caregivers at each stage in the evolution of the disease.
The s ard must be a coordinated, flexible and effective exchange of knowledge and resources
among professionals from the social-health area, placed at the disposal of sick people and of their
caregivers.
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Having common consultation elements may help enormously towards this coordinatp@ork.
The main aim of this clinical practice guideline (CPG) on Alzheimer’s disease and other f¢mentia
is for it to be a consultation tool that will provide every one of the professionals invged in the
care process of people with dementia and their caregivers with effective answers, ifi;éach situa-
tion and at every moment of the disease, from the mild cognitive impairment (MCD) stage to the
terminal stages of the disease. It also aims to be a learning, training and dissemi@tion tool.

Recommendations are given in this CPG on care of patients with Alzh¢ifier’s disease and
other dementias, such as, for example, vascular dementia, Parkinson’s disease¢ dementia, demen-
tia with Lewy bodies and frontotemporal lobar degeneration. References t Gther dementias, such
as Huntington’s disease, other degenerative dementias, post-trauma .dé,h'lentia, HIV-associated
dementia or metabolic-deficiency dementias are not so broad, but the pajority of the recommen-
dations are also valid for them.

The ambition of this guideline is to cover a national field and @has some characteristics that
make it special: it has been demanded by the Spanish Federatie’q%f Associations of Families of
Alzheimer’s and other Dementias (CEAFA), supported and _F&nced by the Ministry of Health
and Social Affairs, and drafted by representatives of all th vofessionals that work on a day-to-
day basis in the field of care of people with dementia, boti+on the health side and on the social
side. .O

Recommendations are given in this guideline and(}é most frequent questions asked in regu-
lar clinical practice are answered: how must a fast a%garly diagnosis of MCI and of dementia be
carried out, how to select the neuropsychological tests and the laboratory examinations that adapt
best to each case, how must patients and their relagives be informed about the diagnosis, progno-
sis and resources, what pharmacological and @—pharmacological treatment options exist; how
to prevent and treat behavioural and psychdlogical symptoms of dementias (BPSD), how must
the monitoring of the disease be carried ougphow must the strain on the caregiver be prevented,
what is the role of cognitive stimulation,#Hat options are correct in the terminal stage of the dis-
ease. It also aims to give adequate inforiiation about the best coordination between the different
healthcare levels and about the role ofthe social-health resources, especially in advanced stages.
Finally, it responds to questions ofi~genetic counselling and on multiple legal and ethical type
aspects that usually arise through@ the disease.

The recommendations of ﬁhB? guideline have been drawn up based on the best available evi-
dence in medical literature angjon the recommendations of experts when no conclusive evidence
existed. Finally, the complet@ document has been reviewed by experts of acknowledged national
prestige in the field of detientias. The methodology of the guideline has been supervised by the
Agencia d’Informacio, &’aluaoio i Qualitat en Salut (AIAQS) of the Department of Health of the
Generalitat of Catalonfa:

As in any CPG@, however good the methodology used in its preparation, its use must not
prevail over the responsibility of the professionals when taking the decisions that adapt best to
patients’ circu nces,

always ré’ﬁ)ecting their opinions, values and beliefs, and always or, whenever possible, con-
sulting thei@gal representatives.

Imp.qg’ant advances have been made over the last few years in clinical genetics and diagnosis
techniques, through studies in the cerebrospinal fluid (CSF) and neuroimaging tests; publications
ont ficacy of new drugs are also being awaited. This tendency is undoubtedly going to con-
tinu&in coming years, so this guideline will have to be revised and re-published within 5 years
at the latest, if any significant advance is made, although an earlier update of its online version is
not ruled out.
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2. Scope and objectives

Target population
O
N
This CPG focuses on the comprehensive care of people affected by dementi@hatever the age of
onset of the process, of their relatives and caregivers. People under the age of 65 are included as
they have different clinical manifestations and considerable social repe,n\@tssion.

The clinical entities that are addressed with greater detail are: Alzheimer’s disease (AD),
vascular dementia (VD), Parkinson’s Disease Dementia (PDD), dementia with Lewy bodies

(DLB) and frontotemporal lobar degeneration (FTLD). @
§
@
Field of action Q)
&
Spanish National Health System (SNHS). §
Q&
Q
N
Healthcare Levels P
N
$

Primary care team (PCT), specialised dem@a care team (SDCT) and health and social care
(HSC).

OF %/S

Aspects included  §
S

Clinical areas: prevention, detecédn, diagnosis, genetic counselling, pharmacological and non-
pharmacological treatment, pr@msis, health and social resources and aid, monitoring and care
at end-of-life stage.

Family and professional cafegivers: Information and training for caregivers. The co-therapist car-
egiver. Needs and burdem of the caregiver. Caring for the caregiver. Free time. Associationism.
Other areas: Legal anﬁthical aspects, and considerations related to teaching and research.
&
. Q)(D
Intervengéms

This CPG (ig)?udes the following treatments:

. §_§eciﬁc and symptomatic pharmacological treatment
\QQNon—pharmacological treatment

<3 Concomitant pathology treatment

* Palliative cures in dementia and accompaniment during the end-of-life stage.
*  General measures

* Training of caregivers and self-help strategies.
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Aspects excluded from the CPG

S
i
3
The CPG does NOT include: \§2
e Dementias secondary to vitamin B , deficiency and normotensive hydro%g%alia
* Dementia associated with infectious diseases: HIV, viral or bacterial i@%ﬁons

*  Dementias due to human spongiform encephalopathies (prionopathi§\

)
Objective >
o
To prepare an evidence-based CPG on the comprehensive care of pgople with Alzheimer's disease
and other dementias, with national scope that offers "systemati developed recommendations

to help professionals and patients take decisions about the mo propriate healthcare, and select
the most adequate diagnostic or therapeutic options to ac&?s a specific clinical condition or
health problem", integrating and coordinating the different'SINHS health devices involved.

&
o @
Secondary objectives Q¢

J
*  Guarantee equity in health and social c@ of people affected by dementia and their fami-

. . ON .
lies, regardless of their age, sex, soc@tatus, education or culture.

* Reduce the variability of clinicaégﬁctice in comprehensive care of dementias, both re-
garding its diagnostic aspects alz\ its therapeutic management.

e  Offer comprehensive and integral care to the people, relatives and their environment, with
a multi-interdisciplinary vi§@, evaluating biological, psychological and social aspects
(bio-psychosocial approac

* Improve the clinical ski-].@’of the health and social professionals involved in the care of
people with dementia @ their relatives.

e Use the most up-to- dte diagnosis and treatment options based on the best scientific evi-
dence and on the gonsensus of experts.

* Assess the effecfiveness, safety and efficacy of the different diagnosis techniques and
of the pharma\ ogical (specific and symptomatic) and non-pharmacological therapeutic
proposals. 9

* Provide ugeful information to the population, people affected by mild cognitive impair-
ment or ¢&€mentia, relatives of the people affected, caregivers, health and social services
profesgionals, and other professionals related to any of the aspects involved in the care of
dementia, to facilitate decision-making.

De@%)lop quality healthcare indicators that permit assessing the implementation of the
IS ommendations established in the CPG.

o Establish recommendations to increase the knowledge of all the professionals involved at
< undergraduate, post-graduate and lifelong training level.

e Prepare general and specific information material for people affected by dementia and
above all for their relatives and caregivers, which will give them a better idea of the
dementia process as a whole and each one of the elements that affects the course of the
disease.
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e Establish recommendations for the participation and development of research in @wn—
tias, from the different healthcare levels, in collaboration with the Umversny’UQnd the
institutes and organisations dedicated to research. Q

S

QO
) &
Main users -9
Q
>

This CPG is aimed at: N%)
S

. . X

*  Health professionals who have direct contact and have to take-décisions about the care of
people affected by dementia (general practitioners, neurolc;gsts geriatricians, psychia-
trists, neuropsychologists, psychologists, nurses, pharmgg ts, internists, physiothera-
pists, occupational therapists, social workers, etc.). L

e  Professionals from other areas that have direct contacg)lth people affected by dementia
(social services, media, justice). Q

e People affected by dementia. @

e Caregivers (relatives or not) of people affected @dementla

The CPG provides information for patients with d &la (Appendix 2) that may also be used by
their relatives and friends as well as by the genera@@pnlatlon
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3. Methodology

o
3
N

The methodology used in this guideline is contained in detail in the Methodology Manual for the

preparation of CPG in the SNS'2.

Q)C)

The steps below have been followed: \.Q\

Formation of the guideline development group, comprised of health professionals, spe-
cialists in neurology, geriatrics, psychiatry, family medicine, n il%psychology, psychol-
ogy, nursing, pharmacy, psychogeriatrics, preventive medici . and public health, foren-
sic medicine and social work, and non-health professional<{lawyers and economists)
involved in the study and treatment of dementia. Some of, them have experience in the

legal and bioethics area, are linked to the Social and H Steering Plan of the Catalan
Departament de Salut (DS) or are specialised in met @logy from the AIAQS. The de-
velopment group has been guided by a coordination te&m. To incorporate the perspective

of relatives, representatives from associations of rélatives and patients have participated
in the development group and in the external Viegpf the guideline.

Formulation of clinical questions following tl{}l;éformat patient / intervention / compari-
son / result. Q

Bibliographic search in: Pubmed/Medli The Cochrane Library, Psycinfo, Scopus,
Tripdatabase, CMA Infobase (Canada), G GuiaSalud Library of the SNS, International
Guidelines Library (GIN), Nationat?ectronic Library for Health and U.S. National
Guidelines Clearinghouse. Timeling; From January 2006 to February 2009. Languages:
Spanish, Catalan, French, Engll@nd Italian. The first phase involved a preliminary
search for CPGs and systematie. reviews in the aforementioned databases. CPGs were
identified and evaluated using the AGREE instrument", after which it was decided
whether to include them as@ secondary source of evidence, apart from serving as an
inspiration and example ny some of the sections of this guideline, due to their rigour
and clarity. This was ¢ d out in agreement with the preparation-adaptation-updating
methodology used in thie"CPG on asthma of the Basque Country.'* part from these CPGs,
consensus documents‘and position papers (recommendations) of scientific societies have
been considered, @pendix 6). A second phase entailed an extended search for original
studies (randomi control trial, RCT; cohort studies, case and control studies, etc.) until
July 2009. Latetysearch alerts were created in Pubmed to identify relevant studies in high
impact biomé;‘lcal journals, and the entire development group was consulted until May
2010, whe{cthe first draft of the guideline was closed.

Assessméiit of the quality of the studies and summary of evidence for each question, fol-
lowing-SIGN (Scottish Intercollegiate Guidelines Network) recommendations.

<

o
&
Y
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Formulation of recommendations based on the “formal assessment” or “reasone X ge-
ment” of SIGN. - The classification of the evidence and grading of the recom ations
have been carried out using the SIGN system. The Oxford Centre for E\L@Je—Based
Medicine system has been used for the diagnosis questions (grade A: Lev evidence
la or Ib [in the guideline it appears as 2++]; grade B: level of evidence II [ifthe guideline
it appears as 2+]; grade C: level of evidence III [in the guideline it app@rs as 2-]; grade
D: level of evidence IV [in the guideline it appears as 3 or 4]) as suggésted by the CPG
preparation manual of the SNS for diagnostic test studies.12 Controﬁi&al recommenda-
tions or those where there was a lack of evidence have been solvedby simple consensus
of the development group. &

X

External reviewers have participated in the review of the secon@’draft. The different scien-
tific societies involved have been contacted (Sociedad Espafiola de Neurologia, Societat
Catalana de Neuropsicologia, Societat Catalana de Mediina Familiar i Comunitaria,
Societat Catalana de Infermeria en Salut Mental, Socié)&ad Espaiola de Psicogeriatria,
Sociedad Espaiiola de Medicina Familiar y Comu@aria and Sociedad Espaiola de
Geriatria y Gerontologia). A

The material, with detailed information about thegfhethodological process of the CPG, is
available at www.guiasalud.es. <
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4 . Definition and Classification of
dementias

>
<
Questions to be answered *Q{)
4.1. What is dementia? @Q
4.2. What is the incidence and prevalence of dementia? X
4.3. How is dementia classified? &
4.4. What are the clinical manifestations of dementia? O
4.5. How does the natural course of dementia evolve? (§

4.6. What is understood by degenerative dementia? %
4.7. What is Alzheimer’s disease? \\Q
4.8. What is dementia with Lewy bodies? . t()Z)
4.9. What is Parkinson’s disease dementia? S
4.10.What is frontotemporal lobar degeneration? O
4.11. What other neurodegenerative diseases are accolg%nied by dementia?
4.12.What are vascular dementias? (}

4.13.What is and how is secondary dementia classified?

Mild cognitive impairment and conversion toct)llementla

4.14. What is understood by mild cognitive@air‘ment MCD?
4.15. What types of MCI exist? @)

4.16. What is the incidence and prevalenée of MCI?

4.17. What are the risk markers for cqf\lzgrsion from MCI to dementia?
4.18. Is there any treatment that modifies the progression of MCI?

Q

9
g
4.1. What is dementia?
<

Dementia as a clinical Q)drome is characterised by an acquired impairment affecting more than
one cognitive domaimywhich represents a decline from a previous level and which significantly
reduces functional@tonomy. Dementia frequently appears with behavioural and psychological
symptoms (BPS]aPalso called behavioural and emotional symptoms or neuropsychiatric symp-
toms.>!

The degentia diagnostic criteria of the Diagnostic and Statistical Manual of Mental
Disorders,&h edition, text revision (DSM-IV-TR)'%!” and of the International Classification of
Diseases®ICD) 10th edition (ICD-10) of the World Health Organisation (WHO)'® (Appendices
11 andgf.Z) state that the presence of mnesic impairment is compulsory. However, certain forms
of defrentia, such as frontotemporal lobar degeneration (FTLD), dementia with Lewy bodies
(DDE), Parkinson’s disease dementia (PDD) or vascular dementia (VC) may not entail severe
memory impairment until advanced stages. This has led to amnesia being excluded as a com-
pulsory element to establish the diagnosis of dementia syndromes. Thus, this symptom does not
appear as compulsory in the criteria of the Spanish Society of Neurology (SEN)" (Appendix 1.3).
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Cognitive impairment must be prolonged; for example, the ICD-10 criteria arbitrarﬂ(gé.tab—
lish a minimum duration of 6 months. Although this timeline is useful for the differentiaidiagno-
sis of dementia with acute confusion syndrome, in regular clinical practice, it is ex@we, as it
prevents classifying as dementia, sub-acute evolution cases that reach intense impairti€nt in a few
weeks or months, as in the Creutzfeldt-Jacob disease (CJD).

N

(@)
QD
Q\

4.2. What is the incidence and prevalence of dementia?
@

N
The dementia incidence and prevalence figures show very variable r 'Sﬂts due to the lack of a
diagnostic biological marker in the great majority of the diseases tiiat cause dementia, and to
methodological differences of the studies. ©

Q
N
¥
N

Incidence of dementia 3

The global incidence of dementia in the world is estimateg,at around 7.5/1,000 people/year.** The
appearance of new cases remains more or less stable u@ 65-70 years of age (< 5/1,000 people/
year) and from then on the growth is exponential (argund 15, 30, 50 and 70-75/1,000 people/
year towards 75, 80, 85 and 90 years of age, respQﬁvely).21 The annual incidence of dementia
in a study performed in Spain was estimated at be%yeen 10-15 cases per 1,000 people/year in the
over-65 population.?? QO

&
Prevalence of dementia {g)

S

A prevalence of dementia in the Europeér population is estimated at around 5.9 and 9.4% in over-
65s, according to data of the Eurodenteonsortium and from subsequent studies.®’The prevalence
doubles approximately every 5 yea‘@ for example, in Eurodem it was 1% between people aged
60 to 65, 13% in people aged 80.@785, and 32% in the 90 to 95 age group. »*A systematic review
of the EuroCoDe group, publish@’ in 2009, showed that the prevalence of dementia in Europe has
not changed significantly withsgspect to the data of Eurodem, except for a greater prevalence in
very elderly women (http://gC.europa.cu/health/archive/ph_information/dissemination/diseases/
docs/eurocode.pdf). N

Prevalence Studie&n Spain have shown figures that vary between 5 and 14.9% for over
65s,°7and between 6§md 17.2% for over 70s, according to a recent review of the National
Centre of Epidemiolggy of population-based surveys conducted in Spain. *In the under-65 popu-
lation, there are few studies; the prevalence of dementia in people aged between 30 and 64 years
living in an area\@f London was estimated at around 54/100,000. ""In general, the prevalence is
higher in wonfén and it increases with age. 5

&

4]
InC|dgoT%e and prevalence according to type of
<
Dentientia Alzheimer's Disease (AD)
The incidence of AD increases with age, from 1-3/1,000 people/year between 65 and 70 years of
age, up to 14-30/1,000 between 80-85,> and it appears to be greater in women. In very elderly

people it is even greater, up to 38.6/1,000 between 85 and 89 years of age and more than 65/1,000
people per year in people over 95 years of age, according to date from the Framingham study.*
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The prevalence of AD is around 0.6-0.7% in Europe at the age of 65-69 years accp@ég to
the Eurodem study, and it also increases with age (1.8% in men and 4.3% in women in the 75-79
age group; 6.3 and 8.4% respectively in the 80 to 84 age group; 8.8 and 14.2% in the S0 89 age
group, and 17.6 and 23.6%% in the over 89 age group).' The prevalence of AD in Qécountry is
around 6% in the over 70s age group and it represents 70% of the dementias.” O

&
O
Q\
VD represents 12.5-27% of the dementias. *’?’Whilst it is estimated that Q)QAD the prevalence
doubles every 5.3 years, in VD, it does so every 4.5 years. The prevalencesf VD is less in women
than in men in the population under the age of 80, and after that the proportion is inverted (0.1%
in women and 0.5% in men in the age range between 65 and 69 yea%? 9 and 1.9% respectively
between 75 and 79; 3.5 and 3.6% between 85 and 89; and 5.8 and 3%6% in the over 90s).?

%

S

Dementia with Lewy bodies (DLB) )

Vascular Dementia (VD)

DLB represents 10-15% of the cases of dementia in the ¢ '@cal—pathological series originating
from specialised units. ®The prevalence of DLB in epideniiological studies varies from 0.1% in
a Japanese study of people over the age of 65% to 5% in @innish study of people over the age of
75.3Two independent studies in Spain showed a preva@\qce of 1%,*"?'that is, around 8.9% of the
dementias. *There are not enough studies to estimate\@le incidence of DLB.

N
v
Frontotemporal lobar degeneration (FTLD)'@CJ

N
The prevalence of FTLD varies between 0%@ a Japanese study® and 3% in a Swedish study on

patients aged 85 years. A study performedn El Prat de Llobregat (Barcelona)*” on people over
70 showed a prevalence of 0.3%, the saie as the study in Islington (London)**. There are not
enough data to estimate the incidence (%FTLD.

§
{0}
&

4.3. How is dementja classified?
Q

Currently, we do not have@j‘s’peciﬁc methodology that enables us to address the classification of
dementia according to “gyidence-based medicine".** The most wide-spread classification crite-
rion is the aetiologicqléi’e. Three main aetiological categories can be considered: primary degen-
erative dementias (Ada\, FTLD, DLB, PDD and others), secondary dementias and combined or
mixed dementias (with multiple aetiology). 3

Other forms“of classifying dementia are based on the presence of other neurological symp-
toms, onset agg or topographic distribution. It can also be classified according to non-clinical
criteria: neutopathological, molecular, genetic.36 A possible classification would be that shown
in Appelzcoﬁ) 1.4 adapted from the SEN CPG (2009). 5

Z
<7
Y
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4.4. What are the clinical manifestations of dementia?gg

>
S
Cognitive alterations c’);@

The clinical manifestations of dementia are heterogeneous due to the ex1ste@ of multiple aeti-
ologies, different lesion patterns and variability in the course of evolution .25@@

Initially, in the typical presentation form of AD, an episodic memél@ disorder appears, be-
cause the limbic circuits of the memory are altered at a very early stag w\/hen the lesions extend
to posterior temporal parietal associative areas, apraxic, aphasic an&pgnostic disorders become
evident.

%

In FTLD and at the onset of the disease, an alteration of@ personality and of the social
behaviour may prevail, due to the impairment of prefrontal ¥égions, or progressive non-fluent
aphasia may stand out, due to affectation of the perisylvian rontal portion of the dominant hemi-
sphere, or an outstanding language impairment in the form‘ef progressive fluent aphasia (seman-

tic dementia) due to greater initial affectation of the temg&’al lobe of the dominant hemisphere.
S

The impairment of the so-called executive functi \(')r series of cognitive skills is frequent in
the different types of dementia. These permit anticiqﬂng and establishing goals, designing plans
and programmes, the start of activities and of me operations, self-regulation and monitoring
of tasks, the exact choice of behaviours, Cognit'k flexibility and their organisation in time and

space. Q

Mnesic impairment may appear in ® type of dementia at any time of its evolution.
Generally speaking, when the cortical re ions are more affected, it is normal to find, in different
combinations, aphasia, apraxia, agnosid.amnesia and affectation of executive functioning. This
occurs in degenerative cortical demen& such as AD and DLB, in lobar atrophies that occur with
progressive aphasia or progressive a@xia, in corticobasal degeneration (CBD) or posterior corti-
cal atrophy and in any other demergi’a whose lesions are preferably located on the surface of the
brain (many cases of multi-infar’q&ﬂementia and other processes due to non-degenerative cortical
focal brain lesions). When the@eration prevails in subcortical structures, such as, for example,
in subcortical VD or in progréssive supranuclear palsy (PSP), the mental processing slows down
more (bradypsychia), there<s'a gradual reduction of sustained attention and verbal fluency, mne-
sic evocation difficulties s?’npairment of executive functioning and, because of the affectation of
projection fibres origin@ﬂg from motor and premotor cortex areas, hypokinesia and pseudobul-
bar symptoms appearz;"

&
Q)(O

Behaviou QgFend psychological symptoms of dementia (BPSD)

Appro@&\mately 80% of patients with dementia present BPSD at some moment of its evolu-
tion. *In e cases, their presence makes diagnosis difficult, but in others they help differenti-
ate the t¥pe of dementia (question 10.4.1). For example, disinhibited social behaviour, eating or
sexuaté:iaviour disorders, compulsions, stereotyped behaviour and apathy are more common in
FTED. ¥Psychotic symptoms are frequent in DLB, especially visual hallucinations. In DLB and
PDD,
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behavioural disorder associated with the REM sleep phase is typical. In subcorgi@pre—
dominant dementias (PSP, CBD, some forms of VD), apathy or pseudobulbar symptor@uch as
spasmodic crying or laughter are frequent. le;

L
People with dementia are vulnerable to changes in their environment, whic}(]g?nay cause a
worsening of both the cognitive deficiencies and the BPSD.*? Y

C"},
Q9

Q\

N
Other symptoms 2)
-9
Some diseases that occur with dementia present other accompanying symptoms that help diag-
nose the type of dementia, such as parkinsonism (DLB, PDD, PSP, (é%), motor neuron signs (in
some cases of FTLD), involuntary movements (such as in HD), cef&bellar syndrome (spinocer-
ebellar ataxias), autonomic disorders (DLB, PDD) or release of &imitive reflexes (AD). In the

case of AD, motor manifestations are scarce .53 (Z\)\
Y
N)

O

@
4.5. How does the natural course gﬁ’ dementia evolve?
0

S
Neurodegenerative origin dementias have in comr@n a normally insidious start and progressive
evolution. ‘ C()b

In initial stages and in the majority of sh§\cases, AD is characterised by an affectation of
the memory for recent events, and later on (@éficiencies in other cognitive functions appear, as
well as a progressive impairment in adva &@d, instrumental and, finally, basic activities of daily
living. This is followed by an impairm f motor functions, with the appearance of gait disor-
ders, tremors, myoclonia, sphincter inédntinence, dysphagia and, finally, immobilisation of the
patient and death due to an intercur(eébcomplication such as thromboembolism or infections. The
spontaneous evolution of the dised$e varies between some patients and others, although it does
not usually last for more than 13 gears. The presence of plateaux has been described through the
course of evolution and mood fitictuations, although these are more frequent and marked in DLB,
so they have even been incorgorated into the diagnostic criteria for this disease.*’

FTLD, DLB and Parkdgéon dementias (PDD, DCB, PSP) also naturally evolve towards pro-
gressive worsening, ofte,aggravated by the presence of the extrapyramidal syndrome, of other
motor alterations (dysphdgia, dysarthria) and of autonomic dysfunction. The evolution of FTLD
is often accelerated bgsthe co-existence of a motor neuron disease .**

BPSD comp ’o')te the evolution and are the frequent cause of early institutionalisation and
the need for ph cological treatment which sometimes worsens the cognitive deficiency. BPSD
may already Qscur in initial stages, above all in FTLD, although they are also frequent in AD
(apathy, irritability, affective disorders), when they tend to become more frequent and severe as
the disease&l‘ogresses 54445

Thg}%volution of VD is less predictable. Certain stability is often observed for longer or
shortg&eriods of time, although a new vascular event may cause a sudden decline of the cog-
nitive.function, like a step. These stability periods have been objectified in some clinical trials,
probably due to the better management of the cardiovascular risk factors. On other occasions, the
evolution pattern of VD, especially subcortical type, is a progressive impairment similar to that
ofdegenerative dementia. 4SStrategic infarct dementia usually has acute onset. Some symptoms
may improve over the first few months and the residual picture tends to remain stable.
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The natural cognitive evolution of the three main types of dementia (AD, VD aq@B),
measured with a simple screen test such as MMSE, shows a similar impairment rate q%\elose to
3-4 points a year. % (?

The evolution of secondary dementias will depend on the cause and how qu'Blay the treat-
ment, if any, is established. A
. . . )
There are different scales to measure the evolution of dementias and thad are used for the
clinical monitoring and assessment of the therapeutic response in clinical tr@ question 8.4).
)

-9

%
: : > .
4.6. What is understood by degenerative démentia?
@

Degenerative dementias are diseases characterised by neuronal@ﬁd synaptic loss and by the ac-
cumulation on the brain of intra and/or extracellular insoluble@rotein aggregates (question 5.1).
Each type of protein deposit tends to follow a topographi tern that is correlated to the clini-
cal characteristics that define each type of dementia. Dementia may be the predominant clini-
cal manifestation, as in AD, or form part of the clinica&picture without being the predominant
manifestation, as in Parkinson’s disease. The majority {gﬁdegenerative dementias are diseases that
appear at older ages, from 65 years onwards, and sq:adically, although there are hereditary and
early onset forms in almost all of them. They stast_insidiously, and continue to evolve progres-
sively and irreversibly.® . (()b

S

&
4.7.What is Alzheimer’%ﬁisease?

AD is a degenerative type clinicah@hological entity that evolves progressively, which is clini-
cally characterised by cognitive ifipairment and dementia, and neuropathologically by the pres-
ence of neurofibrillary tangles and neuritic plaques. It is the most frequent type of dementia,
representing up to 70% of thexdementia cases. In the majority of cases, the presentation is spo-
radic, but there are familial gAses, some of which are associated with known autosomal dominant
transmission mutations.**3C

The main symptOIQ,Qf)f AD is the loss of episodic memory, which is initially expressed by
greater difficulty to register new information. Later on, aspects of speech, visuospatial skills, con-
structive capacities Jyiotor praxis and executive functioning are affected. Although AD typically
occurs as a loss q@‘nemory, there are infrequent atypical onset forms that occur with a frontal
syndrome, a pictéte of progressive aphasia, progressive apraxia or a visual agnostic syndrome
due to posterios cortex atrophy. As the disease evolves, there is a progressive loss of autonomy
in the normaliactivities of daily living. The majority of patients also present behavioural and psy-
chologicalgymptoms. These may already appear in mild stages although they are usually more
obvious ifrmoderate and advanced stages. These symptoms are important due to their frequency
and thejyimpact on the patients’ quality of life of the patients and on the burden of caregivers. The
clin'\xigﬂ\ criteria for the diagnosis of AD are described in Appendices 1.5-1.7.
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4.8. What is dementia with Lewy bodies? ;§O’
>

DLB is clinically characterised by the association of fluctuating dementia-cognitive dgipairment,
parkinsonism and psychotic symptoms, and pathologically by the presence of Lewy bodies and
neurites in the brain cortex, and normally, too, in subcortical nuclei. 6’47Demenyfia usually oc-
curs with fluctuations of cognitive deficiency and level of awareness. Parkinsgjiism is typically
predominantly akinetic and usually symmetric with early alteration of gait \)ugh this may be
absent in up to 25% of patients with pathologically confirmed diagnosis, thils making diagnosis
difficult. Typical psychotic symptoms are detailed visual hallucinations af@ structured delusions.
Signs of autonomic dysfunction, behavioural disorder of REM sleep, liypersomnia, falls and hy-
persensitivity to neuroleptics are also frequent. o

N
Typical pathological lesions are Lewy bodies and neuritis, @‘Eich consist of pathological
alpha-synuclein aggregates which extend over the limbic area, @mtex and brain stem. Similar
plaques to the typical AD plaques are also observed. b‘Z)

N

The diagnostic criteria of DLB were formulated in 1996%y McKeith et al and they showed
low sensitivity but specificity of around 85-90%. These c% ria were revised in 2005 (Appendix
1.18)* and their sensitivity and specificity still have not;gcen determined.

&
Q

N
4.9. What is Parkinson’s disegébe dementia?
N

Parkinson’s disease dementia (PDD) is dementia that appears in the context of a typical estab-
lished Parkinson’s disease, and which affécts more than one cognitive domain, mainly attention
a well a executive and visuospatial functjoning.®*® By convention it is different to DLB in that in
this disease the dementia appears prioxto or at the same time as the Parkinson symptoms. For the
operational diagnosis of PDD, it is.¢onsidered that at least one year must have elapsed from the
onset of parkinsonism and the apg@rance of dementia. ““The neuropathology is similar to DLB

estion 4.8). N
(questi ) @

A longitudinal study obs@ed that around 60-80% of patients with Parkinson's disease (PD)
ended up developing demengia in the 8-year control period, depending on the patient's age.*

Much like VD, the \étomopathological lesions of PD and of DLB are often found, too, in
autopsies on patients AD, and vice versa, so there are controversies about the independence
of both entities. Caseis_,\of disease with pure Lewy pathology without Alzheimer type pathology
are rare. @

Some diag&égic criteria were established in 2007 to diagnose PDD as probable or possible*'
(Appendix 1 .?%
<

o
&
Y
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4.10. What is frontotemporal lobar degeneration? ;§°5
@

FTLD are a group of neurodegenerative diseases that are clinically characterised rominent
behaviour and/or language alterations, and pathologically by focal brain atrophy, nermally of the
frontal and/or temporal lobes, which may be symmetric or asymmetric. Altho Si it is not very
frequent, it is the second cause of dementia in people under the age of 65, aftetAD. It does not
usually have a predominant effect on the memory or spatial skill .*# QO

N
Three major symptoms are distinguished in clinical practice: The g)altal variant (FTLD)

when frontal type behavioural disorder prevails, and semantic del’nel}ﬁ\?‘ (SD) and progressive
non-fluent aphasia (PNFA) when language disorder prevails. There are}?ome less frequent forms
where a progressive apraxia syndrome prevails. The most frequen@’esentation form is FTLD
(50-60% of the cases), followed by PNFA and SD.* @
The main characteristics of FTLD are: Q\)\Q

— Changes in early onset behaviour such as a behavio@% alteration that affects the social
sphere, lack of judgement, inflexibility, disinhibitiof, perseverance, gluttony, hyperpha-
gia, hyperorality, emotional incontinence, loss .oé)%mpathy and anosognosia, which pre-
vail over memory alteration. NS

@)

—  Progressive prominent alteration of expressive language with hypofluent speech, logo-
penia, anomia, agrammatism and repetitjgn disorder (progressive non-fluent aphasia).
Language alteration usually occurs at.&arly stages, too, although frontal behavioural
symptoms or apraxia may be associatr\d:[ater on.

—  Progressive alteration of the understanding of words, with hyperfluent speech, anomia and
progressive loss of the semantic;€ontents of words, objects and concepts (semantic de-
mentia). Associated prosopagn@ia may appear if the affectation is right-hand. Semantic
alteration initially prevails, a&hough frontal behavioural symptoms or apraxia may be
associated later on. O

7/

\I
Initially, there is not usually me@(»qy affectation or apraxia (except in the forms of progressive
apraxia). In any of the three r@or symptoms, parkinsonism and motor neuron affectation may

1 51
also be associated. Q

The predominant and(gérly symptoms of behaviour and of speech, and less affectation of
the memory until advan@ stages, together with progressive impairment that is usually faster,
differentiate FTLD froé)AD, although the clinical evolution of both may be very heterogeneous.

A\

In this type of %?fhentia around 20-40% of the patients have a family history, although only
10-15% of the casgs have an autosomal, dominant inheritance pattern (Section 7).

Different dh%)gnostic criteria have been published. The most commonly used are the criteria
of Neary®' (Appendix 1.10).
<
4
%)

o
&
Y
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Atrophy of the frontal and/or temporal lobes is observed in the anatomopathologica}@ilmi—
nation, which is usually asymmetric, and sometimes degeneration of black matter and airophy of
the basal ganglia. Different diseases with histological features have been defined, depending on
the presence of certain protein inclusions (tau, progranulin, TDP-43). 652 S

Atrophy of the frontal and/or temporal lobes is observed in the macroscopi “a%atomopatho—
logical examination, which is usually asymmetric. The majority of the cases TLD are char-
acterised by the presence of certain intracellular inclusions and current noséjogy classifies the
cases of FTLD into neuropathological subtypes, based on the most charactgristic molecular and
histochemical findings.®***285-90% of the cases present tau protein or T2P-43 protein deposits.
The rest normally present FUS (fused in sarcoma) protein deposits, -although there is a small
percentage of cases where the identification of typical protein depositdis not possible according
to current knowledge. Any of the different neuropathological entiti ay be expressed with any
of the clinical syndromes described and vice-versa. The only exceéption that can be made is that
when motor neuron disease is associated, it can be anticipated thé) he neuropathological correlate

will not be a taupathy. Re)
N
O
N
4.11. What other neurodegenerative diseases are
accompanied by dementia? %Q&

O
. . N . .
Other neurodegenerative diseases that may b@companled by dementia are:

Huntington’s Disease: a hereditary neurocLegenerative autosomal dominant transmission disease
(Section 7). The mutation is found in the @ntingtin gene (HTT) in chromosome 4, a protein with
an unknown function, and it gives rise tgja variable expansion of CAG triplets. The most affected
cells are the spinal neurons of the striate. It occurs with motor (korea, dystonia, tremors, stiffness),
cognitive (memory, executive fun@ning and visual-motor skills) and psychiatric (irritability,
mania, depression, psychosis or.(@essive—compulsive disorder) alterations. Cognitive disorders
usually appear in advanced st =3, although they may also appear in initial stages, especially in
juvenile forms (Westphal varjatit). The most important deficiencies are disexecutive and visual-
perceptive . O
N
Prion diseases or trangmissible spongiform encephalopathies: Neurodegenerative processes
characterised by the ap,gﬂﬁmlation of pathological isoforms of prion protein, neuronal loss, gliosis
and spongiosis. The most frequent is Creutzfeldt-Jakob disease (CJD). They are not very preva-
lent, and are accom,fﬁbnied by a variable combination of dementia, ataxia, myoclonus, pyramidal
and extrapyramidgg signs and behaviour alterations. It has a rapidly progressive picture and death
usually occur inless than 1 year. Prion diseases may occur sporadically, genetically or they may
have been acgﬁred iatrogenically.®>
QO

Progressive supranuclear palsy: a neurogenerative disease that is characterised by gait disorder,
falls, posfural alterations, akinetic rigid parkinsonism with axial prevalence, eye-motor altera-
tions,,é?eudobulbar palsy and frontosubcortical cognitive alterations such as apathy and execu-
tivedysfunction. The pathology is characterised by tau protein deposits (4R isoforms) on neurons
and glial cells in certain areas of the basal ganglia and brain stem. Due to its neuropathological
characteristics, progressive supranuclear palsy is included within the frontotemporal lobar degen-
erations.”
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Corticobasal degeneration: neurodegenerative disease characterised by an asymmetric @axia
syndrome and frontal parietal dysfunction, feeling of foreign limb, loss of cortical sgusitivity,
myoclonus, focal dystonia, and signs of progressive supranuclear palsy. It is frequgeﬁy associ-
ated with progressive aphasia or speech apraxia. It is an infrequent disease. The typi athology
consists of neuronal loss in frontal parietal cortex and black matter with astrocyti€plaques, ach-
romatic convex cells, and tau protein inclusions (4R isoforms) in neurons and @ﬂl cells. Due to
its neuropathological characteristics, corticobasal degeneration is included wiL%n the frontotem-
poral lobar degenerations. Lacking histological confirmation it is called “cor@) asal syndrome”,
as the same clinical syndrome can be produced by another pathological sub$trate; in addition, the
pathology of CBD may give rise to other clinical syndromes. The ter{g'\'@orticobasal degenera-
tion” is reserved for cases with histological confirmation.’> b\

Other infrequent degenerative diseases: dementia with argyro fHilic granules, spinocerebel-
lar degenerations, leukodystrophies, Hallervorden-Spatz diseas,qéamilial encephalopathy with
neuroserpin bodies, familial British and Danish familial amylo@sis, dementia with intranuclear
inclusion bodies, etc. \}\

Mixed dementias: overlapping of different neuropathological processes, although one type usu-
ally prevails over the rest. One of the most frequent is th{\‘bbmbination of VD and AD. It is normal
for both types of lesion to co-exist, with interaction befween them. In each case, the clinical data
and the neuroimaging findings must dictate which (é e two pathologies is the most important in
the patient’s clinical picture. In this sense, it would-he desirable to use terms such as “Alzheimer’s
disease with cerebrovascular pathology” or “vascular dementia with possible AD” instead of the
mixed dementia diagnosis. The finding of mlg@~ pathology is normal in neuropathological stud-
ies (Alzheimer’s, vascular pathology, argyrofhilic granules, synucleinopathy), which represented
53% of the cases in a review by the BrainNefzonsortium, of 3304 brains of patients with dementia
originating from European centres.”’ $

N

o

Q
S

o
4.12. What are Vasggﬁlr dementias?
S

VDs are dementias secondary“to one or several vascular brain lesions, of whatever aetiology.
They include the followingentities:**

medium or large calibre artery territory. It is the form of VD that most adapts to the clas-
sical patteriisof acute onset dementia and stepwise evolution with worsening related to
new vascuiar events. The cognitive and focal deficiencies depend on the location of the
infarcgs).%

. Multl—lnfarczgentla: dementia secondary to the repetition of cortical infarcts in the

o
&
Y
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e Strategic infarct dementia: dementia due to an infarct in a location that affects @eral
cognitive functions. They include dementias due to infarcts in paramedian thalgisus, an-
gular gyrus, knee of the internal capsule, bilateral caudate or deep territory of @ anterior
brain artery. S

«  Subcortical vascular dementia: Accumulation of lacunar infarct or vasculaflesions of the
periventricular deep white matter due to disease of the small vessels, nqﬁhally hyperten-
sive (arteriolosclerosis); it may also be diabetic, due to amyloid angi&pathy, hereditary
angiopathies such as cerebral autosomal dominant arteriopathy withbsubcortical infarcts
and leukoencephalopathy (CADASIL), hypercoagulability states or ypoxia. The course
is usually progressive with frontosubcortical type mental impai{@lent, focal signs, slow-
ness, gait alteration and incontinence. The term “subcortical vascular dementia” elimi-
nates the use of the former diagnosis of Binswanger’s disea§§

* Post-stroke dementia: any type of dementia that develops éfiter a stroke.

* Mixed dementia: The most frequent anatomopatholo ieal finding in population-based
studies of dementia is the combination of different a]\ﬁations (amyloidopathy, synucle-
inopathy, tauopathy and vascular disease). The terny; idixed dementia, is normally applied
to the combination of AD and vascular disease. @

* Dementia due to haemorrhagic lesions. c,}\s)

There are different diagnostic criteria that are base (Dthe presence of dementia, focal signs and
evidence of cerebrovascular disease. All of them+have high specificity but very low sensitivity.
The most commonly used criteria, NINDS/AI % (Appendix 1.11) permit the diagnosis of
. . . N . . .
possible VD when there are focal signs, in the absence of neuroimaging, or when there is relevant
cerebrovascular disease with no clear temp&g\al relationship between dementia and stroke. The
Hachinski ischaemia scale helps distinguisiébetween VD and AD** (Appendix 1.12). It is used to
identify and grade vascular disease in g néral and it has high sensitivity and low specificity. Both
patients with AD with cerebrovascular &ease and those with multi-infarct dementia may have a

high score.
g ‘ §

There is not enough evidencq%b\@ specify a vascular load threshold or to specify a necessary
location of the lesions that deﬁn@ D in neuroimage, and the diagnosis of VD must be based on
the correlationship between thggaegree of vascular load and the clinical and neuropsychological
data b4

The term “Alzheime@e disease with cerebrovascular disease” corresponds to patients who
satisfy criteria of possibgAD and who in turn have evidence of relevant cerebrovascular disease.
5
(&OJ
4.13. WI{loaf’ls and how is secondary dementia classified?

Secondary @nentias are those caused by a non-degenerative neurological disorder or that do
not origi in the nervous system. The cause may be vascular, infectious, deficient, endocrine-
metabolig, toxicological or due to other medical pathologies which, during the clinical evolution,
may up developing dementia.

AN
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The processes that might cause dementia include structural lesions of the CNS (ju{Q?)urs,
subdural haematomas, normotensive hydrocephalia), traumatic brain injuries, endocri \logical
alterations (hypothyroidism, hypercalcaemia, hypoglycaemia), nutritional alteratio:@deﬁcien—
cy of vitamin B ,, thiamin or niacin), infections (HIV, neurolues, Cryptococcus), hepatic and/or
renal insufficiency, neurological diseases (multiple sclerosis), adverse pharmacalogical effects
(benzodiazepines, beta blockers, anticholinergics), systemic autoimmune disea@s (systemic lu-
pus erythematosus, Hashimoto encephalopathy, neurosarcoidoisis), environm@tal toxins (heavy
metals, organic hydrocarbides), as well as the effects of long exposures to taxics such as the case

of alcoho] #26:60:35
Z

As a general rule, they are not very frequent, but as they usuall3§;ccompany isolated de-
mentia they are diagnosed by clinical context. The clinical record aridh execution of certain ad-
ditional tests (neuroimage, analytics) help us distinguish primary enerative dementias from
secondary dementias, whose aetiology, in some cases, could be pgotentially treatable. However,
it must be taken into account that potentially reversible causes ate infrequent and that there is no
clinical test-based evidence vis-a-vis its treatment being able toyreverse dementia. »Furthermore,
the presence of a process that is able to cause dementia doe 1ibt mean that it is responsible for it.
According to the NINCDS-ADRDA criteria of AD possible”’AD can be diagnosed when there is
another brain disorder or another systemic process that is ngﬁcient to cause a dementia, but which

is not considered to be the real cause of it (Appendix ]Zﬁ)

S
3
>

X<

4.14. What 1s understood bg}ﬁlild cognitive impairment?

Different cognitive impairment syndrome@zlth respect to a previous state are included within the
concept of mild cognitive impairment, ‘@lso called light cognitive impairment, but which is not
sufficiently intense to be considered % entia.*?

MCI is an attempt to identify(@ in its earliest stage. °%*To this end, special consideration

was given to memory deficit. Its criteria to define MCI included the fact that the patient expressed
N . .

memory problems, had low pe@rmance in memory tests (the point of a standard and average
deviation below expected withfespect to a population of the same age and education level was
generalised as reference), whose global cognitive function was normal, had an autonomous life
without the memory deﬁé@having an influence on activities of daily living and did not satisfy
dementia criteria. )

S

The developmelj,§nd clinical use of the MCI concept demanded its classification to include

the non-amnestic subtype, where there would be no memory alteration but other cognitive func-
tions would be afé)@ted.63

For the Europ%ﬁmAlzheimer’s Disease Consortium,64 the MCI diagnostic criteria would be:

. Sub@tive complaint of loss of memory by patient or by a valid informant (family or
p@bn living with them).
* @bjective evidence of cognitive disorders: impairment of memory or of another domain.

*~(“There must be a change respect to previous levels and for change must last for at least 6
¥ months.

* No major repercussions on activities of daily living.

* Pathologies that might explain memory impairment, such as acute confusion syndrome,
depression or mental retardation are excluded.
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e The dementia diagnostic criteria are not satisfied. This latter part is the most corpe@ated
to determine. It is necessary to define well what is understood by significant rediz¢tion of
functional autonomy to talk about dementia, and there is no objective criterion fordefine it.

S
These criteria could be modified, especially in respect of the former, due to the fast that a non-
amnestic MCI can be defined, that is, with no memory alteration.5 c‘f},

The SEN Behavioural Neurology and Dementia study group defends \'é%road concept of
MCI that includes alteration in any cognitive area, of whatever aetiology, bit, in turn it defines
MCI as being attributable to AD when there is a combination of certain clipiCal features and diag-
nostic markers. The criteria proposed by the SEN are described in Appe\@lix 1.1.%68

Diagnosing MCI as early as possible is a key factor, due to the&h probability of it being
the first manifestation of a degenerative disease and entailing, thereféke, a high risk of progression
to dementia. ) QQ’

The diagnostic criteria of MCI are largely clinical, and perhaf®they are not sufficiently opera-
tionalised, but they are useful to draw the clinician’ attention f@ldentifying a clinical situation that
might get worse.

Some anatomopathological studies have shown thalg)more than half the patients with MCI
have senile plaques and neurofibrillary tangles in thei(y}irains, which are typical of AD. In vivo
studies with amyloid marker radiopharmaceuticals -PET) or with amyloid determination and
TAU in cerebrospinal fluid (CSF) have shown simiiar findings in the sense that approximately
60% of patients with amnestic MCI have PIB-PE\{)med CSF patterns that are very similar to those

of AD. §
@
$
4.15. What types of M(QIF exist?
S

MCl is classified as amnestic or ng?kamnestic depending on whether it affects the memory or not.
Depending on the number of coghitive functions affected, it is classified into MCI- single domain
or MCI-multiple domains. 25P§5en et al. ®defend a classification into four groups: Amnestic
with one single cognitive ag) tion, amnestic with multiple cognitive alterations, non-amnestic
with one single cognitive @eration, and non-amnestic with multiple cognitive alterations.

&
2

4.16. Wha(tz,)g% the incidence and prevalence of MCI?

Given the ab§énce of a unanimous definition, MCI does not have an exact epidemiology. Its
incidence a@ prevalence depend, to a great extent, on the diagnostic criteria used in the studies
performed@nd on their interpretation. The prevalence varies, according to data of a large-scale
cross-cytfing population-based study in the United Kingdom, between 2.5 and 41%.%

{Q(*Zghe LEILA75+ study, the prevalence varied between 3 and 20% depending on the criteria
used~“The incidence of amnestic MCI varies between 9.9 and 40.6 per 1000 people-year accord-
ing to a recent SR of studies on incidence of MCI, ®and that of non-amnestic MCI between 28
and 3.63 per 1000 people-year. These findings indicate the need for there to be commonly-agreed
and operational criteria.
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4.17. What are the risk markers of conversion of MCL§°5

to dementia? P
S
9
The main use of the diagnosis of MCI is to identify population with a greater ﬁ}k of suffering
Alzheimer’s disease in pre-dementia stage (prodromic AD). This population \S%up will be con-

verted into dementia in 10 to 15 % of the cases every year.” 0_,0

-9
In the Canadian consensus conference of 2006% they offer a list of pessible ~ Observational
markers that are currently under study, which have shown differencefgroup study,
level between patients with MCI who have progressed to dementia @sid those 2+4/2—
that have not. Some variables that suggest a greater risk are: , number Expert
of neuropsychological areas altered, deficit in memory encoding and stor- opinion,
age, incipient alteration of activities of daily living, hippocantgﬁs atrophy in 4
magnetic resonance, cortical hypometabolism in PET or f ypoperfusion

in SPECT, accumulation of amyloid markers in SPECT, deCrease of protein
AP-42 and/or increase of tau protein in cerebrospinal ﬂ\' or the presence of
APOE allele &4, ¢ %

The PIB PET has proved to be very reliable as a er of the accumulation
of amyloid in pathological anatomy. It happens fhat patients with MCI and
positive PIB progress to probable Alzheimer’s difease whilst the negative PIB
do not do so.”! 727374 NN

PET with glucose (FDG) has shown sensitjy,_;ty and specificity figures of over
80% to predict progression and diagnos@bable AD in a recent meta-anal-
ySiS. 75,76 é)\
The CSF data begin to be convincingﬁtoo. Patients (up to 100% according to
the ADNI study) with MCI who de¥elop probable Alzheimer’s disease have
biochemical patterns of AD in theiCSF.”>-77-78.7980
N
Q
Ny
Q

Q
. $
Summary of evidence,,

S
S

There isp\evidence based on case and control, and cohort studies, the majority
of w@h are not masked and with no neuropathological confirmation, that some
biq@ical markers (age, encoding and storage deficiency, incipient alteration of
e ADL, hippocampus atrophy, hypometabolism or focal hypoperfusion in PET/

2+/2- ECT, accumulation of amyloid markers, decrease of Af3-42 or increase of tau in
(Z)QJSF, presence of APOE allele €4) are associated with a higher risk of progression
\QQ to dementia in patients with MCI at group level, not being validated for use in
& | clinical practice.®-"
QU
AN
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Recommendations . QO’
N

>
QO
Different biological and neuroimaging markers can be used to help pre@t the pro-
C gression of MCI to dementia in a research context, but they cannot beysgcommended
for use yet in normal clinical practice. Cv},
Q.
S>>
)
)

4.18. Is there any treatment that modifies thé?of)rogression
of MCI? &

v
%
SN
o
3
)
RCT have been performed with acetylcholinesterase inhibitors (ACE inhibi- RCT,
tors) [donepezil, rivastigmine and galantamine, NSAID (g@ofecoxib), replace- 1++/1+/1-
ment therapy with oestrogens, ginkgo biloba and vitanaitf E, which have not  Observational
shown any symptomatic benefit or reduction of the rigk’of progression to de- study,
mentia in patients with MCL.%#! QK 2+/2—

At times, MCI is a clinical manifestation of a p & tially reversible process.
The results of RCT and cohort, variable quality.@tudies on the effect of cogni-
tive stimulation activities or physical trainin \ogrammes have not provided
enough evidenced to prevent the progressi,(g, of MCL.¥

\s‘&
o
S
Summary of evidence ;’5'\
- O
\\
Lt/ The treatment wit@CE indicators and with other drugs such as NSAID, oestrogens,
14 ginkgo biloba or¥itamin E have not shown any symptomatic benefit or modification
of risk of prqggésion to dementia in patients with MCI in quality RCT.®
L4/1—/ The cognit‘(gé stimulation or physical exercise programmes have not provided con-
sistent evfdence that they can prevent progression to dementia in variable quality
2+/2— o5 27 wi Lo L 2
studles% d with methodological limitations.
&
Q
(O%
Recommengdations
4

Q.
C;Q The use of ACE inhibitors to avoid or delay the progression of MCI to dementia is
\:20 not currently recommended.

~
AN A The use of NSAID, replacement therapy with oestrogens, ginkgo biloba or vitamin E
to avoid or delay the progression of MCI to dementia is not currently recommended.
C There is not enough evidence to recommend cognitive stimulation or physical exer-

cise to avoid or delay the progression of MCI to dementia.
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5. Pathophysiology and risk factors of (§°5
dementias $

0
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Questions to be answered @
5.1. What are the pathophysiological mechanisms of degenerative demen§?
5.2. What are the pathophysiological mechanisms of vascular dementigfo
5.3. What are the risks factors of dementias? N

N

>
>

@
§

%
5.1. What are the pathophysiologica&ﬁeehanisms of
@

degenerative dementias?
N

The term, neurodegeneration, is applied to name a Ogressive and inexorable phenomenon of
loss of activity, of tropism and of nervous tissue furfdtions, whose cause is not due to a known ex-
ternal agent or to a severe accident with brain injl@. Thus, the term neurodegeneration excludes
brain injury caused by vascular accidents, trajitia, infectious diseases, inflammatory diseases,
neo-formative processes and congenital malfgrtiation diseases. Some ailments known previously
as neurodegenerative diseases are currently & sidered to be included in other areas. For example:
Mitochondrial cytopathies, peroxisomal @eases, amino acid metabolism diseases or lysosomal
lipid and carbohydrate metabolic diseasgg\.'

A common fact of neurodegenetative diseases is the selective loss of certain populations
of neurons, and this selective neur:QQal loss is the morphological substrate of the main clinical
manifestations of each disease. T@s, the affectation of the entorhinal cortex, hippocampus and
deep regions of the temporal lob&is the neuropathological substrate of the loss of recent memory
in AD and in argyrophilic granule dementia, whilst the greater vulnerability of the frontal and
temporal lobes explains theggyndrome of frontotemporal dementia in different diseases, regard-
less of the molecular deféét of each one of them. Other typical examples are the affectation of
the black matter in PD other parkinsonisms, the degeneration of the cerebellum in dominant
spinocerebellar ataxia(ﬁiﬂe degeneration of striate nuclei and of the brain cortex in HD and the
selective affectation & the upper and lower motor neurons in amyotrophic lateral sclerosis. This
relationship betwe&?the clinical symptoms and the neuropathological lesions, together with the
name of the authq?who discovered the disease, has been used for many years to classify the dif-
ferent neurodg‘g)éierative diseases.

Envirogiental factors and genetic factors of risk that intervene in the sporadic forms are
known in practically all degenerative diseases. The percentage of family cases due to mutations of
individuaigenes amounts to 5-10% in the majority of the neurodegenerative diseases. Curiously,
mutatiops of different genes may give rise to what is known today as one same disease. Thus,
famﬂi% early onset AD is associated with mutations of APP, PS1 and PS2, whilst familial PD with
dorr}nant or recessive autosomal inheritance has been proved to be linked to mutations of such
different genes as those that encode a-synuclein, parkina, PINK1, DJ1 ad LRRK?2, among others.
Other diseases only appear in the context of dominant or recessive autosomal inheritance, and the
appearance of new cases is due to the appearance of a new mutation. That is the case in HD, in
spinocerebellar ataxias with dominant autosomal inheritance and in dentatorubropallidoluysian
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atrophy or in Friedreich’s ataxia, respectively. The prion diseases, where there are spoy@, fa-
milial and transmissible forms, are an exception. A curious fact also occurs in the casg:of prion
diseases: the disease seems different depending on the mutation in PRNP. Thus, pictlﬁof famil-
ial CJD or of lethal familial insomnia associated with the D178N mutation in PRNPyare known,
the former with methionine at codon 129 of the mutated allele and the latter witfovaline at the
same codon. Different diseases emerge from the PRNP mutation in other locati@% that give rise
to the Gerstmann-Straiissler-Scheinker disease and to other hereditary prion di@ses with clinical
pictures of multisystemic degeneration. S

Genetic studies have led to the discovery of the causal agents of the4lifferent diseases, but
they have produced certain categorisation confusions, as the apparently.same disease is caused
by mutations in different genes. In this sense, there is no doubt thatHuntington's disease is a
huntingtinopathy as the cause of the disease is an increase in the nuihber of CAG triplets in the
Huntingtin gene in chromosome 4p16.3, or that Friedreich’s diseas® is a frataxinopathy resulting
from a mutation in the gene of the frataxin mitochondrial proteiqgn chromosome 9q13-21.1 and
that it entails a very reduced protein expression. However, PDgrom a genetic viewpoint, may be
an a-synucleinopathy, a parkinopathy, a PINK 1pathy or a D \athy, among others, depending on
the mutated gene causing the familial PD.

The majority of the neurodegenerative diseases aré’ssociated with the accumulation of ab-
normal protein aggregates. This fact has given rise to ssification of the neurodegenerative dis-
eases that depends on the predominant abnormal p ‘ein accumulated in the brain. Taupathies are
known where there is an accumulation of hyperph orylated tau in the neurons, and at times, in
the glial cells; the a-synucleinopathies where thére are deposits of phosphorylated, nitrated, oxi-
dised a-synuclein and with aggregability and'\&ubility modifications; prionopathies, where the
normal prion protein has been transformed irntd a protein with aberrant folding in beta laminae, or
the amyloidopathies (amyloidosis) where thgte is an accumulation of amyloid and between which
there are B-amyloidopathies, gelsolinog\ﬁies, cystatinopathies or amyloidosis linked to muta-
tions in the ITM2B gene (BRI2) caused_by the ABri and ADan amyloidogenic peptides.

Taupathies include Pick’s dhysé\se, corticobasal degeneration, progressive supranuclear
palsy, dementia with argyrophil g@enules, and frontotemproal dementias linked with mutations
of the tau gene (MAPT) among:-others. PD, DLB and multisystemic atrophy are included in
[-synucleinopathies, among otiers. AD and Down syndrome are expressed as a taupathy and a
[-amyloidosis, and as a prec(lz)(ﬁlinantly amigdalar a-synucleinopathy in many cases.

In a small proportion$f cases, the molecular data coincide with specific genetic defects and
the genetic and protein alteration nomenclatures coincide. For example, frontotemporal degenera-
tions linked to MAPT fnutations are taupathies from a genetic and molecular viewpoint, but not
all taupathies are th% Fesult of mutations of the tau gene.

Although thd&athogeny is not totally known, there are different alterations that are common
to the majority of the neurodegenerative diseases. One of them is the presence and accumulation
of abnormal pioteins. This aggregation is due to the production of abnormal protein, either due to
genetic cauﬁ (mutations) or to post-translational changes of the protein, such as phosphoryla-
tion, oxidafive lesion or structure modifications; but also to the loss of cellular capacity to destroy
the abn§a1 proteins through the autophagic pathways or the ubiquitin proteasome system. The
altered!@roteins accumulate on the inside of the neurons and glial cells, and give rise to typical
inclusions: Neurofibrillar degeneration in AD and taupathies, Lewy bodies in PD and DLB, in-
tranuclear and cytoplasmic inclusions in expanded CAG triplet diseases, immunoreactive inclu-
sions for TDP-43 in amyotrophic lateral sclerosis and in the majority of non-tau frontotemporal
degenerations. Such inclusions are currently interpreted as residual structures of the disease, not
as causal agents of the degeneration. There is also a deposit of proteins in the extracellular space,

as occurs with the amyloid deposits in AD and other cerebral amyloidoses, and with deposits of
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protease resistant PrP in prion diseases. S
S

Other common changes in the majority of neurodegenerative diseases are mitgéhondrial
alterations, oxidative damage to DNA, RNA, to lipids and to proteins, secondary zg;tion of
energy pathways and the modification of the lipid composition of the cellular ?Fbranes. All
of this entails a reduction of energy production and an excess demand which lggés to neuronal
energy fatigue. . Q)C)

The energy defect, the difficulty in the exchange of cellular compone \,' the reduction of
trophic signals by neighbouring cells and the “primary” defect of each disease lead to neuron
death caused by different mechanisms, including apoptosis, necrosis, aut&)hagy or intermediate
or complex forms. b§'

The classification of neurodegenerative diseases is currently a ¢onvention with instrumental
implications. It is a classification that is useful to understand and g@lassify the different diseases,
but it is not a dogma. New diseases or new mechanisms of better;@own diseases appear frequent-
ly. A progressive change in the classification and categorisati_o\ézéf the current neurodegenerative

diseases is likely to occur in the next few years. @\}
S
5.2. What are the pathophyswlo%gcal mechanisms of
vascular dementias? S
o
QO

N
VD is a very heterogeneous entity and deme@ may occur due to multiple mechanisms (ques-
tion 4.13). Mixed dementia is also frequent.(This term is normally applied to the combination of
AD and vascular disease and for which thef@are no clinical or neuropathological criteria.®

VD occurs due to the accumulati(sq\bf ischaemic or haemorrhagic origin brain lesions. In
multi-infarct dementia, infarcts may e atherothrombotic, cardioembolic origin in the territory
of medium or large calibre arteries gd they affect more or less extensive cortical or cortico-
subcortical areas. §

Subcortical vascular demegfia occurs in the majority of the cases because of a disease of a
small vessel that gives rise to % accumulation of lacunar infarcts and/or changes in white matter
(leukoaraiosis). The most freguent aetiology is hypertensive arteriolosclerosis. It may also be due
to diabetic angiopathy, héfeditary angiopathies (CADASIL), amyloid angiopathy and, in rarer
cases, it may be related @ states of hypercoagulability. The etiopathogeny of changes in white
matter is not altogethe(%fear. Not all the changes in white matter have a clinical effect in the form
of cognitive impairnfént. Punctiform lesions or non-confluent patch lesions with limited exten-
sion are often asymptomatic. Lesions that are associated with cognitive impairment, subcortical
dementia and mgtor disorder are periventricular lesions that spread to the deep white matter,
extensive cong:ysll t patch lesions and diffuse lesions. In these cases there is a clear association
with arteriol&sc erotic changes in the vessels of the white matter and the ischaemic mechanism
has been deffionstrated. Punctiform lesions are the reflection of the dilation of the Virchow-Robin
perivascudar spaces and they may be associated with global atrophy. An anatomopathological cor-
relationOf patch lesions may be perivascular spongiosis and the extravasation of plasma proteins
into bfain parenchyma. In any case, these mechanisms would also have a relationship with pathol-
ogy\‘&f the wall of small deep vessels. The role of venous stasis due to venous colagenosis in the
etiopathogeny of leukoaraiosis has also been postulated. The pathology of the small brain vessels
may also give rise to cortical micro-infarcts. This pathological finding, which is not detectable
with normal neuroimaging techniques, is frequent in patients with VD and also in patients with
AD and associated amyloid angiopathy.
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The etiopathogenic mechanisms of VD due to strategic infarct correspond to the @cha—
nisms that produce capricious location infarcts. (§

The existence of a form of VD related to hypoperfusion or hypoxia mechanisrTs has been
defended rather than classical atherothrombotic, cardioembolic or lacunar infarcb?gechanisms.
There would be an acute form related to episodes of intense global cerebral angkia (due to car-
diorespiratory arrest, for example) and another more “chronic” form secondary-to the repetition
of less important hypoperfusion-hypoxia episodes (bradyarrhythmias, synq@es, sleep apnoea,
repeated pneumonias, epileptic crises, anaemia, etc.). The existence of situaiions of symptomatic
misery perfusion from the cognitive viewpoint, which are reversible beyﬁﬁle confusion states
that are related to hypotension, hypoxhaemia or hypercapnia, has not"{b\een demonstrated. The
proven efficacy of carotideal surgery as treatment of VD has not been Gemonstrated. In any case,
this form of VD due to hypoperfusion-hypoxia, would be the resultrgq the presence of structural
brain damage: border zone infarcts, changes in white matter or seléotive hippocampus or cortical
vulnerability phenomena. Hippocampus sclerosis could be due<te"hypoxic mechanisms in some
cases, but whether its origin is vascular or degenerative has stitinot been definitely clarified.

N
The accumulation of brain haemorrhages may give @ to dementia (haemorrhagic VD).
The origin may be hypertensive angiopathy, but amyloidangiopathy must be suspected in the
case of lobar haemorrhages. The importance of the role;@microhaemorrhages detected via mag-
netic resonance is becoming more and more consolid ,if gradient echo sequences are applied.
Secondary microhaemorrhages to amyloid angiop ’y are usually located in the posterior (parie-
to-occipital) region and are juxtacortical whilst tk%se related to hypertensive angiopathy tend to

be located in deep regions. O

Some rare forms of VD may respond to@ammatory (vasculitis), infectious or metabolopa-
thy (Fabry’s disease) mechanisms. )

N

The etiopathogeny of many cases of dementia related to vascular cerebral pathology de-
pends on the concomitant presence of @ The presence of a brain infarct in the modification and
precipitation of the expression of a létent AD has been extensively proven. The interaction be-
tween vascular disease and AD relé&g to the occurrence of cognitive impairment and dementia
may vary considerably. It could be & simple accumulation of brain damage due to the coincidence
of both pathologies but a speci@etiopathogenic interaction cannot be ruled out. AD may be the
cause of ischaemic and hae agic vascular pathology due to the accumulation of -amyloid
on the vascular wall and vige-versa, the pathology of the vascular wall could be a factor that
favours the accumulationsf [-amyloid if its elimination mechanisms were altered through the

blood-brain barrier. % C‘)Z)

N
12)
&
5.3. Whatgqfe the risks factors of dementia?

The risk.factors of dementia may be divided into non-modifiable and potentially modifi-
able. There @re also protective factors. However, it must be taken into account that there are no
prospectie RCTs with prolonged follow-up period that prove that the modification of certain risk
factors gifay reduce the incidence of dementia. It is also important to remember that the finding of
an epidemiological association between a clinical or social-demographic variable and a greater or
lesser risk of dementia does not entail a causal relationship and that lacking well-designed RCT,
we cannot state that an action on this variable would modify the risk of dementia.
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1. Non-modifiable risk factors

Age

Age may be a risk factor per se or it may reflect the effect of the time when

o
3
S

O
v:l’opulation—

other factors have an influence. Age is the greatest risk factor for AD, VD . gbased case and
and DLB, but other less frequent dementias (FTLD, CJD, HD) are more‘Q\ control study,

common in midlife. *In general, the prevalence of AD and of VD double®

every 5 years, approximately. \{0

The incidence of dementia remains more or less stable up to 65—7(@\ears
of age (around five cases per 1000 people-year) and from the ags-of 70
onwards, the growth is exponential (up to 65-75 cases per 100 pepple-year
at the age of 90) 2! $
o
¥
Females A
Several studies associate the female sex with a greate@risk of suffering
dementia, especially AD, although others do not observé;&fis association until
very advanced ages. ¥*With reference to VD, the risk s greater in men in all
age groups, and there are also less differences in oldét age groups. “However,
these differences could be due to other risk factog%lassiﬁed as modifiable.

N
§

O
2
First-degree relatives of patients with ABhave between 10 and 30% more
probabilities of developing the diseasey ®It is possible that if the onset of
dementia in relatives takes place aftérthe age of 75-80, this family history
may not entail a greater risk. ;5\,0

¥

Genetic factors related to AD§

Genetic origin Alzheimer’ Slisease represents just 0.5-1% of the cases
(Section 7). Only 10% e cases of presenile onset AD (< 60 years) are
due to rare high-penetrance mutations (dominant autosomal). **The most
frequent are those o EN1 (30-70%), followed by APP (10-15%) and
PSEN2 (< 5%) (w@.genetests.org). No mutation has been identified for
the others, to date.”2

Family history of dementia

No simple causg! mutation has been identified until now for late onset AD.
It is believed,thdt the majority of the cases are complex and influenced by
a mixture @f genetic and acquired risk factors. ¥Many genes have been
involved biit only the APOE a4 allele has been confirmed as a risk factor in
large pg@llation—based studies.

S
&
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S
The association between APOE €4 and AD is greater in women than in men, Populk ("?)n—
and between the ages of 55 and 65, and it is weaker in older ages. *The risk basec@e and
of late onset AD is greater in homozygote’s APOE €4 (8x) than in single co@l study,
copy carriers (3x), whilst having an €2 allele has been associated with a N 2++
lower risk of AD and a somewhat higher onset age® Apo €4 is also probably c"},
arisk factor for VD and DLB. *An MA on the possible relationship between . @
APOE €4 and PDD did not show conclusive results due to the heterogeneity§\

of the studies.” %)
o
Multiple polymorphisms have been studied and some have been ass@?lted Population-
with AD, but their real impact on the disease as well as their integaction  based case and
with other factors and genes is unknown, so they currently have ng clinical control study,
utility.?%7 R 2++
o
S
N
2. Potentially modifiable factors @Q
. O

The majority of the studies that associate non-genetic @k factors with AD or dementia are usu-
ally cohort studies, but there are no RCT that permi&@ablishing solid recommendations.

N

Vascular risk factors . \Q(b
Having suffered a cerebral vascular accid ; (CVA) prior to dementia is SR of
a diagnostic criterion for VD. However, 2 CVA also increases the risk of ~ observational
suffering AD (RR ~1.8) and dementia in@neral. Likewise, the presence of study,
silent infarcts in imaging tests has beerassociated with a greater risk of VD 2+/2—
and of dementia of any cause.” >

i

In a SR that included longitud@r@ population-based studies that evaluated SR of
the incidence of dementia in nection with diabetes mellitus (DM) (n =  observational
14), high blood pressure (H (n=13), dyslipemia (n = 8) and obesity (n = study,
9), the four factors were asgg iated with a greater risk of dementia; the most 2+4/2—

consistent are DM and obé3ity. The magnitude of the effect was similar (OR
of around 1.5 for “any démentia”). The risk of dementia was greater in stud-
ies that evaluated HBEObesity and dyslipemia in midlife than in the elderly,
whilst DM confers &greater risk of dementia in the elderly.”®
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HBP

The relationship between HBP and dementia is complex. Data from the
Kungsholmen project, a Swedish population-based cohort study, showed
that both a high systolic BP (> 180 mmHg) and a systolic BP < 140 mmHg
are associated with a greater risk of AD and dementia, in general, in the
same population. *°This association could vary depending on the age.

Longitudinal studies have shown a more marked consistent relationship ~>

between HBP in midlife (40-64 years) and cognitive impairment in the,
elderly (>65 years), in untreated patients. Some of these studies .also
indicate an association between HBP in midlife and the incidence of\AD
and dementia in general in the elderly, and in one of these studigs, this
association was only present in untreated patients. With respectzto HBP
in the elderly, the data are inconsistent, as some studies hau@ound an
association with cognitive impairment or dementia whilst ot have not.
On the other hand, a consistent association has been foun@between low
blood pressure in the elderly and a greater risk of cognitivedmpairment or
dementia. *+% ) Cg)
NS
>

Q&
Hypercholesterolemia N

Longitudinal studies have shown that the incr{a(ge of total cholesterol in
midlife is associated with a greater risk of d@entia and AD. However, a
SR of 18 prospective studies with a contr&)period of between 3 and 29
years did not find any association bet@ total cholesterol and AD or
dementia in general during the end stag\ f life. %

A MA of two studies did not find an c1>gniﬁcant association between total
cholesterol (in middle age or in thye\\' derly) and VD. **

<

SR and MA of
observational

study,
2+/2—

These results suggest that hig@oles‘[erol is a risk factor in midlife but not in the elderly, and

that the cardiovascular risk @ors may be different for AD and VD.

Q
$
Diabetes Mellitus c<)Z)
In several SR, the jiwicidence of dementia, AD and VD was higher in
individuals with than without DM in the majority, but not all the
studies 23979899 (‘&
Q

Q)%

A prospecté% study on nurses found that the duration of DM was associated
with a lgWwer basal cognitive performance and with an increase in the
risk of cognitive impairment after 2 years, and that the treatment of DM
reducgll this risk. Furthermore, hyperinsulinaemia seems to increase the
ri AD.” However, the possible effect of the control of glycaemia and
of the comorbidity with cerebrovascular disease and HBP is not analysed.
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In the Cardiovascular Health Study,'® patients with DM type 2 and APOE Observativnal
€4 had a greater risk of AD (RR 4.99) than those who did not have either of st@
the two risk factors, and greater than those that only had DM (RR 1.623) or @

only APOE ¢4 (RR 2.50) separately. The joint risk is greater than expected N

due to a simple additive effect. No increase in risk of VD was found for C"},

either of the two risk factors. This study suggests that the presence of {)

APOE e4 allele modifies the risk of AD in diabetics. Y

)
<

Hyperhomocysteinaemia 6\

A prospective study has associated hyperhomocysteinaemia an  Observational

increase in the incidence of dementia due to any cause and AD. ***However, study,

no cognitive improvement has been observed when the homOC)@n levels 2+

were normalised by taking vitamin B complex.®* 62)

S

R O

Nicotine addiction. Lifestyles. Cg)
NS
Obesity. Body weight in lifestyles. Qg)
S

Anaemia (EQ

A MA of two longitudinal studies that associdied low haemoglobin and MA of

dementia showed significant results (HR €§‘\) . A retrospective study of observational

cases and controls presented similar results bt only significant in women, study,

and a study on women did not obtaig'c‘&'gniﬁcant data. There is little 2-

literature in this regard, and the method,gilbgy is variable, so no conclusions

can be drawn.'"! QO

9
o
&
. . N
Other biological factors:
. Q

Hyperthyroidism Q

One study associated l&?’ levels of TSH with a greater risk of suffering Observational

AD.” é) study,

A\
(%) 2+

&
Levels of sex horiiones in blood
There are fé]{?&tudies. Data from the Rotterdam study, a population- Observational
based study>monitoring chronic diseases, including dementia, associate study,
high leveéz‘g:r‘lotal estradiol with a 43% increase of suffering dementia in 2-/2+

women,Whilst another longitudinal study on a male population associated
the in@ of free testosterone with a lower risk of suffering AD.*

AN
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Depression

AMA of case and control, and cohort studies, carried out in 2006, concluded
that depression is not only a prodromic symptom but also a risk factor of

J
N%of
obsetvational

suffering AD, and the interval between the diagnosis of depression and «Sstudy,

the diagnosis of AD is correlated with a greater risk of AD (OR 2.03; 1.53 (y}' 2++

if it is adjusted by years elapsed between the onset of depression and the {)

3 102 Q
development of dementia). 0)0
<
Lifestyles: >
N

Nicotine addiction ©

Q
Although the initial case and control studies suggested that smok@ reduced
the risk of dementia, more recent longitudinal cohort studies h@ identified
a greater risk of AD (RR 1.99) in smokers.*? S

@)
@
&

>

An analysis of four European population-base tudies concluded that
current smokers, but not ex-smokers, had a grea%x risk of AD .}’

$

In a MA of 19 prospective studies, smoker@d a greater risk of dementia
than non-smokers (RR 1.79 of AD, 1.78 ®f VD, 1.27 of dementia) than
ex-smokers (RR 1.7 of AD, but no di@r\ence for VD and dementia in
general).'% é)\

Q
S

Another more recent MA foun.ck? greater risk of AD in current smokers
(OR 1.59), a non-significant ri i'of VD or non-specific dementia and that
there was a clear relationshipiin ex-smokers. '“This MA concludes that
being a smoker increases theTisk of AD, and perhaps of other dementias,
although it must be taker:fzito account that very different studies have been
combined in the MAs. CSZ)

&

9

Diet rich in fat agg‘boor in omega-3

Biological and&‘bidemiological studies suggest that a reduced intake of
omega-3 polyunsaturated fatty acids is associated with a higher risk of
dementia to any cause (RR 2.4). Likewise, another longitudinal study
puts forw@rd that the Mediterranean diet and the consumption of fish are
associzg; with a decrease in the risk of AD (RR 0.3) and of dementia
in g&@’ral (RR 0.4-0.8). The consumption of crustaceans has also been
assac ated with a lower risk of VD (RR 0.45).379?
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A cohort study found no effect of the consumption of fish and omega-3
fatty acids on the cognitive function in normal ageing, whilst in some
studies, its consumption showed a tendency to reduce the risk of dementia
and improve cognitive functioning.'%

According to a SR of 2005, which included four cohort studies and a low

Q\

&

Cohort dy,

2

{\
O
D SR of

quality RCT, the available data are not enough to obtain conclusions.'*” 0_)0 observational

-Q
RN
N
o
Physical activit o
ysi ivity X \Q
It has been associated with a decline in the incidence of d ntia. In a

Canadian study, the answer “yes” to a question on regula&xereise was
associated with an RR of 0.69 of developing AD in tho ho did more
exercise than walking three or more times a week. Thif’association was
also observed in the Cardiovascular Health Study w fen it compared the
quartile of people who consumed most energy everfdday doing exercise,
with the quartile of those that consumed the least dth for dementia due to

any cause and due to AD (RR 0.5-0.6). (%

&
i§
A relationship between physical activity(Cand less risk of developing

dementia was also observed in one SR 2! Co

N

Q
i

Intellectual activity CSD

Carrying out regular intellec ﬁ\actwlty has also been associated with a
decrease in the risk of sufferlgiiementla in longitudinal studies, especially
in individuals who carry o@ new tasks or tasks they are not familiar with.
There also seems to be*a relationship with the type of work: The most
challenging and compleX work would have a protective effect.?!

>
&
Consumption O@COhol

The moderatgyconsumption of wine (250-500 mL/d) has been associated
with a lowérrisk of dementia (RR 0.6) and of AD (RR 0.53) compared
with a higher or lower consumption. *>A study on nuns also showed that the
consu:ﬁon of < 15g/d reduced the risk of dementia but the consumption
of 15430 g/d did not produce any benefit. Another study *“’showed that
the,;%\nsumptlon of 1-6 drinks/week was associated with a lower risk of
denientia and of AD (OR 0.46) and that the benefit was lost at a higher
consumption (7-13/week OR 0.69,> 14 OR 1.22). The type of drink is not
important.”
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A recent MA on 23 longitudinal studies suggested that the moderate MA obs‘iﬁgonal

S

consumption of alcohol may protect from dementia (RR 0.63) and from study,
AD (RR 0.57), but not from VD (RR 0.82) or cognitive impairment (RR Q+
0.89), but the studies are very heterogeneous vis-a-vis the duration of Q
the control period, measurement of the alcohol intake, inclusion of real C"}.
teetotallers, and confusion factors.!® Q9
Q\
>
Consumption of coffee \{O
S
In a SR that included two case and control studies, and two cohort stifdies, SR of
the consumption of coffee was associated with a significant reducton of observational
the risk of suffering AD (weighted RR 0.7), although the authorsgarn that study,
the great heterogeneity between the studies may affect the resé@s.‘07 2+
3
N
@)
Body weight Cg)
N3 .
It was observed in a longitudinal population-based st@y on women thata ~ Observational
greater body mass index (BMI) was associated wi eater atrophy of the study,
temporal lobe .** N 2-
v
&
Q
A SR and a MA of prospective cohort studies rowed a U- shaped association SR of
between BMI and dementia, with an 1ncr@§se in risk for obesity and also observational
for underweight. In the case of obesity, @overall OR was 1.8 for AD and study,
1.73 (non-significant) for VD,!% and it*wvas greater in studies with a longer 2++
control period and lower basal age. IS
S
In another SR that focuses on\&e risk of dementia due to any cause SR of
and BMI, eight studies werelselected, four of which found significant observational
differences and the other fomf none, above all analysing overweight and study,
obesity. The articles that % blished statistically significant differences had 2+/2—
a large sample size, so thievauthors suggest that the non-significance could
be due to a lack of statistical power, or that the association is complex, due
to different cardiovaﬁllar risk factors that could act as a confusion factor
in the relationship @) ween BMI and dementia.
Thus, they congliide that more studies are necessary to determine this
relationship. 10
©
&
Craniocet%l)ral trauma
In stlr@c?es performed on soldiers, who were hospitalised due to trauma  Observational
with loss of consciousness, a RR was observed of between 2.3 and 4.5 study,
of AD or dementia in general, depending on the severity of the trauma. 2-

However, this association has not been found in other studies.”
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Social-demographic factors:

Schooling level

A low or intermediate schooling level is associated with a higher risk of

dementia and AD compared with a high level. ''*!"'2! A Jower risk of AD
has also been observed in people who participate in cognitive activities
and a lower risk of AD and VD in people who participate in cognitively

demanding leisure activities. **” These findings have given rise to thg
N

brain reserve theory. ~

In a MA of cohort studies, and case and control studies, a s@ cantly
higher risk of AD is estimated (OR of around 1.8) in peopJe~with low
schooling level, compared with those with a high level,. @hich is not

significant in other dementias. '"° A

<
A SR of cohort studies concluded that a high schooli& level delays the
onset of dementia in AD, but does not shorten survival after diagnosis.''

Q

N
Social media, civil status S
N
There are few studies. Divorced people or people who have never married
could have a greater risk of suffering ;/dementia. In the Kungsholmen
project, an index was drawn up with dj\fferent social components (marital
status, friendships, having been a mofher or a father, living with others),
and a decreasing curve of the risk.@uffering dementia was observed the
greater the index. !

S
&
N
S

Socioeconomic level Q

Community epidemiologﬁ@al studies, with variable methodology, suggest
an association between @w socioeconomic level and a greater incidence of
dementia, but the da‘r@are not consistent in all the studies; the association
may depend on oth& variables such as age, sex or education level, and
the results are di It to interpret. The existing evidence is not enough to
support the ass@tation between socioeconomic level and development of
dementia. *' 6

<
Q)Q)

~Q
EXposgg_e to toxins

En;&%nmental exposure to pesticides and fertilisers has been associated
with a greater risk of suffering VD (RR 2.05) and the exposure to fumigants
and exfoliates to a greater risk of AD (RR 4.35) in prospective cohort
studies in Canada.’
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S

In one SR that included 24 studies (21 case and control studies, and 3 cohort SR & &

studies) on the association between occupational exposure to toxics and observational

AD, a relationship between exposure to pesticides and AD was observed, y,

consistent among the different studies, whilst, due to the inconsistency of O2++

the results and to the low quality of the studies, no relationship was found c"},

between AD and exposure to solvents, lead or aluminium.!'? Q

Q\
N
9
-

Exposure to low frequency electromagnetic fields S

One MA suggested an increased risk of AD in men who were occupat@lly MA of

exposed (RR 2.05). The studies are very heterogeneous. No dose- réﬁ)onse observational

relationship was found."* . Q study,

N 2—
@

In another review, the authors consider that the relationshi ybetween the SR of

electromagnetic fields and the risk of AD is not consisteiit and that the observational

studies are biased.'"” . (9) study,

NS
O 2-
&
Q
N
o
$
&
Use of drugs O
-2
Statins. Hypercholestolaemia. N
~
O

Non-Steroid Anti-Inflammatory d.@gs (NSAID)

Although one SR did not find st@@stlcally significant differences between SR of

the chronic consumption of NSAIDs and a lower risk of suffering AD ~ observational

or dementia in general, a e extensive and recent SR estimates that study,

exposure to NSAIDs is asspciated with a decrease in the risk of dementia 2++4

due to any cause in prosﬁgtive (RR 0.74) and non-prospective (OR 0.51)

studies. The risk is si in ibuprofen, which reduces peptide AB-42, and

naproxen, which doe@'lot reduce it.”

@
ol
S

Benzodnazepi&y&s

The resul@ of the studies are inconsistent. Some prospective studies  Observational

estimat increase in the risk of dementia, whilst in others there is a study,

reduc%gn 2 2-

<
AN
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Vaccines

Data from the Canadian Study of Health and Ageing showed that Obserydtional
individuals who had been vaccinated in the past for diphtheria, tetanus, study,
poliomyelitis or flue had a lower risk of developing AD than those who ,:\'

had not been vaccinated.’? Q)Q
O
N
Vitamins for hyperhomocysteinaemia. Hyperhomocysteinaemia. COO)
S
6’\\
Hormone replacement therapy (HRT) §

v
A Cochrane SR and a MA of observational studies and of RCT!'@:did not SR and MA of
observe a consistent benefit of HRT on cognition and the risk étidementia observational

in cognitively intact post-menopause women over 65. O study and RCT,
S 1++
@)
<
Furthermore, the largest RCT performed (WHIMSé)Women’s Health RCT,
Initiative Memory Study) showed that HRT almosté:foubled the risk of 1+

dementia of any cause and of cognitive impairmex}.

N
v
$

S
Some authors suggest that the discrepancy between the protective effect found in some observa-
tional studies and the higher risk of dementia shown in this RCT could be due to a bias, due to
the greater tendency of women with a heafthier lifestyle to use HRT, or to the fact that the results
of the WHIMS are not applicable to théﬁ)opulation of under 65s, which was excluded from the
study, whilst in observational studies . HRT began during menopause and ended before the age of
65. There could be a perimenopaus*&'indow where oestrogens would be protective, whilst from

the age of 65 onwards, they woul\ crease the risk.'7-'8
N
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: &)
Summary of evidence §

‘o
Age, sex, first-degree family background and APOE &4 allele Qb

The main risks factors of non-modifiable dementia are: age (maié)\r)isk factor
for AD, VD and DLB),>?!?** sex (AD is somewhat more frequent,i'h"women and

2++ VD in men)**3* family background (10-30% more risk of A%Qn first degree
relatives affected)® and APOE €4 allele (greater risk of AD)87'9L8*§‘~86 according to
population-based studies, and case and control studies. 2)
Vascular risk factors \{0
Vascular risk factors influence the risk of dementia ac ‘ding to cohort studies.
2+/2— | This relationship is complex and the results are diffi to interpret due to their
variability and the many different confusion factors %2
HBP >
&
HBP in midlife, especially if not treated, haiséen associated with a greater risk
of developing AD or dementia in general, in-longitudinal cohort studies. In the
2+/2— e
elderly, on the contrary, an association h\ been observed between low blood
pressure and dementia.”29+% A(v}'
U
Hypercholest@laemia
\\
2/ High total cholesterol in midlif,e\(?as been associated with a greater risk of
developing AD or dementia in @eral, but not VD in cohort studies.”
Diabe.tg;ﬁ/[ellitus (DM)
>
Diabetes mellitus has bee &ociated with a higher risk of dementia in the majority
2- of the studies but not all ©f them. The presence of APOE ¢4 allele increases the
risk of AD in patients \(&h DM type 2.10099:93.97.98
N
cSDIyperhomocysteinaemia
NN
N
o Hyperhomocyst@aemia was associated with a higher risk of AD and dementia in
general in one ,}%Spective study.”>#
5
&
&
9
&
Jo3
$
2
&
&
QO
\Q
AN
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.
. INKd
Anaemia, TSH or sex hormone levels. ($

Anaemia'® and alterations of the TSH®?> or sex hormone®’ levels @e been
associated with a higher risk of dementia in some studies.

n
0 \"
Depression c‘},

24+

Depression increases the risk of AD (OR of around 2) and the wterval between
the depression diagnosis and the AD diagnosis correlates v%hn the risk of AD,
according to a MA of cohort studies, and case and control sty

Nicotine addiction N

2++/
2+

o
Being an active smoker (not being an ex-smoker) is a@ciated with almost twice

the risk of suffering AD according to at least two Mg)of prospective studies.!0104

Diet rich in fat and poor in omsga 3

2+/
2-/1-

The consumption of omega-3 fatty acid sh, Mediterranean diet) could
reduce the risk of dementia according to data’from observational and biological
studies.87,92 However, one SR that 1ncl ed four cohort studies and one low
quality RCT did not find enough ev1denaé}to draw conclusions.'

Physical and mtelléffhal activity

2+/2—

The execution of physical and 1nte@ctual activity is associated with a lower risk
of AD or dementia in the maJOQB/ of longitudinal studies,’**”?' but it has not
been possible to determine W@ype and how much activity is necessary or the
mechanisms whereby this assgeiation occurs.

Con,ih\?nption of alcohol

2+

The moderate consungg.tlon of alcohol, but not excessive consumption or
abstinence, is associatéd with a lower risk of AD and dementia, according to a
MA of 23 longitudipfdl studies.'*

N
O Consumption of coffee

N)

2+

The moderat {gonsumption of alcohol, but not excessive consumption or
abstinence,@associated with a lower risk of AD and dementia, according to a
MA of 23 lpngitudinal studies.'*

\ ¥

b}Q Body weight

Obes@ and underweight have been associated with a higher risk of dementia
according to a meta-analysis of prospective cohort studies (for obesity, OR of
%R:&for AD). Some studies did not find significant differences, probably due to

e small sample size and because the association is complex due to different,
7;possibly confusing, cardiovascular risk factors of the association between BMI

and dementia.!1%°
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P
. c .. Q")
Traumatic brain injury N

Ve N

(Y
A past history of severe traumatic brain injury was associated with a @ter risk
of AD in some studies but not in others.” S

&
Schooling level c\:,\'

2+

A low schooling level is consistently associated with a gre@% risk of AD in
different studies.!10-1112125.87.112 (.00

Social media, civil status @

N

N

N
Married people or people with more social relations showed a lower incidence of
dementia in one longitudinal study of a Swedish popu,lﬁlon 2

Socioeconomic level X {g’
AN

)
A greater incidence of dementia has been Qggrved in patients with a low
socioeconomic level in some cohort studies. ']ébassociation may depend on other
variables and there is not enough evidence to stablish a relationship. !

Exposure to toyg"u%

24+

One SR consistently found a greateé&k of AD in patients with a history of
occupational exposure to pesticides..”

Ao
Exposure to low freque@ electromagnetic fields

NN

X
No consistent association has Heén observed between exposure to electromagnetic

fields and the risk of AD.!*

v
C")\ NSAID

24+

In a recent study a lowgr-risk of dementia was observed in individuals exposed to
chronic consumptior}.h NSAID.*

> Benzodiazepines
==

The relationshipbetween exposure to benzodiazepines and risk of dementia is
inconsistent\' ong studies.”

Q

O Vaccines

Individﬁﬁ‘s vaccinated for diphtheria, tetanus, poliomyelitis or flu had a lower risk
of deén:ntia than those not vaccinated according to the Canadian Study of Health

andAgeing.
AN

N Hormone replacement therapy (HRT)

§HRT has not demonstrated a consistent benefit on the risk of dementia in
post-menopause women over the age of 65 in a Cochrane SR'S and a MA.
6Observational study data suggest that there could be a peri-menopause window

where HRT would have a protective role 3417118
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6. Dementia prevention

Questions to be answered

6.1. Is primary prevention of dementia possible?

: : .0
6.1. Is primary prevention of dementia Rgsmble‘?
N

To perform primary prevention, it is necessary to know the ris@factors of dementia, the degree to
which these are modifiable and there must be evidence thatmudifying these factors gives rise to a
reduction in the incidence. *Following the same outline agn the previous section, in this chapter
we analyse evidence from studies that assess whether @ain preventive actions on the possible

risk factor can modify the risk of dementia. O

&

HBP >

There are no prospective RCT designed to .@luate if blood pressure treatment in midlife

reduces the risk of dementia in the elderly. C}

&

The few prospective studies that exist o@y evaluated the cognitive function  Cohort study,
as a secondary variable, and they had®a much shorter control period, less 2+/2—
patients and more elderly than in t,}\@%bservational studies.

&
A Cochrane SR (2009)* di\@not find convincing evidence based on SR and MA
a RCT that a decrease in bipod pressure prevents the development of of RCT,
cognitive disorders and de gqtia in patients with no previous and manifest 1-
cerebrovascular disease &e combined analysis of SHEP 1991, Syst-Eur

1997, SCOPE 2003 and HYVET 2008 studies did not show significant
differences between.aé?—hypotensive treatment and placebo in the incidence
of dementia (secon@y variable) after an average control period of about
3 years on a total@ 15,936 hypertensive patients aged between 60 and 89
years (OR 0.89®%I 0.74-1.07). Only the Syst-Eur 1997 study showed a
reduction of th'é; incidence of dementia with the use of nitrendipine, but,
lacking individual data, it is not possible to evaluate if the effect of the
treatment @epends on other basal risk variables such as sex, age or blood
pressur el.

&

Un@unately, due to the considerable heterogeneity between the RCT, to the presence of
adverse events that caused the drop-out of many patients, and to the fact that some control
individuals received antihypertensive drugs to recover the pre-established values, it was not
possible to use the available data to assess the efficacy of antihypertensive treatment in the
prevention of cognitive disorders and dementia.
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S
§

Hypercholesterolaemia

o
There is no large-scale RCT aimed at studying the effect of hypolipemiant treatmen@?n the
cognitive function or the risk of dementia.”** O\}
ha N

*
A MA of cohort studies, and case and control studies (2005) designed to . Q)cﬁ/[A of cohort
assess the effect of statins on the development of dementia and AD did not:&”  case and

show any benefit of these drugs.'"’ @ control study,
-Q 24+/2+
X
In two large RCTs that evaluated the effect of statins on the risk of yascular RCT, 1+
disease, no reduction of the incidence of dementia was observe@ ter 3-5  Observational
years in the group treated with pravastatin or simvastatin,*” and o@rvational, study,
and case and control studies have shown variable results. So tatins seem 2+4/2—

to have a preventive effect due to mechanisms not related @the reduction
of cholesterol.'*

&
&
Diabetes Mellitus (DM) {D
In the Nurses’ Health Study, on diabetic womem&er the age of 70 and a Observational
2-year control period, the sub-group treated with\&ll antidiabetic medication study,
had an OR of 1.06 of bad basal cognitive\@rformance with respect to 2+

the non-diabetes, whilst the untreated subgroup had an OR of 1.71.% On
the contrary, hyperinsulinaemia or treatifient with insulin could increase
the risk of dementia. Non-diabetic wgfr\:n with peptide C levels (insulin
secretion marker) in the upper quartile;had a greater risk of dementia after
10 years than women with levels igthe lower quartile (OR 3.2); likewise,
in the WHICAP study, patients witiy insulin levels in the upper quartile had
a greater risk of AD than patients in the lower quartile (HR 1.7); the greater
association was in non—diabete@\\and they calculated that hyperinsulinaemia
would explain the 40% of tl@}ases of AD in their population.”

Y%
$
Hyperhomocysteinaen&?
The normalisation}ﬁ homocystein levels by the intake of complex  Observational
B vitamins in he@hy elderly people with high levels did not show any study,
cognitive impro¥ement, in one single and not very appropriately design 2-
study.'?! N
2
i
&
QO
<
AN
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.(\05
Diet rich in fat and poor in omega-3 3

A Cochrane SR (2005) found that available epidemiological clinical studies of
that compare the presence of AD among elderly people with different ~ Observational
dietetic intake levels of omega-3 polyunsaturated fatty acids suggest a «Ostudy,

significant reduction of the risk of this disease among those with higher ()° 2+/2—
consumption levels of fish and omega-3 polyunsaturated fatty acids. There {)
are no RCT that permit confirming or refuting the usefulness of omega-
to prevent cognitive impairment or dementia in elderly people without pze-
existing dementia.'? v\\,\
QO
>
Physical activity Q
One SR concludes that the RR of cognitive impairment could dazrease with SR of
age in physically active people. The majority of the studi¢s have found  observational
an association between physical exercise and a lower rigk of dementia, study,
although others have not. The cause-effect ratio is not clear; in other words, 2+/2~

if participating in physical activities improves cognition®r if those that have
a better cognitive function participate more. Furthe \'ore, there could be
other variables such as possible endogenous subsgtggﬂevels that stimulate
both physical activity and the cognitive function.-We do not know what type
of exercise is more beneficial (the study result,s@ry depending on the type
of exercise) nor the recommended duration ¢t intensity. There is no RCT
that investigates if exercise by previously Sedentary people would reduce
the risk of dementia.'” -9

N
o
9

<
Intellectual activity ("5'\
One SR that included seven %&‘ that have evaluated the effect of mental ~ SR of RCT,
exercise on cognitive perforniance for at least 3 months in healthy elderly 1-
people, showed a favourab Seffect compared with non-training (weighted
average difference = 1.0 :0.32-1.83,2=2.78, N=7,p=0.06,N =3.94).
Studies of more than 2 ygars did not produce a greater effect. The quality of
the studies is low, andhe incidence of dementia is not specifically evaluated.
We still do not havecgny appropriately designed trials that demonstrate that
cognitive exercisefprevents the incidence of dementia.'**

@

o
&
Y
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Consumption of alcohol ;Z;'\

In the Nurses’ Health Study it was observed that women over 70 years of Obs%ational
age that consumed less than 15 g/d of alcohol had a lower risk (RR 0.81) of <Study,
cognitive impairment after 2 years than non-consumers. The benefit was not W2-++/2+
observed in higher consumptions. Likewise, in the Cardiovascular Health
Study, individuals over the age of 65 who consumed 1-6 drinks per week _
had a lower risk of dementia (OR 0.46) than teetotallers, whilst the benelj,zb
was lost in consumptions of 7-13 drinks, and the risk increased in mere
than 14 drinks (OR 1.22); the results were similar for AD, and wit%}lo

differences regarding the type of drink.* loy
<
o
@

There is no RCT on the consumption of alcohol, and observa i@al studies  Observational

support the moderate consumption of alcohol (< = 1 drink per in women study,

and < =2 in men) to reduce the risk of cardiovascular disea%\and cognitive 2+4+/2+

impairment with no significant risk of adverse effects.® (9

&
S
Use of statins (hypercholesterolaemia) (é)
N
Use of NSAID . C()D
N

MA of observational and prospective stucld\& have shown a lower risk MA of

of dementia in users of NSAIDs (ibuprofes or naproxen), but not when  observational

cognitive impairment was used as a majot-clinical variable. No effect was study,

observed in studies with aspirin. There{re no prospective RCT that confirm 2++/2+

this benefit.® One trial with naproxen®as negative.'*

Q
9
o

Vitamins \\CSO

Observational studies with Vi.@ﬁn C or E have shown variable results,and ~ Observational

there are no RCT or cons&s%%nt data of efficacy that support their use to study,

reduce the risk of demen\'{'@x 3 2-

@
S
Q

Hormone replacenclffﬁ\t therapy (HRT)

Some studies suggzst that HRT may delay the onset of AD if started ina peri- ~ Observational
menopause “opportunity window” where oestrogens would be protective, study,
whilst from €he age of 65 onwards, they would increase the risk (question 2++
5.3). “7*“8@Tent data are not sufficient to make recommendations in this
regard. @

~Q

Z
<7
Y
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Other risk factors ;Z;'\

There are no prospective RCT aimed at assessing if the modification of other poﬁle risk
factors (hyperthyroidism, sex hormone levels in blood, depression, nicotine “eddiction,
consumption of coffee, obesity and low weight, social-demographic factors,*giposure to
toxins and electromagnetic fields, use of benzodiazepines, use of vaccines) %’}y reduce the

risk of dementia. §\
%)
Despite the absence of RCT, the available data of observational st 'd%s Observational
suggest that action on these risk factors could be associated with ati)&ver study,
risk of developing dementia (question 5.3). ‘§ 2442+
%

Overall, there is still no clear evidence of the risk factors to %dglelop dementia and how to
prevent it. The majority of the recommendations of documentszare based on scientific evidence,
but they are not specifically focused on the prevention O%%é\mentia but on the prevention of
the risk factors that may be accompanied by dementia.

&
NS
O
&
Q
Summary of evidence N
9
N
Vascular risk factors (HBP,@VI and hypercholesterolaemia)
Vol
(O

The available data of cohortstudies or RCT designed to assess other variables do
1-/2+/ | not permit demonstrating thAt the treatment of vascular risk factors (HBP* DM,

2— hypercholesterolaemia®'{*:1%) reduces the risk of developing dementia. No RCT
have been appropriatelédesigned to assess it.

S
. (@Iyperhomocysteinaemia
AT

N
The correction ~§ hyperhomocysteinaemia via vitamin B in healthy elderly

2— individuals di@%ot show a cognitive improvement in an inappropriate design
study.””! 3O
9 C . .
(S) Diet rich in fat and poor in omega-3
A high@? consumption of omega-3 fatty acids was associated with a lower risk
2++ of n one Cochrane SR of case and control studies, but there is no RCT that
pexmits confirming or refuting its usefulnesss.'*
ﬁ
%) Physical or mental activity
2+/7— éZ)QFhere are no RCTs that assess if the execution of physical'* or mental'* exercise
<O reduces the risk of developing dementia.
9 . . .
\({D Consumption of alcohol or chronic consumption of NSAID
\-:+ y The moderate consumption of alcohol® or the chronic consumption of NSAID*

has been associated with a lower risk of AD in cohort studies, and case and control
studies, but there are no RCT that confirm this benefit.
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o . &)
Vitamins ;&\Q

There are no RCT or consistent data from observational studies thatSdpport a

2— . o . .
benefit of taking vitamins C or E over the risk of dementia.
O
N~
Hormone replacement therapy (HRT) c’}'
Observational studies suggest that HRT could reduce the ris]'@ﬁ dementia in a
2++ peri-menopause window and increase it from 65 years onwalrgg”l118 but there are
no RCT that confirm this. %)
Other risk factors X

There are no RCT that assess the effect of the inte letion on other possible
risk factors (hyperthyroidism, sex hormone levels i @ood, depression, nicotine
2+/2— | addiction, consumption of coffee, obesity and loyweight, social-demographic

factors, exposure to toxins and electromagnetic dﬁs, use of benzodiazepines, use
of vaccines) on the risk of developing dementi\?&auestion 5.3).

Q)
&
Recommendations E)\\,

Q>

The control of vascular risk factoQ\‘(JHBP, DM, hypercholesterolemia) and
healthy lifestyle habits (consumptio@of omega-3 fatty acids, physical and mental
C exercise) is recommended due to the clear evidence that exists about its benefit on
other aspects of health, although:its possible benefit on the reduction of the risk of
dementia is not supported by appropriately designed studies.

Although moderate alcohoL.@S;lsumption or chronic consumption of NSAIDs ha
C been associated with a lower risk of AD, they also have other risks for health and

there is not enough evidenice to recommend them in the prevention of dementia.

Neither the intake of*%itamin C nor vitamin E nor hormonal replacement therapy

C are recommende(\i(.}tgprevent dementia.
N)
@Q
$
&
5
&
qo
4
)
®<§
N
8
>
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7. Genetic study in dementias N
O
L

S

Questions to be answered \Q

b
7.1. When are genetic analyses indicated to identify pathogenic mutatiopéﬁa patients with
dementia? ~Q\
7.2. When is a predictive genetic analysis indicated in asymptomatic ind&iduals?
@

N

X

Less than 1% of the cases of neurodegenerative dementias are gene@lly determined, that is, a
specific genetic alteration is the cause of the disease.®!?® These cas&s often present a phenotype
that is difficult to distinguish from the non-genetic forms, WithQ@é exception of the onset age,
which is normally earlier in genetic cases. Q\)\

The genetic alterations causing primary neurodegenera@e dementia that have been identi-
fied to date are transmitted with an autosomal dominant infeitance pattern with high penetrance,
although the age range for the onset of the disease Variesgépending on the gene involved.®'*

S
In genetic origin AD, which represents betwee{r@”sﬂ}’i and 1% of the cases according to the
series,” %126 causal mutations have been identified ipythree different genes: the amyloid precursor
protein (APP), presenilin 1 (PSEN1) and presenil% (PSEN2).

Causal mutations in five genes have been géntiﬁed to date in FTLD, representing between
10 and 15% of the cases, but they do not explaitrall the familial cases. These genes are the gene of
the microtubule-associated protein tau (MAPT), progranulin (PGRN), the gene of the Chromatin
modifying protein 2B (CHMP2B), the valgsin-containing protein gene (VCP) and the gene of the
TAR DNA binding protein (TARDBP);qihltations in MAPT and PGRN are the most frequent.

Genetic prion diseases (betweend0 and 15% of the cases) are produced by mutations in the
prion protein gene (PRNP).%'2 \\9

Genetic origin DLB is curre\@(g/ considered to be an exception, as is its familial presentation.

Huntington’s disease is %@%uced by the alteration of exon 1 of gene IT15, a gene that en-
codes the huntingtin protei e genetic alteration of HD consists in an expansion of cytosine-
adenine-guanine (CAG) t@ts, which normally presents around 16 repetitions, but its expansion
over 35 repetitions may gause symptomatology. Huntington’s disease is the paradigm of genetic
dementias and, unlikg: éﬁé other types of dementias, mentioned above, it has an exclusively ge-
netic origin. 23

The detectio O')f a genetic change in one of the genes involved in the pathogeny of the
disease in a pat%’t with dementia does not mean that this is the cause of the disease (existence
of polymorphisms or non-pathogenic mutations). For a change in the genome to be considered
as causal, thezsegregation of this change with the disease in the family must be demonstrated, as
well as its@sence in normal population, and this change must cause an alteration at biological
functioniiig level that justifies its involvement in the pathogeny of the disease. However, in the
majoriteg)of the cases, pathogenic mutations are recurrent in different families, so the existing
biblip;graphy is enough to support the pathogenic role of a mutation, without it having to be dem-
onstrated in each case.
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The majority of the cases of dementia, therefore, are not determined by a speciﬁg:@letic
defect, although the genetic component may exercise a predisposing factor in the devel sment of
adementia. Thus, in AD, the presence of allele €4 of the APOE gene has proved to be %sk factor
for the development of the disease in many association studies; in sporadic Creutzfeidt-Jakob's
disease there is an overrepresentation of the methionine-methionine homozygosis#tcodon 129 of
the PRNP gene and in some of the frontotemporal lobar degeneration forms, a@;everrepresenta—
tion of haplotypes H1 of gene MAPT6 is objectified. None of these genetic risk factors is, how-
ever, necessary or sufficient, for the development of these diseases, so their @ ulness in clinical
practice is controversial (Section 5.2). @

The detection of a genetic alteration as the cause of dementia not Qaly has implications for
the patient, but it also places direct relatives at a risk of having inheritéd that same alteration and
therefore of suffering the same disease in the future. To date there é no preventive or curative
therapies. In this sense, the genetic analyses have a legal and practgal consideration in daily clini-
cal practice that differs from other diagnostic tests.

N
%
¥
@)
: . D : :
7.1. When are genetic analyses indicated to identify
pathogenic mutations in patient&@bvith dementia?

‘D
The NICE guideline® recommends that p@nts with a likelihood of Expert
suffering dementia due to genetic causesc}lould be referred to genetic opinion,
counselling. O 4
N
s:&
The CPG of the EFNS,’ as a pomt ofzood clinical practice, recommends Expert
genetic analysis in patients with ce n phenotypes or autosomal dominant opinion,
familial history. This study shoul \nly be carried out at specialised centres 4

following genetic counselling { prior informed consent.

The great majority of the c&es of genetic caused AD appear as presenile Case and
onset AD and autosomal~dominant history. The cases of genetic FTLD  control study,
normally appear with Q)\family history. Genetic cases of prion diseases 2442+

may appear without faigdily history. The CPG of the SEN *?6 based on case
and control studies b}ecommends performing genetic analyses on patients
with AD and an somal, dominant family history of pre-senile onset. In
patients with F , the execution of genetic studies would be indicated
in patients with\autosomal dominant family history. In patients with prion
diseases, theprion protein genetic study would be indicated in all cases,
regardless@f family history or age.

Q
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The majority of patients with Huntington’s disease have a high number Diagngstic
of CAG repetitions in the Huntingtin gene, so the diagnostic reliability of test&fudy,
genetic studies in cases where Huntington's disease is suspected is high.6 /2+

Given that Huntington’s disease is a purely genetic disease, in the event ~,\C')Expert
of clinical suspicion, different experts recommend performing the genetic opinion,
study. QD 4

y Q\
N
)

The Spanish Law on Biomedical Research (Law 14/2007)'¥ explaffis According
that prior written consent from the person affected or from thei "k’gal to applicable
representative is necessary to perform genetic analyses. On the oth@and, legislation
“when a genetic analysis is performed for health purposes, a priate
genetic counselling will have to be guaranteed for the interested party.
The professional giving or coordinating the genetic counselli@ must offer
adequate information and advice, related both to the imp&hance of the
resulting genetic diagnosis and to possible alternatives trai“the individual

may choose in view of the diagnosis”. s
¢
O
&
Q
Summary of evidence >
O
4 Patients with likelihood of strj‘”g%ing genetic origin dementia and their relatives
require genetic counsellin%."
9
The great majority of thécases of genetic cause AD appear as presenile onset
2+ .
AD and autosomal doq}'mant history.®'#6
Q
2+ The great majority(@ the cases of FTLD appear as familial FTLD.%
The genetic cas@‘,gf prion diseases may appear with or without family history.
244/ . . . . .
The genetic st@f of all patients with prion diseases has been proved necessary
2+ . S 6.126
to detect genelic cases, even in the absence of family history.*
2+4+/ Hunting(g‘rbs disease is a purely genetic disease and the diagnostic reliability
2+ of the g@etic study for its diagnosis is high.®!2
)
o~
According | The%rior written consent from the affected person or from his or her legal
to applicable| r {fesentative must be obtained to perform genetic studies, and appropriate
legislation @@etic counselling must also be guaranteed for the interested party.'?’
2
<
@ .
Recomqgndatlons
&
\Q(g Patients with a likelihood of suffering dementia due to genetic causes should
X be referred to specialist genetic counselling units.
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C Performing genetic analyses to detect causal mutations is indicated in @\é)nts
with AD and an autosomal, dominant family history of pre-senile on%@
C In patients with FTLD, genetic analyses would be indicated in c@s with a
family history of a similar disease. Q
B In patients with prion diseases, the genetic study would be ﬁiﬁcated in all
cases, regardless of family history or age. b\
B The genetic study is recommended if Huntington’s dise&% is suspected, to
confirm the diagnosis. @
. The execution of genetic analyses in clinical practi@\must be authorised in
According . N . . .
. writing by the actual individual or his/her legal repﬁsentatlve after receiving
to applicable . .
genetic counselling @
N
¥
S

N
7.2. When is a predictive genetic a@ysis indicated in
O

asymptomatic individuals? S
{D
Q
N
The NICE guideline® recommends that non-{&:cted relatives at risk of Expert
developing genetic dementia in the future shotild be offered and referred to opinion,
genetic counselling. 4
&
Predictive genetic analysis on asymptom?t'ic individuals at risk of developing Cohort,
genetic origin dementia has proved %e safe in the short to medium term and case
when carried out in specialised geyn\\'@lc counselling units. and control
(00} studies, 2+
K¢
Q
Based on case and control gtidies, the CPG of the SEN®!?¢ proposes that Case and
presymptomatic or predigiive genetic studies could be conducted on  control study,
individuals of full legal ag/?with aclear family history of dementia and known 2+
pathogenic mutation in‘atients of their family, following multidisciplinary
assessment and genefic counselling before and after the genetic analysis,
following the pre ifive study model for Huntington's disease, given that
this context has pé@ved to be safe.
Q
One RCT"*3howed that relevant psychological alterations were not RCT,

objectifieddn the short term in a group of individuals on whom it was carried
out and \gio were informed about their APOE genotype.

Z
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However, the guidelines of the EFNS? and of the SEN® consider that studying Diagn
non-determining genetic risk factors, such as the APOE genotype in AD or testssudy,
others, would not be indicated with genetic counselling purposes given that §++

O
gnastic

its validity as a predictive test has not been demonstrated. N
&
-Q
3
%)
Summary of evidence &
X
o Presymptomatic predictive genetic studies havgxhas proved safe in a
multidisciplinary genetic counselling context.*'*,
NI
I The APOE genetic study has proved safe j]@symptomatic individuals in a
multidisciplinary genetic counselling cont(_elfsE128
it The study of the APOE genotype has n()@?roved to be valid as a predictive test
of AD in non-selected individuals.s*“%'\
(43
Q
>
Recommendations -9
£

and subsequent mogpiforing.

The predictive genetic stugy’ can be performed on people of full legal age
who are at a risk of beilé%arriers of a pathogenic mutation known to cause
C dementia and who wi,iﬁ"to have it conducted, following informed written
consent and multidisciplinary genetic counselling prior to the genetic analysis

Ny
The study of gelgﬂ'c risk factors of dementia, such as the APOE genotype, is

b not indicated f?\bgenetic counselling purposes in asymptomatic individuals.
N}
@Q
5
&
2
&
ol
g
©
&
&
@
\Q
AN
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8. Dementia diagnosis

o
3
S

Questions to be answered \,'\C')
8.1. How is dementia diagnosed? . Q)Q
8.2. What is the differential diagnosis of dementia? ~Q\
8.3. What are the advantages of neuropsychological testing assessmemﬁl cognitive impair-
ment and dementia? X
8.4. What neuropsychological tests, questionnaires or functional €valuation scales must be
performed on patients with dementia? QO
8.5. Which laboratory tests are essential in diagnosing dementmg.
8.6. Must the determination of apolipoprotein E (apoE) be reguested?
8.7. What are the advantages of analysing cerebrospinal fﬁ?CSF) in the diagnosis of de-
mentia? -8
8.8. Which is the structural neuroimaging technique @hoioe in the diagnostic process of
dementia and its different types? @
8.9. Which is the functional neuroimaging techni%io of choice in the diagnostic process of
dementia and its different types? @)
8.10. What are the advantages of EEG/mappin§37 the diagnosis of dementia?
8.11. What are the indications for performing.a terebral biopsy in the etiologic diagnosis of
dementia? \(()D
L
N\
G
-9
$
&
8.1. How is dementia diagnosed?
x>
&
Diagnostic assessment of de yitia
The diagnosis of dementia ionargely clinical and is based on DSM-IV-TR or Expert
ICD-10 criteria (Append'{@s 1.1 and 1.2). opinion, 4
<

Q

The diagnostic proéess is usually based on a suspicion of cognitive
impairment, eithe ‘t%? the actual person affected, by a relative or the primary
care team. Otherossible causes of cognitive impairment must be ruled out

before

making &diagnosis of dementia (question 8.2.). All the information

required to kapw if the patient satisfies the clinical criteria of dementia and
of its subt@es must be collected in the case history and examination.'”

~Q®

Z
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A possible family background of dementia, previous diseases, vascular Expx
risk factors, the patient’s schooling level and social-family context must op1ion,
be studied in depth. The symptoms of cognitive dysfunction, its form of S

onset and evolution must then be evaluated. A functional assessment must N

be carried out on the patient, as the loss of capacity to undertake basic and

instrumental activities is one of the main criteria for diagnosing dementia . @

and which distinguishes it from mild cognitive impairment (MCI). '* §\
)

It is important to have a source of information that is close to the paﬁ@?t,

for the case history, given the frequent presence of anosognosia. Sgyeral

questionnaires have thus been designed for informants, such as theBlessed

scale or the IQCODE (Informant Questionnaire on Cognitive Pecline in

the Elderly) (question 8.3). The BPSD as well as functiona@nd social

problems must be assessed, as these are the main causes of st@’n and stress
S

in the caregiver (question 11.4). S

O
Neurological examinations in early phases of dementi@re usually normal, Expert
although alterations may be evident that guide towaygs’ a specific aetiology opinion,
(extrapyramidal signs, oculomotor alterations, ga@praxia, etc.)”’ 4

Formal neuropsychological examinations permittie detection of mild cases
and help make a differential diagnosis, and dp'@rmine subtypes of dementia
(question 8.2). C>\

The data obtained via the case history,linical and neuropsychological
examinations will enable us to make a syrdrome-based diagnosis (cortical vs.
subcortical impairment, parietotempog;rontal syndrome, etc.) and based
on this, we will continue the study wo'ﬂu the relevant complementary tests.

The aetiological diagnosis of Cergg.r\nty of degenerative dementias is based
on neuropathological examinatié’ls, s0, in the majority of the cases, we will
only reach an aetiological d@msis of probability, with the exception of
cases of known pathogeniczz) futation.

$
Q
$)
S

Diagnostic criteria - &

9
The definition ofsdementia is based on diagnostic criteria. There are also different
clinical criteriglof consensus for the diagnosis of the different types of dementia

(Appendices-£3-1.11).
©
<
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The most commonly used for AD are the criteria of the National Institute Diagriéstic
of Neurological and Communicative Disorders and Stroke and of the testssudy,
Alzheimer’s Disease and Related Disorders Association (NINCDS/ @/2+

ADRDA),®! which stratify the diagnostic precision with the degree of O
possible, probable or definite, or those of the DSM-IV-TR.!” The DSM-IIR c‘f},
criteria for Alzheimer’s type dementia and those of the NINCDS/ADRDA . @
for probable AD have been validated in clinical-pathological studies and:®
have shown high average sensitivity (around 80%) and lower specificity
(around 70%).'* Q@
X
QO
The NINCDS-ADRDA"! criteria have been recently reviewed(& Dubois et al.'** for a

research context and they have still not been validated for clinicgapplication.

Each new version of criteria shows greater specificity than the g‘?\rious ones, above all because
they incorporate new diagnosis markers (neuropsychologieal, neuroimaging, biochemical,
genetic). The new criteria proposed by Dubois et al. in @7 are of interest, as they permit
the establishment of the clinical diagnosis of “probable AD” in patients who only present a
prolonged disorder of episodic memory (more than 6q§r?mths), providing that an AD marker
(support criteria) appears in the complementary tesngﬁnd there are no data that identify any
other cause of dementia (exclusion criteria). This ﬁtgnosis, in a patient who does not satisfy
the dementia syndrome-based criterion (which fequires an alteration of multiple cognitive
domains), represents an advance in the early aefiblogical diagnosis of patients with cognitive
function impairment, and a change in the con@t shared by all criteria valid until 2007, which
demanded the presence of dementia to be able to diagnose AD.

Currently, the final determination of th Q?istence of AD requires the person to have satisfied
the clinical criteria of AD, also, the ‘anatomopathological criteria of AD must have been
confirmed in brain studies or the preserice of any of the mutations that cause familial AD must
have been detected. O

o
&
N
The most commonly used cri \a for VD are those of the National Institute Diagnostic
of Neurological Disorders Qd Stroke/Association Internationale pour la test study,
Recherche et ’Enseingeméit en Neurosciences (NINDS/AIREN), of great 2+

specificity (around 95%)‘2&‘[ very low sensitivity (less than 43%).54¢

The Hachinski ischaeghia scale has high sensitivity to distinguish AD
(score < 4) and VD f@core < 7), but it is not reliable for mixed cases. *The
Hachinski scale v@s not designed as a diagnostic criterion for VD but to
detect vascular h¥ain lesions in patients with dementia. A meta-analysis
of the Hachinski scale on patients with dementia and neuropathological
conﬁrmation%howed that it was effective to differentiate Alzheimer’s type
dementia @m multi-infarct vascular dementia but not to differentiate it

from m;gd dementia.'*
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There are no clinical or neuropathological criteria for the diagnosis of
mixed dementia (if there are signs of both VD and AD, the NINDS / AIREN
classifies it as AD dementia associated with cerebrovascular disease).™®

o
3
S

St

XN
The diagnostic criteria for DLB were formulated by McKeith? and reviewed O Diagnostic
in 2005 by the DLB International Workshop. ““The 1996 criteria have shown\.Q\ test study,
high specificity (95-100%) and variable sensitivity according to the studie@ 2+

(31-83%) .54 @

X
The diagnostic criteria for probable or possible dementia associat@ with Expert
Parkinson’s disease was defined by consensus by the group of expetts from opinion,
the Movement Disorder Society in 2007 ! S 4

N
%)

The Lund-Manchester criteria can be applied (The Lun \d Manchester Diagnostic
Groups, 1994) for FTLD, as well as the criteria of the N S Work Group test study,
on Frontotemporal Dementia'* or those of Neary,” thafare more operative 2+
and have shown 85% sensitivity and 99% specificity @en applied together

with neuropsychological and neuroimaging tests. Q&

N
o3
&
§
O
Summary of evidence -
)
The diagnosis of dementé\ls largely clinical. The information required to know if

the clinical criteria of entia and of its subtypes are satisfied, must be compiled
in the case history afid examination.

The case history\'il}céludes: Family background of dementia, previous diseases,
vascular risk facﬁrs, patient’s schooling level, social-familial context, cognitive
dysfunction s ‘thoms, form of onset and evolution, assessment of the capacity
of activitie\ daily living, BPSD and social problems.

The neurglégical examination is usually normal with the exception of advanced
stages ofin diseases with associated neurological signs.’

The @Jropsychological examination helps to detect mild cases and the differential

di@losm.

aetiological diagnosis of certainty of degenerative dementias is based
~on neuropathological examinations with the exception of case with known
&' pathogenic mutation.

" Q To diagnose AD, the NINCDS / ADRDA criteria for probable AD and the DSM-
(ﬁ IIR criteria for Alzheimer type dementia have shown an average sensitivity of
81% and average specificity of 70% in clinical-pathological studies.'*
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To diagnose VD, the NINDS/AIREN criteria have shown 43% sensitiv-i@\gnd
95% specificity in a clinico-pathological study. ®*The Hachinski scal é}lps to
detect brain infarcts in patients with dementia and may distinguish b%een EA
(<4)and VD (> 7), but it is not useful in mixed dementia.

2+

o\
U

o
To diagnose DLB, the McKeith criteria have shown variable gensitivity (31-
83%) and 95-100% specificity in prospective clinico—pathologj@ studies.**

2+

Y
To diagnose probable or possible dementia associated with @kinson’s disease,
4 a group of experts from the Movement Disorder Society (Efore et al.) established

some consensus criteria in 2007 4! ;’\\

O
To diagnose FTLD, the Lund-Manchester or Neary-&fiteria have shown 85%
2+ sensitivity and 99% specificity in small retrospective clinico-pathological
studies.’! ,-.\\Q
Z
L
QO

&
The assessment of the impact of cogritive impairment on the activities of
daily living is recommended, givenriheir affectation, which forms a dementia
diagnostic criterion and determines(’;@?he subsequent management of these patients.

Recommendations

v

g

v Obtaining data from an indep.eéﬁ'e):nt and reliable informant is recommended,
whenever possible. C}\

Ve An assessment of the psycgﬁgical and behavioural symptoms is recommended,
due to their importance EQ he diagnosis.

. O . . L .
The execution of a ge@@ral physical and neurological examination of patients
v with dementia is rec ended to detect comorbidity and associated neurological
signs that may h%g? towards the differential diagnosis of some subtypes of
~N

dementia. DN

N
The use of DSM=IV-TR and ICD-10 clinical criteria is recommended to diagnose
dementia. K%

NS
The use@' DSM-IV-TR or NINCDS/ADRDA criteria is recommended to

B diagn(.)%AD.

The (?e of INDS/AIREN criteria or the Hachinski scale is recommended to
fa(‘(ﬁta‘[e the diagnosis of VD.

%] . . o
The use of Emre et al. (Movement Disorder Society) criteria is recommended to
N iagnosis Parkinson’s disease dementia.

A
B Q)Q) The use of McKeith criteria is recommended to diagnose DLB.

recommended.

@ The use of Lund-Manchester or Neary criteria to help diagnose FTLD is
AN
AN
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8.2. What is the differential diagnosis of dementia? QQO)
(Y
e
Before establishing the diagnosis of dementia, we must basically rule out all those p@esses that
might simulate it.

0
&
5

Acute confusion syndrome (delirium) 0330

Acute confusion syndrome or delirium is a severe, normally reversible, difrder that is associated
with high morbidity and mortality. It is a real medical urgency, and s usually due to systemic
causes. Advanced ages and neurodegenerative diseases are risk factors for this entity. Patients
with dementia have a high risk of presenting acute confusion syn%@ne, but an initial diagnosis
of dementia must not be made in the context of a confusion pict{\@. 3

It is clinically characterised by the disturbance of the ]Q%l of consciousness, a reduction
in capacity to direct and sustain attention, and fluctuating c itive evolution deficits. The onset
may be acute and the disturbances are usually reversible if the cause is detected and appropriately
treated. The DSM-IV_TR criteria for diagnosing delirium%’re described in Table 1. Some charac-
teristics that help differentiate delirium from dementia@}e given in Table 2.

S
Table 1. DMS-IV-TR criteria for the diagnosis of deliriun(ﬂgg’ranslated from APA, 2000)'®

O
A. Disturbance of consciousness (reduced clarity@awareness of the environment), with reduced ability
to focus, sustain or shift attention. C>\

B. Achange in cognition (such as memory de{ait, disorientation or speech disorder) or the development
of a perceptual disturbance that is not b&r accounted for by a pre-existing, established or evolving

dementia. O‘\

C. The disturbance develops over a start period of time (usually hours to days) and tends to fluctuate
during the course of the day. N

P
D. There is evidence from the hI-S\ﬁ)(r)}'/ physical examination or complementary examinations that the
disturbance is caused by th ect pathophysiological consequences of a systemic disease, intoxi-

cation, effect of drugs or by more than one cause.
<

Q
S
@

Table 2. Differential dia mpsois between delirium and dementia'®’

4

DELIRIUM ‘D‘{o DEMENTIA

e Gradual onset but impossible to give precise

4
e Precise, s@n onset with identifiable date date

£

2z

N
° Acutiﬁéase, generally lasting from days to e Chronic disease that typically progresses for

wee arely more than 1 month years
(Z] _ . .
. e Generally irreversible, often chronically pro-
° rally reversible, often completely. ressive
X g '

NS
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e Early disorientation e Disorientation in late phase of d|sease@en
after months or years. }QD
e Variability from one moment to the next, from e Much more stable from one day toé}other (un-
one hour to the next, for the whole day. less delirium appears) (e
\v
xS
e Qutstanding physiological impairments e |ess striking physiological p%ﬁges
O
i
e Cloudy, altered and variable level of conscious- | e Consciousness is not obfiuscated until terminal
ness .
phase {0
X
e Duration of attention strikingly short e Duration of attentiofiis not typically reduced.
i
e Disturbance of sleep-wake cycle, with varia- e Disturbance of Gleep-wake cycle, with day-
tions from one to another night inversic@with no hourly variations
Vo)
O
e Marked psychomotor changes (hyperactive or ° Typicallyi@ psychomotor disturbances (un-
hypoactive) less de@%sion appears).
Q
S
S
@
N

The main risk factors of delirium are old age, the céxistence of neurological and psychiatric dis-
eases and sensory deprivation. Many precipitatin@actors have been described, including drugs
(mainly hypnotic, narcotic, alcohol or poly—dré’use), different neurological diseases (such as
ictus, intracranial haemorrhage or meningitif&} ystemic disturbances (infections, surgeries, hy-
droelectrolytic disturbances), fecalomas, acute€ urine retention, pain and changes in normal envi-
ronment surrounding the patient (emotiopal stress, widow(er)hood, use of tethers and physical
constraints, urine probes, change in placQ\of residence or admissions into hospital). At times, an
acute confusion syndrome may conce&@rior cognitive disturbance.
i

o
Major depression and\'g%her psychiatric disorders
Ny

Major depression is another important element in the differential diagnosis of memory alterations.
Frequently, people with d@essive disorders present memory complaints, concentration difficul-
ties or reduction of intellectual performance, which may even have an effect on the patient’s
global functioning. Ths; a comprehensive interrogation must be carried out, aimed at detecting
depression syndromesssuch as sadness, anhedonia, anxiety, anorexia or sleep disorders. Patients
usually highlight aéd insist on cognitive difficulties. It may become necessary to start anti-de-
pression treatmenttind observe the evolution of anaemic and cognitive symptoms. Depression is
often an early symptom in dementia, so the coexistence of both must be investigated. So much
so that even é@en the onset of depression symptoms precedes or coincides in time with the ap-
pearance of@pgnitive symptoms and both are solved with antidepression treatment, up to 50% of
the patie(g)will develop mild cognitive impairment or dementia during the years following the
depression episode. Likewise, patients with mild cognitive impairment who present depression
epis , may have a greater risk of developing AD. *Dementia must also be distinguished from
dissdeiative or conversive disorder, which is usually expressed with patterns of cognitive deficit
that are inconsistent in time and that are not the ones that are typically observed in dementia.*?
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Mild cognitive impairment .{9
3

Mild cognitive impairment (MCI), also called light cognitive impairment, is deﬁneci§(?n altera-
tion of one of more cognitive domains, which must be acquired, reported by the informant and
objectified in the neuropsychological assessment and which does not interfere efonly does so
minimally, with the patient’s ability to carry out activities of daily living (AL@. The variable
evolution of MCI depends on the underlying cause. In general, these patientsfave an increased
risk of developing dementia, so the clinical evolution must be monitored&gery 6-12 months.
Subjective complaints about memory, where the neuropsychological tests @ not show a signifi-
cant reduction in cognitive performance with respect to the normal wlgé}, may precede MCI by
even 15 years, and they are often associated with mood disorders (an)g\ty and depression).'*

®f§
§

8.3. What are the advantages of neurogsychological testing
assessment in cognitive impairment@‘\ﬁd dementia?

<
S
X
The American Neurology Academy (ANA), in its 200#ecommendations, concludes that there
is not enough evidence in literature to postulate t the advantages of dementia screening

or by people close to them, present an increasé¢d risk of presenting or developing dementia,

in asymptomatic population. Individuals with ?nive complaints, expressed by themselves
so the ANA does recommend assessment anc@mical monitoring of this type of individual.'*

-9
On the other hand, different quality CP@\recommend that the diagnosis of Diagnostic

dementia be carried out after a global &valuation of the patient including a test study,
formal objective cognitive assessmen@vith standardised instruments,,'40253:136 2+
i
.

The tests can assess the cogniti¥e function either globally or by cognitive domains, so they
may also give indications aboﬁ}the clinical form or nosology of dementia. In addition, given
that they are quantitative testsﬁhey may determine the degree and evolution of the impairment.

Cognitive tests can b “Classified into short screening tests, short-intermediate general
assessment tests and specific tests. The short screening tests are simple tests that assess one or
several cognitive ﬁej}s&and are designed to make a fast clinical assessment by non-specialised
staff. The intermediate or specific neuropsychological assessment tests are sensitive to detect
and characterise/gubtle cognitive disturbances, but they must be administered by specialised
staff. They usually facilitate the differentiation between typical disturbances of age, mild
cognitive dyg’ﬁmctions and typical cognitive dysfunctions of dementia, so they are especially
advantageqﬁ in stages of incipient cognitive impairment. They can indicate the risk of these
dysfunq@hs leading to dementia in general, or into a subtype of dementia in particular.®'#!
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In this sense, different CPG recommend performing complete neuropsycho-
logical studies via standardised and validated tests for the population under
study in initial or questionable cases of dementia.'40-23:139:1295.136

O

ha N
X
The SEN° guideline recommends performing general brief-intermediate Q)Q Expert

type evaluation tests when the aim is to make an assessment of the most~Q\

important neuropsychological areas in a reasonable time. This guide alsg;
recommends performing detailed neuropsychological assessment - &5
specific tests when there are differences between the clinical impression
and the screening tests, diagnostic doubts or else when the compl%@ are
limited to just one cognitive domain or evolve over a short period @j time.

S

Despite the great advantage of neuropsychological tests, @ tool they
are not sufficient to diagnose dementias and they must be igterpreted as a
complement to other diagnosis strategies. When these tests are administered
to patients, it is advisable to bear in mind that the resultsgnay be dependent
upon the age, the level of schooling, previous skills, attésition levels, sensory
difficulty, mental diseases, physical or neurologica}é:’roblems, and drugs,
which form part of the personal history of each p%fént.6

&
&
$

N
O
-9

opinion,
4

Expert
opinion,
4

8.4. What neuropsycholqﬁcal tests, questionnaires or
functional evaluation sgﬁles must be performed on patients

with dementia? S

&
<§
S
Q

In individuals with cogn@(ﬁé complaints the ANA guideline'** recommends
applying, in order to mggnitor the degree of cognitive impairment, global
cognition screen te.sté)neuropsychologicd test batteries, short cognitive
instruments focusedzon specific aspects of cognition and certain structured
questionnaires. (%
Q)‘D

The ANA guideline'” considers global cognitive screen tests to be useful to
detect demefitia in populations with a high cognitive impairment prevalence
(due to oldiage or the presence of memory complaints):

e _The mini-mental state examination (level of evidence: 2++)
;;Q Short test of mental state (level of evidence: 2-)
- The memory impairment screen (MIS) (Level of evidence: 2++)
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Among the informant-based questionnaires, according to the ANA, the
Informant Questionnaire on Cognitive Decline in the Elderly (IQCODE)
is useful (level of evidence: 2++), the Clinical Dementia Rating (level

)
Diagnastic
test@dy,
2652+/2-

of evidence: 2-) and the Blessed Roth scale (level of evidence: 2+). '*° O
Other guidelines recommend the use of the Global Dementia Scale (GDS) c"},
(dementia) or the Functional Assessment Staging (FAST) (Alzheimer’s . @&
disease)'*’ as global scales to classify the level of cognitive impairment. §\

9
Not all these tests have been validated in Spain. The following have been Diagnostic
validated and recommended in our medium as global or focalised cognition test study,
screen tests: the MMSE (level of evidence: 2++), test of which there are 2++/2+/2-
several versions in our country: standardised version,'*> Lobozor MEC
version;'*1* the MIS (level of evidence: 2++); the 7-minute (@ (level of
evidence: 2-); the Eurotest (level of evidence: 2+), or the Pfg:'\ 1 test (level
of evidence: 2+).5

) @0
)
Other short screen tests, developed in Spain, have pr@éd useful to detect Diagnostic
dementia and/or cognitive impairment, such as th&’Phototest (level of test study,
evidence: 2+)' or the memory alteration tests (a@ , level of evidence: 2+
2+). 146 N
&
N
Likewise, the SEN°® guideline recomn@s the neuropsychological Diagnostic
examination via general brief-intermedi type evaluation tests such test study,
as the Alzheimer’s Disease Assessmer'(b cale (ADAS), the Cambridge 2+
Examination for Mental Disorders e.f‘ the Elderly (CAMDEX) or the
abridged Barcelona test (TBA) whe fie aim is to make an assessment that
includes the most important neuro&chological areas in a reasonable time
interval. ;5'
N
When specific tests are reso@ to, they can be selected using a syndrome- Expert
based or modal approach, t&j'i is, within a specific neuropsychological field. opinion,
The selection must be Hased on the psychometric characteristics of the 4
instrument and on the egistence of regulatory data in the medium where it is
aimed to be used. In thiS sense, in the Spanish scenario, noteworthy are the
NORMACODEM [ﬁ%jects, and more recently NEURONORMA ES, which
presents co—standa@iisation data and validation of different cognitive and
functional instrustients.
©
The SEN gfiideline also recommends the systematic functional assessment Diagnostic
of the iéfvidual with a reliable observer, either using standardised test study,
24+4/2-

queigﬁaires or else with a semi-structured interview and global functional
ratin

AN
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The following functional assessment questionnaires are quoted as being
useful: the Functional Activities Questionnaire (FAQ), Instrumental
Activities of Daily living scale (IADL), Interview for the deterioration of
Daily Living in dementia (IDDD), Bayer Activities of Daily Living scale N
(BAYER ADL), Informant Questionnaire on Cognitive Decline in the c"},
Elderly (informant’s test) (IQCODE), Barthel’s index, Katz’ index, Rapid . @
Disability Rating Scale (RDRS-2) and the Blessed Dementia Rating scal%Q\
(BDRS), with no priority of any one over the others.

The Global Deterioration Scale (GDS), the Functional Assessment Sgﬁle
(FAST) and the Clinical Dementia Rating (CDR) are among th%most

o
3
S

outstanding

global assessment scales. >

In addition, the systematic assessment of neuropsychiatric symptefns is also
recommended, either through a semi-structured history or Via@ndardised

scales such

as the Neuropsychiatric Inventory (NPI), th@Behavioural

Symptoms in Alzheimer’s disease, geriatric depression sca@r the Hamilton

depression s

cale, etc (9)
Ny

The GDS and FAST scales are described in Appendgz?l 14

(E
$
Q
N

Summary of evidence (questions 8.3 acfgd 8.4).

Global cognition scree f?bgs\ts, neuropsychological test batteries, short focused
2++ cognitive instruments /or standardised structured questionnaires are valid
/2- to quantify the degrté\of cognitive impairment in patients with suspicion of

dementia.'** n"}
1+ Formal cognitive'\z(s)sessment via validated instruments is necessary to establish

a diagnosis of entia®!140-235.136

The standardz;;ed Spanish version of the MMSE'# and the versions of Lobo or
2++ MEC,*1*4re global cognitive screen tests that have proved to be useful in our

medium 1@ detect dementia in individuals with cognitive complaints.
2t Otherdhort screen tests such as the MIS,'* the Pfeiffer test,6 the 7—minute te‘st,6

2/ the {Pock test,'™ the Eurotest6 or the T@M'* may also be useful in screening
d@??entia.
QIl"h,e neuropsychological examination using general short-intermediate type
2+ Qf~\ assessment tests is useful to make an evaluation of the most important
O‘Z) neuropsychological areas in a reasonable time.®
COV The performance of a detailed neuropsychological assessment via specific tests
& is useful when there are differences between the clinical impression and the
> screen tests, diagnostic doubts or else when the complaints are limited to just
one cognitive domain or evolve over a short period of time.
2++/ When an individual with cognitive impairment is evaluated, it is useful to
2— establish the degree of global functional impairment through specific scales.®'
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Recommendations (questions 8.3 and 8.4) . on
N

N

Patients with cognitive complaints must be assessed by means of global &é%nition
screen tests, neuropsychological test batteries, short cognitive ifistruments
focused on specific aspects of cognition and/or standardised structured
questionnaires to quantify the degree of cognitive impairment. -

X
The dementia diagnosis must include a formal objective co?\five assessment
%)

with validated instruments.
()

: : : o :
The use of the Spanish standardised version of the MMSE or the MEC is
A recommended to screen dementia in individuals Witz@ognitive complaints or
advanced age in our medium. [0}

Other short screening tests, such as the Pfeiffer tests’the MIS, the 7-minute test,
B the clock test, the Eurotest or the T@M can a@}) be recommended to screen
dementia in individuals who are suspected of ~1\@/ing cognitive impairment.

The neuropsychological examination usifig) general brief-intermediate type
B evaluation tests is recommended when th&aim is to make an evaluation of the
most important neuropsychological areﬁn a reasonable time.

\J
The performance of a detailed neurop§§chological assessment via specific tests
D is recommendable when there are\ ferences between the clinical impression
and the screening tests, diagnostic doubts or else when the complaints are limited

to just one cognitive domain or @‘olve over a short period of time.

The use of specific scales is@}\commendable to quantify the degree of global
C functional impairment in i{dividuals who are suspected of having cognitive
impairment. N

v

The choice of a speciﬁ% instrument must be made depending on the time
available, on the clinicai experience and on the availability of regulatory data in
the language and iq;tgre medium where they will be applied.

L4
N
Ny

8.5. Which laboggfory tests are essential in diagnosing
dementia? ~

&
S
%)
The main object}g? of laboratory tests is to rule out potentially reversible Descriptive
causes of denidntia, comorbidities that may contribute to cognitive study,
alterations le out other diagnosis such as delirium, for example. 3
Potentially (eversible causes are rare. In a SR that included 39 prospective Expert
and retrog@géctive observational studies and a total of 7042 patients, only opinion,
9% had-potentially reversible causes of dementia and only 0.6% reverted.'*’ 4
@D
@
<
AN
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There is no universal consensus about the appropriate test battery that must Des@we

be carried out. However, the recommendations of the CPGs and consensus stady,
conferences are similar: Haemogram to rule out anaemia, TSH to rule out 0Q3
hypothyroidism, ionogram to rule out hyponatraemia or hypocalcaemia, \QExpert
glycaemia to rule out diabetes and serum levels of B to rule out deficit. c"}, opinion,
325.140.148.36Fplate  deficit is rare and in the Canadian guideline they . @ 4
recommend determining levels only in cases of celiac disease or limited‘Q\
intake of cereals. **Depending on the syndromes, it is advisable to reque$p
folate levels, hepatic and renal function, GSV, luetic serology or Hev
according to other CPGS.'40%%5 b§'

N
For metabolic, infectious and toxic alterations that might be ggsociated Descriptive
with dementia, there is no specific evidence based on controll@RCT that study,
their treatment reverts the cognitive symptoms.’ Thyroid dys‘égﬂctions may 3
cause cognitive and psychiatric symptoms and be confused @th dementias, Expert
although the treatment of thyroid alterations does not alwaystevert cognitive opinion,
deficits.'* There is no evidence that treatment with B | Qr(gélate will improve 4

cognitive functioning in patients with cognitive impaifient with low levels
of B, or folate or high homocystein levels.'* Luet@erology is a problem
due to the difficulty in interpreting results. In the ngest retrospective study
with 672 patients referred due to dementia, 3%3§ad positive serology for
syphilis but only one patient had neurosyphilis. There are no prospective
studies, and there was an improvement in itive symptoms in the cases
treated. There are no quality studies that permit the recommendation of
neurosyphilis screening in patients with@nitive symptoms.'*

9

S

Biomarker analyses such as APQ%,}genotype or tau and beta amyloid levels in CSF for AD,
or 14-3-3 and specific neurona@olase for CJD are not carried out on a routine basis, and the
genetic study is only justified3ds those cases where there is a family history of dementia with

an autosomal, dominant inhéitance pattern (question 7.1).

Q
$
&
&
Summary of evi@nce
Q

w
=
@@h

o)

1‘.%{3 CPGs>»:140.148.136 recommend including: Haemogram, TSH, electrolytes,
“Zalcium and glucose as recommendable tests in general to rule out potentially
. reversible causes of dementia and to screen comorbidities, and determine folates,

B ,, luetic or HIV serology when it is suspected that these may have been altered
due to the clinical context.

S

(4 /733

=

There is RCT-based evidence that the treatment of metabolic, infections and toxic
alterations associated with some patients with dementia reverts the cognitive
deficits >'%
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Recommendations . QO’
N
{

The performance of the following laboratory tests is recommendﬁy in all
patients assessed for possible dementia: Haemogram, TSH, electrolyté%calcium
and glucose, to rule out potentially reversible causes of dementia.Znd to screen
comorbidities. &

X
The determination of folate levels can also be added, especizg\in patients with
d

limited intake of cereals, and levels of B _, above all in old ults.
O

. . N . .
Serologies are also recommended for syphilis or HIV&only in patients with
D clinical suspicion of these infections as a potential €xuse of dementia or as
comorbidity. (00}

12°

The determination of homocystein as a risk fa@r associated with cognitive
impairment or AD is not recommended.

Q
L
O

@
S

8.6. Must the determination of gﬁglipoprotein E (apoE)

be requested? >
$
&
O
-0
The apoE genotype is the only genotypeithat is clearly involved in late onset Case and
AD. The presence of the apoE allele 8" is strongly associated with AD,'®  control study,
whilst the allele €2 may have a protective effect."! 2++
i
The Singapore guidelines,'* of\Chqe): EFNS’ and of the SEN® as well as SR SR of case
of genetic association studies;*»do not recommend the determination of the and control
apoE genotype at a diagnost'Qor predictive level in healthcare practice, as it study,
is not sensitive or speciﬁgoemough. 2++

In a large series with neuropathological confirmation, the sensitivity and
specificity of the presgate of the apoE allele €4 for the diagnosis of AD was
65% and 68%. 'Itcis not a good tool, either, to distinguish the different
types of dementia{’)

With respect ta@ther susceptibility genes, no clear conclusion is reached,
and more stugdlies would be required to establish their role in AD and be able
to have enoggh scientific evidence to make recommendations.

4

*Q(Z)

Z
<7
Y
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Summary of evidence

S
§

The presence of the apoE allele €4 is consistently associated with

Y
in case

2++ and control studies, but it has low sensitivity (65%) and speciﬁcil‘y} 68%) to
diagnose AD.">* 9O
c’},
O
Q\
Recommendations 0)0
<
A The determination of the APOE genotype is not recgnh'nended in healthcare
practice to diagnose AD. IS
70,
%
5
O

8.7 What are the advantages of anal@ing cerebrospinal

fluid (CSF) in the diagnosis of dementia?
N\
&
Q&
Tau and amyloid \Q
Numerous studies have consistently found an in@:t@ase in total tau (T-tau) and
of phosphorylated tau (P-tau) and a reductiongfamyloid A3-42 in the CSF of
patients with AD respect to controls.'* TheSe)markers have high sensitivity
and specificity (> 80%) to differentiate AP from controls, depression and
alcohol dementia, but they are not very pecific to differentiate AD from
other dementias.!3+233 (o)

<

Combining AB-42 and T-tau helpsy}&lcrease the specificity to distinguish AD
from FTLD (85%), DLB (67% VD (48%). °P-tau has greater specificity
to differentiate AD from otherjdementias and other neurological disorders.
The sensitivity and specificiy values are highly variable between studies

and depending on the tevs{.ggi’que.149

There is usually an i ase of T-tau and P-tau in FTLD as well, and a
decrease of AP-42, og; magnitude than in AD. In DLB and in VD there
may be an increaséf T-tau and P-tau in some patients and a reduction
of AB-42 in the rdjority of the cases, which is probably due to the usual
presence of co&@mitant AD pathology in these diseases.

2

In other rological diseases, such as cerebrovascular disease without
dementiéZamyotrophic lateral sclerosis, PD without dementia, PSP, DCB,
depresgion and alcohol dementia, the T-tau levels are normal or slightly

AN
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With respect to CJD, the tau levels are much higher than in AD and there is
a considerable increase of the T-tau/P-tau ratio in CSF, which discriminates
CJD from AD and other dementias with almost 100% reliability.'*

Some studies on patients with MCI have shown sensitivity to predict 9O
progression to AD of 80% for T-tau, 71% for AB-42, 79% for P-tau and (y}'

78% for the combination of T-tau and AB-42.155149 b{)
S
Other biomarkers in CSF \{0
N
Another possible biomarker in CSF are the heavy and light neurofilafdents, ~ Observational
which are augmented in AD, FTLD and VD, but their clinical utility is not study,
established.!® Protein 14-3-3 is associated with a rapid neuronal{@ss and is 2++4/2+
useful to help diagnosis CID.» (Z\)
9
N
The determination of 14-3-3 has 90-100% sensitivity and 8G996% specificity Diagnostic
in the diagnosis of CJD, with false positives in_ g?t‘ebral infarction, test study,
encephalitis, tumours and rapidly progressive AD. If@e suspicion of CJD 2+
is high, maximum reliability is achieved with the co@ination of EEG,MRI  Observational
and 14-3-35 Q study,
N
o) 2++
$
$

N
All of these case and control, or cohort Qddies, come from specialised centres and it is

difficult to extrapolate the results. Furtheriiore, the reliability and standardisation of the tests
is still not clear, and the absolute val and cut-off points to discriminate between normal
and pathological values vary a great @eal between studies and between laboratories. Other
important limitations are that the p@ution of a lumbar puncture is troublesome and would
not be widely accepted as a routh%,\test among patients with dementia.”

The CSF analysis is obviousl'\cﬁldicated whenever dementia secondary to an infection or
encephalitic process of the cagal nervous system (for example neurosyphilis) is suspected.

Y%
$
&
Summary of evidegjc\e
Cn

Thqﬁncrease of T-tau and P-tau and the reduction of AB-42 in CSF have
2++/ sistently shown high sensitivity and specificity to distinguish AD from
2+ {gontrols, but insufficient specificity to distinguish AD from other dementias.

I 149.154255
™

4
Q.
++7QQ) Some studies on patients with MCI have shown sensitivity to predict progression
?(g_, to AD of 80% for T-tau, 71% for AP-42, 79% for P-tau and 78% for the
A
AN

[\

combination of T-tau and A3-42.155:14
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244/ An increase in the T-tau/P-tau ration in CSF is highly reliable to dlstmguls&J D
2+ from AD and other dementias.'* ?ﬁb
2++/ The determination of protein 14-3-3 in CSF is highly sensitive to deteéb] D, but
2+ there is around 10% false positives.’ O
S
Recommendations >
0
The determination of T-tau, AB-42 and P-tau in CSF can beujsed as an additional
B test in cases of doubtful differential diagnosis between A@ and other dementias.
Its routine use is not recommended to diagnose demen@
The determination of T-tau, A342 and P-tau in CSF cfm be used as an additional
B test in cases of mild cognitive impairment when the%linical, neuropsychological
and evolving features lead to AD being susp&éted as an aetiology of such
impairment. - £
A The 14-3-3 protein test in CSF is recomme@% when CJD is suspected.
The CSF analysis must always be perfor(géd whenever dementia secondary to
an infection or encephalitic process is s&}pected

KU
Q
>
&

8.8. Which is the structural@%uroimaging technique
of choice in the dlagnostlgprocess of dementia and its

different types? 5\
Q
9

The study of structural neuroim@@ng has two aims: to rule out secondary Diagnostic
causes of dementia (tumour@hronic hydrocephalia in adults, subdural test study,
haematoma) and'* to pro@e useful information for the differential 2+
diagnosis of dementias, shgwing, for example, hippocampus atrophy in AD Expert
and vascular lesions in ¥D. “Neuroimaging is more useful in the initial opinion,
stages of dementia (leg)than 2 years)'*, and it is a complement to other 4
diagnosis tools.'* L

9

<
The choice of on@or the other depends on the clinical suspicion: Magnetic Diagnostic
resonance (M 1s, more sensitive to detect subcortical location vascular test study,
changes? an¢-CJD. ' 2+
&

Studies\&fh volumetric MRI have also helped detect volume loss patterns Expert
in ADcand other degenerative dementias, but its applicability in clinical opinion,
prac& has still not been established.® The coronal cuts in the MRI enable 4

us-rvisualise and quantify the volume of medial temporal lobe, a reduction
of which supports the diagnosis of AD.'*

The SEN guideline®™ and the EFNS® recommend performing at least one
neuroimaging test during the assessment of dementia.
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Summary of evidence . QO)
<
{

U
Structural neuroimaging (CT or MRI) permit the diagnosis of som;:ﬁondary

2+/4 causes of dementia and help towards the differential diagnosis een the
dementia subtypes.'?6-14 O
S
/4 The MRI is more sensitive to the detection of vascular chang@c,) hippocampus
atrophy and CJD 2515715 §\
9
-9
Recommendations &
&

Structural neuroimaging (CT and MRI) is recomm@nded as a supplementary
B tool in the initial diagnosis of dementia, above all @’identify lesions that can be

treated by surgery and vascular diseases. Q\)\
J The MRI is recommended to detect vasculas\%anges with greater sensitivity

than the CT.

O

B The execution of an MRI with diffusionssequences is recommended if CJD is

suspected. <

usp @
Q
N
&
N

8.9. Which is the functiona@feuroimaging technique

of choice in the diagnosti¢process of dementia and its
o

different types? &

9

Perfusion SPECT with 99"‘TC—H1W§&O or *¥Xe and PET with ®F-FDG are useful to measure
cerebral blood flow or glucosei’t\scétabolism, respectively. They are used in specialised centres
as a complement to structuraiyimaging to increase specificity in cases of difficult different
diagnosis.’

Y%
5
In AD, the observatio a pattern of hypoperfusion or tempoparietal hypo-  Observational
metabolism is typicdl: SPECT has 71% sensitivity and 90% specificity test
to distinguish AD ffom controls and 76% specificity for other dementias diagnostic,
such as VD or EXXLD. The diagnostic value of the PET is greater. These 2+

techniques proydde greater specificity to the clinical criteria to distinguish
AD from othsr ementias, but they do not provide advantages when the
clinical diagnosis is clear.””

(2

%)
The PEfwith amyloid markers shows an augmented capture in AD, variable in DLB and
absentdn FTLD; in MCI it can be augmented or normal. '*Its role in clinical practice still has
to@ determined, as well as that of other tau markers.
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The most useful technique for the differential diagnosis between AD
and DLB is the '*I-FP-CIT SPECT, which uses a dopamine transporter
as a marker (DAT). The striatum dopaminergic loss in DLB is similar to
that of PD with or without dementia. According to a stage II study, an
abnormal result has 77.7% sensitivity to detect clinically probable DLB;
with 90.4% specificity to rule out dementia of another cause, mainly AD.

13.3% of possible AD and 6.9% of probable AD. '“False positives have
been described (pathological SPECT) in 5% of major controls and falde
negatives (normal SPECT) in patients with typical DLB. The reliabi 1%/’ of
SPECT with dopamine transporter has been confirmed with autopsy-data.
DAT capture reduction was incorporated into the reviewed criteria &f DLB
in basal ganglia, detected via SPECT or PET, as a suggestive fgq%’re.

~N

Q

Other neuroimaging examinations can help diagnose DL@ ut with less
sensitivity and specificity: The presence of occipital @poperfusion or
hypometabolism has sensitivity and specificity of 6Q§5%, so its utility
is limited in individual cases; the PET with 11(6}3TBZ (presynaptic
striatum monoaminergic marker) and the cardiac S T with 123I-MIBG
(sympathetic denervation) help discriminate DL]Qrom AD, but they have
not been applied yet in large-scale large multi—ce@l‘e tests;!'® the union of'
[-IBZM with the striatal D2 dopaminergic regeivers may be reduced in
DLB; but there is considerable overlapping(ﬁ)oi‘t AD.1!

-9

N
Frontal and/or temporal hypoperfusio typical in FTLD, in SPECT or
PET, with 80% sensitivity and 65% specificity to distinguish FTLD from

AD.'¥
X9
g
&
N

Summary of evidence Q
L)

Diagnesti
testssudy,
e

&

O
Hypocapture was also found in 38.2% of the patients with possible DLLB ;‘Q\

Diagnostic
test study,
2++/2+

Diagnostic
test study,
2+

S
1C

The sensitl‘;&y of the presence of temporoparietal hypoperfusion/hypometabolism

2+ in SPEC(’g”PET is around 71% to detect AD and 90% specificity to distinguish

AD frgﬁ controls and 76% to distinguish AD from VD and FTLD.**?
D

159

h%ZBO—65% sensitivity and specificity, to diagnose DLB.
N\

The@‘esence of occipital hypoperfusion/hypometabolism in SPECT/PET only

2+ 4
2 from AD."°

Qﬂ"?e presence of frontal and/or temporal hypoperfusion/hypometabolism in
™~ SPECT or PET, has 80% sensitivity and 65% specificity to distinguish FTLD

9
o
@
<
AN

CLINICAL PRACTICE GUIDELINE ON THE COMPREHENSIVE CARE
OF PEOPLE WITH ALZHEIMER'S DISEASE AND OTHER DEMENTIAS

129



e

The role of the PET with amyloid markers has been well-proven but its teq@klji%al

2+ peculiarities mean that its application in routine clinical practice hasb&g\ﬂl not
been well studied.'® Q

The SPECT with dopamine transporter has 77.7% sensitivity to det@?&linicaﬂy
24+ probable DLB and 90.4% specificity to distinguish it from .&D and other
dementias.'! O

£
S
Recommendations o
S
SPECT and PET can be used as a complement to st%?\t'ural neuroimaging to
B support the diagnosis or to help differentiate between different types of dementia
when the diagnosis is uncertain. Its routine use or ifg use as a sole diagnosis tool
is not recommended. $
The '#I-FP-CIT SPECT is recommended to sy&’ort the diagnosis of DLB (as a
B suggestive diagnostic feature) and for the c&oﬁﬁ}rential diagnosis between DLB/
PDD and AD. _
<o
S
>
S
8.10. What are the advantageségf EEG/mapping in the
diagnosis of dementia? $
O

-2
The electroencephalogram (EEG) an §quantitative analysis (mapping) Diagnostic
are able to detect changes in the majoftity of patients with AD or DLB; but test study,
these are unspecific. On the other kand, a normal EEG may be perfectly 2+
compatible with some types of d “ientia (for example, FTLD). Therefore,
neither the presence nor the abse\(oe of changes in the EEG permit diagnosing

a dementia.>* §
The EEG is only useful wherthe dementia is suspected to be due to a CJD
and it may be helpful to ude other processes such as delirium, complex

partial epileptic crises gz state of non-convulsive status epilepticus, which
can rarely simulate a-4¢mentia. Beyond these situations, the EEG has not
proven that it shouldbe used on a routine basis to diagnosis dementia.>'?’

(§0
The periodic .ﬁérp wave complexes are part of the clinical criteria to Diagnostic
diagnose CJI) with 44% sensitivity and 92% specificity.'> test study,
< 2++
Q)(Z)
&
@
<
AN
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Summary of evidence

S
S

The EEG can show unspecific changes in patients with AD or DLB tb?ls not
2+ useful to diagnose dementia. %It is useful to distinguish it from dgfirium or
epilepsy.>!?. \Q
it The presence of periodic sharp waves in the EEG has 44% senéivny and 92%
specificity to diagnose CJD. ¥’ ~Q
2
-9
Recommendations &
&
B The execution of an EEG is recommended if the pre$ence of delirium, complex
partial epileptic crises or non-convulsive status epil€pticus is suspected.
N
. . %)
A The use of EEG to diagnose CJD is recomme&@d.
@)
&
NS
O

8.11. What are the indications

performinga cerebral

biopsy in the aetiological diaggosis of dementia?

N
S
Cerebral biopsies can provide a speciﬁc@istological diagnosis when the Expert
presence of a potentially treatable orign is considered, such as certain opinion,
metabolic, infectious or inflammat causes. As it is an aggressive 4
technique with a high risk, its execution is only considered when a treatable
disease, which cannot be diagnoségd:in any other way, is suspected.?
~\\C)
During one retrospective study{the execution of a biopsy on selected patients ~ Retrospective
provided the diagnosis in 57%of the cases. A potentially reversible aetiology ~ observational
(chronic meningoence itis, vasculitis, Behcet, neurosarcoidosis, study,
granulomatose encephalopathy, Whipple), was detected in only 10%. 3
Complications were regorded such as haemorrhages or comitial crises in
11% of the cases.m&o\
&

In general, it is @visable to approach the frontal lobe or the temporal pole Expert
of the non-domijnant hemisphere and extract a sufficiently large sample opinion,

4

(including leptomeninges and cerebral white matter) to increase the
diagnosticefficacy. It must be performed in very specialised centres.

In situations where prion disease is suspected, special care must be taken,
usingsiisposable material or keeping the instruments in quarantine until the
quiﬁc diagnosis is obtained.

N
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Biopsies of other tissues can be useful in certain conditions, for example, to
analyse tonsillar tissue in the CJD variant or a skin biopsy in the CADASIL.

Summary of evidence 4

Cerebral biopsies have a high risk of complications and t%gr' use is limited to
the suspicion of treatable diseases that cannot be diagp,é?ed in any other way,

3/4 such as chronic meningoencephalitis, vasculitis, Bg}get, neurosarcoidosis,

granulomatose encephalopathy or Whipple.'® L

%
N
Recommendations . t‘)z’
S

The execution of a cerebral biopsy for ggagnostic purposes must only be
D considered in highly selected patients wheii a reversible cause is suspected that

cannot be diagnosed in any other way. (’}'\
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Questions to be answered

9.1. What are the healthcare levels and how are they classified? .

9.2. What role does primary care play in the all-round care of dementi-@\
9.2.1. Must dementia screening be carried out in the general p ation?
9.2.2. What are the criteria for referring to Specialist DementigCare Team (SDCT)?
9.2.3. What monitoring must be carried out by primary carél’bn patients with demen-

tia?

9.3. Which specialised Dementia care teams are required to a(m'rQess dementia (SDCT) and
what role do they play? @

9.4. What is the role of the social-health network in a co@)rehensive approach to demen-
tia? \b

9.5. What role do the mental health services play in tl:fcare of dementia?

9.6. Which social services are involved and wha oF do they play in the care of people
with dementia? O

9.7. How must the care continuity between thf(yhifferent dementia healthcare levels be
coordinated and guaranteed? oS

-9
9.1. What are the healthcére levels and how are they
O

classified? o

i
Healthcare levels are understoo,dqgg the different health care modalities that are offered to the
population, ensuring optimal cag\ln each specific situation, guaranteeing holistic and multidisci-
plinary care. The coordination-and consensus between the different levels provide optimal health-

care quality and avoid compgtence-related problems.

The National Healt szSoystem (Spanish Acronym, SNHS) is comprised of a series of Health
Services pertaining the State Administration and Health Services pertaining to the Autonomous
Communities (A.C) g#ider the terms established in the General Law on Health. It recog-
nise two basic healthcare levels, primary care team (PCT) and specialised dementia care team
(SDCT) Social Heﬁth Care (SHC) must also be mentioned, whose creation dates back to 1986,
in Catalonia,'** as it was the first autonomous community to plan and develop this healthcare
modality. Froffdthe conceptual viewpoint, the SHC is included within specialised dementia care
team (SDCT)-although it has sufficient entity and specific characteristics for it to be considered as
a third hgﬁare level. The SHC has already been developed in the entire national territory 165
with difgs ent degrees of implementation and with the specificities typical of each autonomous
Comr@ty'166,167,168,169,170,171,172,173,174,175,176,177,178,179,180

AN
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1. Primary Care Team (PCT) ;§°5

PC is the first health care level that citizens access, as individuals and members of the (Dmunity.
This is essential health care based on methods and practical technologies, that are Sgientifically
based and socially acceptable, placed within the reach of all individuals and familiel of the com-
munity. PC forms an integral part of both the National Health System, where it p@fs a central role
and of which it is the main core, and of the overall social and economic deve\la&y‘nent of the com-
munity. This definition includes a series of health-related actions, such as prgvention, diagnosis,
treatment or rehabilitation, which must be carried out from a primary and 16€al level in benefit of
the community and at an acceptable cost, to be able to respond to the pg'@p e’s needs during each
one of the stages of the disease.®! b\

PC must guarantee the comprehensiveness and continuity of tl§care throughout the entire
lives of the users, acting as a manager, coordinator of cases and re@nlator of flows.!8?

PC must be able to solve the majority of the health prol%é\ls of people in the community,
both related to diagnosis, treatment or adaptation of resources\

@)
@
2. Specialised Dementia Care Team (S@%T)
U

. o N . .
SC is the second access level of citizens to healtidare. SC offers the population technical and
human resources for diagnosis, treatment and re@bilitation that, due to their specialisation or
nature, cannot be solved at PC level.'® N

S
N

Hospitals and their relative speciality @res comprise the health structure responsible for

programmed and urgent SC, both in hospit#band outpatients as well as at home, also developing

health promotion functions, disease prevZation, treatment and rehabilitation as well as teaching

and research, in coordination with the level.

SC will guarantee the continujt@%f the comprehensive care for patients until they can con-
tinue to be cared for in PC.'8 ("2;.\
¥
Q

N
3. Social Health Carg{(SHC)
\Q

SHC follows a multi—di@\fi)linary and comprehensive care model that guarantees care for the
elderly, chronic dependent patients and people at end-of-life stage. SHC is mainly aimed at de-
pendent, non self—suf%?lent people who require help, surveillance or special care,' as is the case
of dementia. @

The princi lésbthat this model is based upon are healthcare continuity, evaluation and com-
prehensive trqg%ent, bearing in mind the biopsychosocial aspects, multidisciplinary interven-
tion, attentian-to the family and caregiver, as well as coordination between healthcare levels.
Both insti nal and non-institutional resource connection and optimisation operating systems
are established'®

SHC j Corovided in different fields'®” and in those territories where this care is deployed, it is
pos@ e to find: In out-patients: a) specialised comprehensive evaluation teams for the diagnosis,
treatment and monitoring of patients with cognitive disorders and dementia, fragile and geriatric
patients; b) home palliative care (PC) teams; c) day hospitals (DH). In internment regime, we
can find: a) long-stay units that offer medical care and nursing care, which cannot be provided at
home or at other healthcare levels, due to their complexity and the characteristics of the patient;
b) medium-stay units whose main purpose is for rehabilitation, and PC units.
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In short, the healthcare levels are different coordinated health care modalities that E@vide
multidisciplinary and comprehensive care that adapts to the needs of people with he prob-
lems. The National Health System (SNHS) recognises two basic healthcare levels: @"ary care
(PC) and specialised care (SC). There is also a third social health care (SHC) level, with unequal
implementation in the different autonomous communities, which covers the hom& hospital and
outpatients care resources that permit offering continued and comprehensive c@e until the end-
of-life stage. {)

Q
Primary Care (PC): This is the first health care level that citizens have &ccess to and where a
team of professionals carry out disease prevention, detection and dia%&is work, followed by
treatment, monitoring, management of resources and accompanimentg il end of life."®!

N

Specialised Care (SC): This is the second healthcare level and it offers specific and specialised
care in the diagnosis, treatment and rehabilitation of health probletis, which, due to their charac-
teristics or technology needs, cannot be solved at PC level.'® (Z\)\

QO

N
Social-Health Care (SHC): Third level, based on a multidisciplinary and comprehensive care
model that guarantees care for the elderly, chronic dependent patients and people at end-of-life

stage.!® Ne)
&
&

Q

N
9.2. What role does primary ite play in the all-round care
of dementia? S

-9

N
The role of the PCT and SDCT is esse t‘§throughout the entire dementia process. Due to their
proximity and contact with patients and@amilies, they have the opportunity to detect cases of cog-
nitive impairment at early stages. However, dementia is still under-diagnosed, with figures that
vary between 25 and 80% % 1%1%2%%5pecially when dementia is in its mild-moderate stage. This
is due to the diagnostic difficulty ften derived from a deficiency in specific training in dementia
and the reduced time to carry og.p he diagnosis.'®

Early diagnosis reduces@nxiety in patients and relatives and helps cope better with situa-
tions and problems that, inaore advanced stages, will be more difficult to solve (decisions about
guardianship, about asse@, advance directive document, etc.).

The PCT must séiSpect the existence of cognitive impairment in the following situations:
memory complaints &Grroborated by a reliable informant; observation of cognitive or behavioural
changes; disorien o't))n in time and space; persistent changes in mood, behaviour or personality;
appearance of g culties to carry out the advanced and instrumental activities of daily living,

etc 191,192,193 .25 <,)

o
&
Y
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Summary of evidence . (\05
b

Alert signals for the suspicion of MCI or dementia are the appea(f‘a%ce of
memory complaints or other cognitive deficits; non-justified and§ersistent
4 changes in mood, behaviour or personality; or difficulties to carry.gut advanced
or instrumental activities of daily living. '°!1921933 ]t is essential fe}zthese signals

to be corroborated by a reliable informant. Q0

If good, fluent and two-directional communication is maint%i‘?led between the
4 PCT and their specialised care references, coordination between levels and

healthcare continuity is guaranteed. l\,\

&
v
Recommendations . QQ)
N

The PCT professionals must suspect the e igiénce of cognitive impairment
and/or dementia if they observe memory c@laints, behavioural changes and
D difficulties to carry out advanced and instrgmental ADL, carrying out screening
tests and starting complementary examinéibns to be able to formulate a diagnosis
and refer to the SDCT depending on t}é%esults.

<0

Q

S
o
9.2.1. Must dementia screening kisocarried out in the general
population? S
X2

The aim of the screening strategies is to i&\ect diseases in their initial stages, treat them early on
and establish control and monitoring thafwill help improve the health results. The screening has
a population approach. A screening stfategy of a certain pathology is justified if a series of condi-
tions are satisfied."* \\'O

1. Itis a frequent and relevant }@é—lth problem.

2. With sufficiently long clini@period to be able to be detected.

3. Availability of a sensitive Specific screen test at a reasonable price and with no side effects.
4. Have effective, safe and-&fficient treatment.

The first three conditiongz;r'e satisfied in MCI and dementia: (1) high prevalence and major prob-
lem which, when it p,rQ%%esses, generates an important social and family burden; (2) prolonged
clinical course; and (9)\there are different screening tests with acceptable sensitivity and specific-
ity, that are relativa@ economical, easy to apply and require little time and non-specific staff, but
the fourth condit'@‘g is not satisfied.

The cognitivelassessment tests used have a low positive predictive value and the disadvantage of
not being ablé-to many patients due to the limitations of these tests, which may be influenced by
the patient’s age, sex, culture and education. The MMSE and the MEC are the most commonly
used test¥n PCT, and the score must be adapted according to age and study level'** (questions
83 and§.4).

<

AN
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The result of a positive screening test does not necessarily entail the Expx
diagnosis of dementia. If cognitive or functional impairment is detected, the op1ion,
assessment must be extended with a detailed case history, which must also S

include the tests that assess the existence of functional loss in IADL.!%3:23:19

0
xo

¢
We do not have biochemical, genetic markers of neuroimaging tests Q Diagnostic
for MCI and dementia, that have an acceptable level of sensitivity an%b test study,

specificity.!:1%8

Summary of evidence

2+

N
N

O

>

Q
$

>
Nowadays, and if the dementia does not satisf@l the requirements that would
justify a population screen, this must not be ¢arried out on people over the age

2+ of 65, as there are not treatments that effectively modify the evolution and

prognosis of the more frequent dementiasc?o“*199’25’139

Ny
&
Recommendations Q’\
>

C There is not enough scientific.evidence to permit the recommendation of

population-based dementia S% eening in people over the age of 65.

)
-9
N
®)
xS
&
N
QL
N
@Q
5
&
5
&
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$
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&
&
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9.2.2. What are the criteria for referring to Specialist Dementia@re

(SDC)”? D
S

The PCT must carry out the dementia orientation/diagnosis. The dementia sub@pe and its

aetiology can be suspected in PCT but it will be confirmed in SDCT.?520020! Q"Eyﬁé criteria for

referral to the SDCT are: NY
N
)
Early onset, familial of genetically determined dementias: A
K
* Over the age of 65, with cognitive impairment in MCI degrebBr de- Cohort study,
mentia 200202203 ('OQ 24/2++
e Suspicion of familial dementia.?®? Q Desc'rlptlve,
e Indication of genetic counselling (HD, early AD, FTL]%. 0 oplrélon
© Expert
Difficulty to diagnose cognitive impairment, or define it@ﬂegree: opinion,
4

. . . . D
*  When there is a reasonable diagnostic doubt in a{erson who has cog-
e . - 200203 b\
nitive impairment or dementia.**: O
* For assessment and early detection of deg Srative dementias in peo-

ple with MCI, when secondary causes ha\%been ruled out.®

$

When severe secondary dementia is suspe&ﬁ:

* Cognitive and/or behavioural impafiment in a person with recent past Observational

history of traumatic brain inju@oplasia, treatment with oral anti- study,
coagulants or haemostasia disorder, when it is not possible to quickly 2+
rule out a pathology that requifes rapid intervention with a neuroimag- ~ Descriptive
ing test. 2 \\,o study,

3

* Fastevolving cognitive ifipairment associated with focal neurological
symptoms or disturban? in the level of consciousness.?

Q

Suspicion of neurodegqu’l%)tive disease:

*  Which is acco ied by cognitive impairment and a diagnostic con- Expert
firmation is rediired.200202203 opinion,

*  When the PQQ[1 requires the opinion of expert professionals; or addi- 4

tional examinations, services or treatments that are not available or not
accessilﬁthrough PCT 25200203

. Prescf@tion of specific pharmacological for dementia.
. Partﬁpation in clinical trials with new experimental drugs.

e When a neuropsychological assessment is required that will help quan-

y and typify cognitive impairment, cognitive intervention, assess-

~Cment of the premorbid intellectual level, assessment of behavioural

AN symptomatology (above all from 50 years up and if there is depression
that resists the usual treatment.
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Difficult to manage complications in dementia:

O
*  Appearance of uncommon behavioural, cognitive and physical symp- De%ptwe

toms that appear in the evolving course of a person diagnosed with Study,
dementia 2 \‘1'9 3
*  Presence of severe BPSD, which do not respond adequately or as ex- Q)C) E).cp_ert
pected to the treatment.>>2% QO OPII:OH’
e For clinical monitoring of a dementia that is therapeutically difﬁaﬁ
to manage and/or when a new diagnosis confirmation is required.2>>"!
6’\\
The following should not be referred to SDCT: (§
e People with MCI or reversible secondary dementias medical ~ Descriptive
treatment or psychiatric approach, who can be diagnos@‘ and treated study,
by the PCT. Pluripathological patients with bad basi@unctional sta- 3
tus, where the benefit that can be provided by the T does not ex- Expert
ceed the disadvantages that referral to the SDCT may represent. opinion,
3 :
O
&
Q
Summary of evidence ‘%
Co

N
2++/ The approach of early onset,.@lilial, genetically determined dementia (early
2+/3 | AD, HD, FTLD) must be carfidd out in SDCT 200202203

7
When there are doubts @1&: diagnosis of MCI or dementia, patients must
be referred to the SD(SF for a specific and multidisciplinary approach for
neuropsychological assessments or specific additional and neuroimaging
examinations to be @ied out that can confirm the diagnosis 20293

3/4

Secondary demepgias that require urgent action via fast additional examinations
2+/3 and specialise@herapeutic decisions must be referred for assessment to
SDCT‘ZOZ,ZOO Q

The diagnquf: confirmation of a neurodegenerative cause dementia (AD, DLB,
FTLD) reguires specialised, multidisciplinary assessment, which will include

additiopal examinations and specific treatment, indicated and prescribed by

specialists in dementia or the participation in clinical trials 20020220325

People with already known dementia who present unusual, difficult to control
3/4 bebavioural, cognitive and physical symptoms are referred to SDCT;>023:2%0 or

or clinical monitoring of cases that are therapeutically difficult to manage and/
.. or when a new diagnosis confirmation is required.?**"!

It is not useful to refer people to SDCT who have MCI or secondary dementias

“Q | that are reversible with medical treatment or psychiatric approach, who can be

ﬁ diagnosed and treated by the PCT. It is not useful either to refer patients to

,;Q SDCT who have a lot of pathology, a bad functional base status, in whom the
N disadvantages of the referral exceed the possible benefits.
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Recommendations . (\05
N

S

The PCT is advised to refer people to the SDCT who have: a) eﬁgu’family
or genetic onset dementia, b) doubts in the diagnosis of cognitive ithpairment,
¢) potentially severe secondary dementia, d) suspicion of neurodzgenerative
disease, e) unpredictable or difficult to manage complications ig;the course of

already diagnosed dementia. -9

The referral of patients with MCI or secondary dementia tha\}yce;n be solved by

S
recommended. X

D the PCT, or pluripathological patients with bad functiop@]_)%asic status, is not

>
>

9.2.3. What monitoring must be carried out bx\cﬁrimary care on

patients with dementia? g
S
@)

<
The PCT must assume responsibility for the care aué)monitoring of the

Expert
majority of people with dementia and for the managemient of the resources opinion,
they require, continuously adapting to the changés in the disease as it 4
evolves, the complexity of its treatment and the ¢cencomitant processes that
appear during its evolution (Appendix 1.14)'1?@

N
Coordination between the different levels, %)F, SDCT, SHC is required, and Expert
also with the AFAs. This coordination Qée different social-health, social opinion,
and community levels ensures health‘e:g}'e continuity and integration into 4
society. Given the chronic nature of d fentia and its high level of healthcare
requirements, effective and adequa\@ lanning is required.!?:193204.19
&
Effective monitoring of dem@ha must consider actions that address the = Observational
person affected and the caresgiving family, carrying out a comprehensive study,
approach that contemplategyprevention measures of the vascular risk factors 24+
and progression of the domentia risk prevention, basic neurological and
systemic assessment, ssment of the cognitive, behavioural, affective and
functional functions, &5 well as the execution of any additional examinations
required.?*!* Changés in the evolution of the dementia, complications and
the possible existence of abuse towards the patient must also be detected.
The work load gid the needs of the family must be assessed, as well as the
state of phys@ psychological and mental health of the caregiver.?-205202.1%
&
A controd® must be carried out to ensure that the benefit, tolerability = Observational
and acl-gerse effects of the treatments used in dementia are specific or study,
sym atic, as well as a follow-up of other concomitant pathologies. The 2++

most representative symptoms will be specified, as well as the actions and
recommendations to be made.?**!%
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S

The comprehensive care of dementia entails respect for dignity and defence Ex[x
of the patient’s rights (privacy, social participation, freedom and autonomy opiion,
in decision-making).?* S

9

XN
If unexpected changes, alarm signals or behavioural crises occur, or other -“Descriptive

manifestations appear, fast attention must be provided in agreement with the\.Q\ study,
requirements, guidelines and circuits established. Under normal condition&.’0 3
if the process remains relatively stable or worsens in agreement with. the
forecasts, periodic monitoring controls of the natural progression of\the
dementia are recommended.'*"%?
N
v

The PCT must offer a care plan and support to the caregiver qugl’e person Expert
affected by dementia, contemplating information and trai@l\g aspects, opinion,

4

accessibility and support to provide the patient with care an% ention. PCT
must manage the indication and access to health resourq€s; such as home
care programmes, day hospital (DH) and/or social programnmes, such as the
day centre (DC), admissions for rest or to control sym,ééms. 193

>
Summary of evidence O
S

The PCT must assume respor@}?ﬂity for the care and monitoring of the majority
of people with dementia andsfor the management of the resources they require
(Appendix 1.14).11% &

<
Coordination and comm@hication between PCT,SDCT, SHC and AFA guarantees
healthcare continuity@oughout the entire process.!2:193.204.196
N

24+

Actions aimed at @ person affected and the caregiving family must be carried
out; via a comp =Hensive approach, pharmacological and non-pharmacological
treatment, psychological and social support, detecting changes, alarm signals,
complications,~concomitant diseases, analysis of the suspicion of abuse,
evaluation;of the burden of caregivers, of their needs, and their physical,
psychological and mental state of health.>>20202.1%

If uneéﬁkécted changes, alarm signals or behavioural crises occur, or other
manjféstations, fast attention must be provided in agreement with the guidelines
and'¢ircuits established. If the process remains relatively stable or predictable,
t@normal controls will be carried out."'*?

N\
f'i“he PCT must provide caregivers with information, offering them support in

their care work and managing the appropriate health and social resources.'”

o
&
Y
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Recommendations . QO)
<

Y
The PCT must assume responsibility for the management, care and @itoring
S

b of people with dementia and of their caregivers.

Y
People with predictable evolution must be periodically controlledtgy the PCT.
If there is unexpected worsening, alarm signals, behavioural grises, etc. they
must be quickly attended by PCT, and they are difficult to com}ﬂ, they must be
referred to the SDCT. o_,0

Coordination and communication between PCT, SDCT.,QQC and AFA must be
established to guarantee healthcare continuity throughg\t the entire process.

>

@
$
9.3. Which specialised care teams are @quired to address
dementia (SDCT) and what role do they play?
@

The SDCT are multidisciplinary teams of reference W@carry out a comprehensive and special-
ised evaluation of AD and other dementias. {0

Each team must be made up of an expert p?%cian in the management of dementia (neu-

rologist, geriatrician or psychiatrist), a psychologist/neuropsychologist, a nursing professional, a
social worker and administrative staff. The can be located inside or outside the hospital
and must have access to all the necessary téchnical means to make a diagnostic assessment of
syndrome, familial and social dementia. Th€y provide healthcare, teaching, research and manage-
ment functions.*’ S

SN

After carrying out the individual dsSessment, establishing the diagnosis and treatment strat-
egy to follow, the person affected a@ the family must be informed about the diagnostic guide-
line, therapeutic possibilities, pro@le evolution, monitoring and social-health and community
resources available (questions 1@.1 and 10.1.2). All of this information will be summed up and
compiled in a healthcare repor@ldressed to the patient and/or family and to the referring practi-

tioner from the PCT. Q

o
$

Q
Summary of evide
y :}é’

TheSDCT is a multidisciplinary team of reference for a specific territorial area,
4 w carries out a comprehensive and specialised approach for people affected
_ by dementia.

(:Cl"he SDCT must be comprised of: an expert physician in the management
@) of dementias (neurologist, geriatrician or psychiatrist), a psychologist/
4 ~Q® neuropsychologist, a nurse, a social worker and administrative staff. This SDCT
D must have access to technical means to be able to confirm the diagnostic guideline
~Q(D and with healthcare, teaching, research and management objectives.*?"
N
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i

o))
The patient and his/her family must be informed about the diagnosis and s'@egy
to be followed (questions 10.1.1 and 10.1.2). éb

)
The patient and/or family must be given a written report lis‘[i@\g< all the
examinations carried out, the diagnosis and treatment, and monitoﬁ% plan. This
4 information must be given to the referring practitioner so that they can carry out
the most appropriate control. Shared control between the Pgﬁand the SDCT
will be carried out in complicated patients. Ny

e
4

-9
X

Recommendations le)
-
It is recommendable for the multidisciplinary teangof the SDCT to include an
expert specialist physician in dementia (neurolog'\& geriatrician or psychiatrist),
a psychologist/neuropsychologist, a nursing essional, a social worker and
administrative staff. The SDCT must have ac@ss to diagnosis means to be able
to design treatment, monitor strategies an@atisfy their healthcare, teaching,

research and management objectives. Cg)
N

XS
Patients and/or their families must be iqjgarmed about the diagnosis, the prognosis
and the strategy to be followed. Q\

Patients and/or their families m(ﬁt receive a written report listing all the
examinations carried out, the diagfiostic guideline and treatment, and monitoring
plan. This information muséjbe given to the PCT and/or to the referring
practitioner. A
N
&

9.4. What is the role Qp%he social-health network in a
comprehensive appé&ch to dementia?
N}

Dementia is a progressive inggirment of all the functions, with different characteristics and needs
depending on the stages volution of the disease, which include progressive dependence for
ADL, behavioural alteratjons, added comorbidity and strain in the caregiver. To respond to these
needs and guarantee hedithcare continuity, a healthcare network with well-developed and planned
expert professionals iessential, to provide a comprehensive, multidisciplinary and coordinated
approach to demenfa *%'9>2%

g3 » : .
Some autoﬁmous communities have a social-health network that has different types of re-
sources to carg-for people with dementia.

Dementia Q§gnosis and treatment units (question 9.3). They may or may not be framed within
the SHC they are characterised by a work methodology based on comprehensive evaluation,
the existence of a specialised multidisciplinary team, the integration of health care and social care,
coor(iéation with the different healthcare resources and healthcare continuity.

AN
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Outpatient Services of Centres: They attend to in people with cognitive impairment Q@’hout
having to admit them. Access and registration in this type of resource must be agreegu%pon in
each territory:!8.18

Q

e Day Hospital (DH): Its objectives are to apply non-pharmacological the@??eutic meas-
ures, maintain autonomy and functional capacity with respect to the a@ities of daily
living, physical rehabilitation, prevention and treatment of added g:(éforbidity, health
education, information, training and s to patients and to their relatives@ well a to reduce
the caregiver’s burden. Patients attended in DH are people with MCGEor mild or moderate
degree of dementia. '“'There is a multidisciplinary team at these-IPH that is usually com-
prised of an expert physician, psychologist/neuropsychologist;voccupational therapist,
physiotherapist, nursing staff, etc. Qb

* Day Centres (DC): The aim of this type of resource, whichoften depends on the social
area, is to maintain the ADL, behaviour control, cognitioms physical functionality and at-
tention to other social aspects of dementia patients, as @\ell as to decrease the burden of
usual caregivers. It is the most adequate resource for @anced stages of the disease. They
must have expert professionals in non-pharmacolo @, cognitive intervention treatments
and other therapeutic type activities, adapted to thg,more advanced stages of dementia.

* Night care centres (NCC): These are not very common in Spain. This is a resource
whose aim is to control and treat sleep diso&q&rs and remove the burden from the car-
egiver during this time period. Q

N
. o3
Internment care services: O
§

*  Medium-stay psychogeriatric unit@
Limited duration internment, whosgzmain aim is to treat BPSD that are difficult to control
out of hospital and which cause &ftess and strain on the caregiver. They are also used to
adapt the pharmacological trea@ent, which cannot be done outside the hospital, to solve
serious family crises, rest or ¢envalescence of the caregiver. The care team i multidisci-
plinary, with expert professj@als in the comprehensive approach to dementias. This type
of unit is a resource thatp\@%ts in the Autonomous Community of Catalonia,'8! 184182183

N
* Long-stay psychoger@ic units
They offer care to patients with dementia with different levels of dependence and degrees
of clinical comple.&%’, who require continuous health care and which cannot be provided
at the home or at<§fher healthcare levels.'®
S

Other resources: O}Q

There are other typ&8 of resources to care for people with dementia, the ones that merit special
attention being r@ential centres, which are normally centres managed by the social services.

There ar@]er resources available, which the health professionals must be aware of; these
are telecareé)ﬁeme support teams of the social services, etc.'$

~Q®

Z
<7
Y
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Summary of evidence . (\05
b

Dementia generates a series of needs that require a social health ég)urces
network with expert professionals who can respond to these wneeds, and
guarantee healthcare continuity, ensuring a comprehensive, multidisciplinary
and coordinated approach of each case 208192209 &

The social health resources in those territories that have thi\%&pe of care can
include: dementia diagnosis and treatment units (questiciy 9.3); outpatient
4 services: Day Hospital (DH); Night care centres (NCC};@' ternment services:
Medium-stay psychogeriatric units; Long-stay psychegeriatric units. Other
resources: Telecare, home support social teams.'85-181- 184182183

N
v
&
Recommendations N
¥

The existence of specific resources is reco mendable to care for people with
D dementia, and the SHC network must have specific resources that adapt to each

stage of the disease. O

N

v To optimise the comprehensive treatméft of dementia, it is recommendable for

there to be referral, admission and dis¢harge criteria for each healthcare resource.

- —

Treatment in specific day hospit4ls for dementia is recommended in mild and
moderate phases of dementia(_'\\
)

&
S
S

9.5. What role do the njental health services play in the
care of dementia? &
\Q\\

There are no documents tha@ovide scientific evidence to define the role of the mental health
services in the care of demeftia.

The Mental Health g}\r'ategy of the SNHS (2007),*'° published by the Ministry of Health and
Consumer Affairs, indi¢dtes that the development of specific care systems for mental disorders
in elderly people pre@n‘[ a diversity that is linked to the territorial organisation of the State, and
underlines as a critical point, the scarcity of specific multidisciplinary programmes to provide
mental health carézfor elderly people, and includes dementia among these mental disorders

Today, thﬁ_fmajority of autonomous communities have incorporated healthcare objectives
into their mental health or gerontological health plans, aimed at elderly people with mental health
problems iggeneral and with dementia in particular.

Thg;gpanish Consensus on Dementia, whose second edition was published in 2005,'” dedi-
cates_a¢hapter to the management of patients with dementia, including several considerations
abo%pare for people with dementia made by the different mental health systems.
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Mental health care evolves around a central axis: The multidisciplinary and coq@wn—
sive evaluation mental health teams that have a clear community vocation. These are s that
are closely related to PCT, from whom they receive demands to evaluate cases wl;@ognitive
impairment is suspected, above all when these are accompanied by psychological or behav-
ioural disorders (depression, psychotic symptoms, premorbid personality changés) or atypical
disorders (in the case of young people who start with psychological and/or beha@oural disorders
prior to the manifestation of cognitive impairment), and in the assessment ancgdifferential diag-
nosis with psychiatric diseases. S

The SDCT should have the systematic collaboration of psychiatry pro_;gssionals. These play
an outstanding role in the evaluation of behavioural and psychologicaL@nifes‘[ations of demen-
tia, as well as in the pharmacological treatment of the associated pathopsychology and in drawing
up, together with the rest of the team, the non-pharmacological interv§?ion plan. Community and
comprehensive guidance is very important to evaluate the caregiQ®r’s situation of strain and to

plan interventions aimed at treating and preventing it. (Z\)\
Another area of care is hospitalisation in psychiatric of general hospitals. The main

admission criteria in these units are defined as: Risk of suiCxie, severe disruptive behaviour that
cannot be controlled in community environments, the appgarance of an acute/sub-acute cognitive
impairment with no apparent cause and the need to carrk&&t additional and complicated examina-
tions, The aim of the admission is to stabilise the acu}é%ymptoms and control the psychological
and behavioural symptoms.'”? Q

The length of the stay, which may be necess@y due to different circumstances, justifies the
existence of convalescence or medium-stay units; whose aim is to provide care in a hospitalisa-
tion regime for people who are suffering fro isis situations such as those described above, but
whose clinical situation (normally sub-acu;%requires specific care that is difficult to solve within
the community.'? 5@

N
o

S
Summary of evidence S
2

N
There are no do@nents that provide scientific evidence to define the role of the

4 mental health s¢tvices in the care of dementia.
The Menta&ealth Strategy of the SNS (2007) indicates that there are limited
4 specific r@?[’tidisciplinary programmes to provide mental health care for people
with derfiéntia 2"
4 The nidjority of autonomous communities have published mental health plans

thq%have healthcare objectives aimed at people with dementia.

Iﬁé mental health teams carry out a comprehensive and multidisciplinary

4 “Zvaluation of people with dementia that present BPSD, as well as the differential
Qﬁ~\ diagnosis with psychiatric diseases.'"’

(%)

4~Q Hospitalisation in psychiatric units of general hospitals permits the admission
(59 of people with dementia when the BPSD are severe and difficult to control.'”?
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e
The convalescence or medium-stage unit permit a better and more pro]\\'ged

4 control, if necessary, of the crisis situations that require specific caret(}mat are
difficult to solve in the community.'*? Q
,9
] X
Recommendations ) Q)Q
D
i

It must be taken into account that the mental health services Qﬁy out an essential
| role in the care of people with dementia, as they contribgy: to the aetiological
diagnosis, the treatment and hospitalised care if sevefe- BPSD appear. They
provide coordinated, comprehensive and multi—discip}@lry care.
>
%

S
N
o

9.6. Which social services are involv@ﬁ and what role do
they play in the care of people wito ementia?

Social services are a series of resources, benefits, act Qgﬁes programmes, material and amenities
that are aimed at providing the population with so@l[ care. Their aim is to respond to the social
needs of families, to complement the economic be@cﬁts and at the same time strive to achieve an
improvement in the living conditions of the begﬂciaries, reducing, insofar as possible, the per-
sonal limitations caused by age or disability.2N

The Public Care Social Services Network.isscomprised of public and private social services that
are accredited and approved by the Admiistration. It is governed by the principles of universal-
ity, equality, public responsibility, solid@y, civic participation, globality, subsidiarity, prevention
and community dimension, promotioQof social cohesion, standardisation, coordination, person-
alised and comprehensive care, res@ for the rights of people, promotion of personal autonomy,
economy, efficacy and effectlven@ quality of the services and continuity of services.?!22!13

The demand for social serv1ces\@progresswely increasing in agreement with the increasing num-
ber of people affected by demeiitia; this fact is favoured by changes that occur in the family struc-
ture, especially due to the m@jority participation of women in the labour world and the respective
reduction of their careglvga activity.

&
2
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S
People affected by dementia are usually cared for by the family. The  Observz Qnal
prevalence of family caregivers increases with age; it is 15% when the sick slﬁ@i,0
person is between 65 and 69 years old; it increases to 27% between the ages §++
of 75 and 79 and reaches 47% when the patient is over 84 years old. 60% of N
dependent elderly people live in their own homes; 19% of them live in the c"},
homes of their closest relatives and 77% of them live in the same home in a . {)

stable manner and with the same family caregiver.*'* §

)
Relatives, friends and neighbours share 85% of home care and ca {?lt Observational
administrative formalities (93.2%), help in hygiene and showering (756%), study,
in using the toilet (65.1%), bathing (46.4%), changing nappie@ue to 2++
urinary incontinence (35.4%) or faecal incontinence (31.1%), orgglse they
help them eat (30%).>' Q\)\Q

N
More than half the caregivers spend an average of 4 to 5 kfoyirs a day, seven ~ Observational
days a week. The average time dedicated to patients withgdementia amounts study,
to 60 to 75 hours a week 21421 \\9 2++
&
The annual cost of the care of a person with @D in Spain may vary, Observational
depending on the stage of evolution, between 12 ®0 and 22,000 Euros.?'® In study,
a prospective multicentre cohort study, with Qiéfrear control, with a sample 24+
of 560 patients with possible/probable AD monthly cost was 1425.73
Euro. Of this amount, 74.3% (1059 Euro) weére earmarked for overall costs
and 88% (1,244.22 Euro) were assumed@/ the family. A SR that included
16 studies on the cost of AD in Europe _showed an average expenditure of
28,000 Euro, with a marked variability-between countries, varying between
a minimum of 6614 Euro up to a ma imum of 64,426 Euro.?'®
&

Spanish families express thein@'\eferences of caring for their relatives with ~ Observational
dementia themselves; howeaif, there are more and more caregivers (13.6 study,
to 24.6%) who request extegnal aid from professionals and institutions.*'* 2++

$

The relatives of pati ? with dementia can access the public social care services network
through the district§l‘fnicipality, region, PCT, SDCT, hospitals or else other social health
resources. Informgtion, guidance and counselling are offered at any of these points of the
network, and sofial diagnoses are carried out that permit access to the different basic and
specialised social benefits.

All peop%ﬁiagnosed with dementia who are registered in a municipality are entitled to
access tlig public social services network. Those who do not satisfy this requirement but are
in precdrious situations, may have access to them, in agreement with that established in the
applicable legislation on aliens.

AN
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S
The social services portfolio is organised differently with different characteristicggach

territory or autonomous community so it will not be described in this guideline. By-way of
example: S
9

Grassroots social services: These are the gateway to the network and accessibf'é)\for the entire
population. The professionals who provide them and manage them hold diplo@ in social work
and social education, and they are responsible for informing, counselling,shaking diagnoses
and evaluations, prescribing services, detecting risk situations that requigg preventive action,
and carrying out community projects for the social integration of risk.gbups and people.

e}

Specialised social services: They respond to situations or ne&g that require technical
specialisation or the availability of special resources. They pre¥ide technical support and
collaboration to the grassroots social services in matters of the%}competence.

S
Provision of services: Activities aimed at prevention,cgiagnosis, evaluation, protection,
promotion, care and social insertion. These can be gra§@ot5 or specialised social services.

S
&
Information and social support: to prevent and igs%ve the burdenrelated ~ Cohort study,
to the action of caring. N 2424+
&

N
* Psycho-educational interventions: Thei§form the family about exist-
ing resources that will enable them to plairthe strategy to be followed dur-
ing each stage of evolution of dementiaxThese programmes can be applied
to a family individually or to a grom\of them, as they provide them with
tools and skills to cope better witli-the problems, enabling them to take

care of themselves and care betﬁqg“)i219
x>
gl

* Psychological interventio '&They help improve the burden of the car-
egiver and facilitate their gptation to it. There are therapeutic aid pro-
grammes for one singl ily or for several families at the same time.
The most effective intétventions are those that adapt to the needs of each
case, and combine irfformation, learning skills and emotional support in
several sessions.”

23
9

Social resources's‘l“ hese can be outpatient or part-time (a few hours and days of the week),

residential or ;&‘manen‘[, and short holiday periods.

©
<
. Outpa&nt: Day Centres (DC); Night care centres (NCC) (question 9.4).
0

. Req@ential centres: Establishments designed as permanent residences, where comprehen-
si%e and continuing health care is provided to those people affected by dementia that cannot
“be adequately cared for in their homes, either because they live alone or because their car-
egivers have not got the skills to care for them in a satisfactory manner.
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S
* Therapeutic holidays for people with dementia: This resource is limited; it provig Qpeo-
ple with dementia and their relatives with the possibility of enjoying holidays Withﬁapeu—
tic, training, respite, socialisation and free time activities. They can be carried oufat spas, at
hotels, country holiday houses, etc. There is always a multidisciplinary team@profession—
als, who act as a therapeutic, animation and care team. c"},
O
o N D
Economic benefits: Monetary aid provided by the Administration to heﬁ} people who are
specifically in a situation of social need, including retirement, disability.R;_')nsion, grant related
to the Law of Dependence, contract for the caregiver and other econon&j} subsidies.

They can be granted by way of subjective right, right of attendance@ social emergency and
they are governed by Law 13/2006, 27 July, on economic social béfefits.??

Home aid: They may or may not be instrumental. Their aim is -t@%vour and prolong the time
people with dementia can remain in their homes. It conte tes family worker measures
for personal hygiene, eating or controlling medicationSaccompaniment, volunteerism,
physiotherapy, speech therapy, cognitive intervention, ﬁﬂ'sing, meals on wheels service,
home care service (HCS), adaptation of the home, tel§%?7e, intervention and communication

techniques (ICT), etc. §

The social services resources or helpful aids for p e with dementia and their families are
summed up in Table 3.222%

S
o
&
N
S
Table 3. Social-health resources in the care of d‘g_ynentiam224
&
Resources Person («@ﬁ dementia Relatives
Provision of services ° Pr®‘e'ntion e Prevention
-(?ragnosis e Diagnosis
.@Evaluation e Evaluation
N
) ® Protection * Protection
O e Promotion
\Q e Care
Information and social sung&rt ¢ Information ¢ Information
§ ¢ Psychological support e Counselling
(§0 - Legal
g) — Resources
O - Aid
Q)Q e Care management
QQ e Psychological support
(50 e Therapeutic aid groups (TAG)
§ e Mutual aid groups (MAG)
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Services such associal e Day Centres e Family associations \\'QQ)
resources ¢ Night care centre o Family rest tgb
e Family respite e Therapeutic aid gr@s (TAG)
e Residential centres e Therapeutic holL@/s
e Sheltered homes e Information m@rial
e Community canteens e Training prg’@%’mmes
e Adapted transport e |ICT (00
e Therapeutic holidays {0
Economic benefits or aid e Disability pension o Careg‘?/'er contract-dependence
* Retirement v
e Law of Dependence 'AéPOHOmiC aid
Home benefits or aid e Family worker \%\I‘:amily worker

e Companion/volunteer e Adaptation of the home

e Canteen service e Accompaniment
e Physiotherapy (_;0 e Care to grief
e Speech therapy (')\\'

o

e Neuropsychology Q’\

e Nursing cures (}
e HCS O
e Telecare C>\Q
o |ICT .0
$
Summary of evidence Qé\

The demand for so@g services increases as the number of people affected by
dementia increases.,

2+

The family usu§$y cares for people with dementia. The number of caregivers
increases with@he age of the people: 15% (65 to 69 years), 27% (75 to 79 years),
47% (over ears). 60% of dependent elderly people live in their own homes, 19%
in the horp;’}'of relatives and 77% live in the same home as the family caregiver.?'*

2+

The m ¢ common tasks of the caregivers of people with dementia include:
Carrying out administrative formalities, helping in hygiene, cleanliness, showering
and e of the bathroom, changing nappies and helping them eat (30%).2'

2+

(

ours a day, 7 days a week, in their task of caring, Dedication reaches 60 to 75

</$?¢a than half the caregivers of people with dementia spend an average of 4 to

. hours a week 214215

24:567)
&
N

The annual cost of a person with AD in Spain may vary, depending on the stage
of evolution, between 12,700 and 22,000 Euro. ?'°In a prospective cohort study,
with one year control, on 560 patients with AD, the monthly cost was 1425.73
Euro; 74.3% (1059 Euro) earmarked for overall costs. 88% of the total cost
(1,244 22 Euro) was assumed by the family.?!”

2+

A SR that included 16 studies on the cost of AD in Europe showed an average
expenditure of 28,000 Euro, with marked variability between countries, varying
varied between a minimum of 6,614 Euro up to a maximum of 64,426 Euro.?'
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2+

.
Spanish families prefer to care for their relatives with dementia them,;@?es;
however, there are more and more caregivers (13.6 to 24.6%) wh%}(bequest
external aid from professionals and institutions.?' Q

All families affected by dementia may access the social services ne@z\)ork. There
they are offered information, counselling, advice and social @gnosis, and
access is provided to social benefits. . Q)O

D
The Social Services Network of the Public Administrationﬁpanish acronym
RSSAP) includes a services portfolio that may vary from o%ec?erritory to another.
S

Recommendations %3

N

It is recommendable for health and social se@vices professionals to have a
knowledge of the problems that affect theirsdementia patients to be able to
provide an answer to their demands and(Khow what tasks caregivers must
carry out, the time they spend, the envirognent where they live, and the cost it
represents for the family. N

P

N

q

The Administration, through its s services network, must adapt to the
increase in demand for care and s es for people with dementia.

Favouring access to social services is recommendable as well as providing the
services to give adequate sup to the task of caring of families that care for
people with dementia.

-

R
It is recommendable to st@\ap the support measures to make it easier for people
with dementia to remairét home.

Psychological suppoé\\ and psychoeducational interventions geared towards
families with peopl#svith dementia are recommendable, in order to favour their
task of caring, redce the care burden and improve the quality of life.

In each case an§depending on the moment of evolution of the dementia, it is
recommendabi¢ to dynamically select the best social service resource that must
be provide\' a family caring for a person with dementia.

1562
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9.7. How must the care continuity between the differeg?
dementia healthcare levels be coordinated and guaregﬁeed?

S
9

The PCT will make the referral to the SDCT when the referral criteria c’}' Expert
established are fulfilled (question 9.2.2). Communications between {) opinion,
both levels must be quick and effective, avoiding continuity solutions\bQ 4
or unnecessary repetitions that may cause problems in those affected 57

g1 25,6207 @
additional costs.»* o

S

The multidisciplinary assessment by the SDCT must be carried ou;§500n
as possible and in a coordinated manner. Once the diagnosis has beefcarried
out and after establishing the therapeutic proposal it must be tréusmitted,
with a detailed report, to the referring PCT, for them to put in%gnotion the
decisions and strategies established.?¢2 O

S
There must be coordination in the use of the resources, av@ng unjustified
delays that might alter the efficacy of early use, opt@nising times and
contents, satisfying the admission and discharge critésia of each resource

and facilitating the formalities and access to them.zl Qg’
The continuity of care for patients and their famiifies must be crosscutting Descriptive
and longitudinal, ensuring that there are no .lgses when the resources are study,
changed and that the family never feels negiegted. These measures must be 3
stepped up in the most advanced stages of(g_l,ementia, at the actual home and Expert
at the relative internment centre . 5@ opinion,

& 4

o

Q
It is important for all the profess&? s, of the different healthcare and social Expert
services levels, to continue colla\ rating in the post mortem stage, to collect opinion,
biological samples and neurolﬂ@ical tissues to be able to carry out a fail-safe 4
diagnosis of the type of de ia. ¢
Y%
Coordinated and multidizectional action must contemplate the comprehensive Expert
nature of resources ayailable at social health level and of the community, opinion,
including the AFA ajid other institutions/foundations that work to improve 4
the quality of care{of people with dementia.
Jo3
$
2
<
4
%)
~Q
9
QO
<
AN
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This coordination between healthcare levels must be adapted individually
to each person and family and must be extended to joint coordination or
work among the different SDCT.

S
F
S

This must also be extended to collaboration in teaching and research 9O
between the different levels, and the University, the pharmaceutical industry (y}'
and other institutions that earmark resources for research in basic, clinical *QQ

and social aspects in the field of dementia.” ®Q

-9
One element that may favour coordination is the supply, storage<and Expert
exploitation of the data of a common and shared record of data zﬁable opinion,
on prevalent cases of dementia. All the professionals from the @ifferent 4

levels can collaborate in compiling information, maximising th&’personal
requirement for quality data. This information is helpful fc@health and
O

225

social planning. X

Summary of evidence

0\5

&
&
@

Q&

The PCT must refer to the SDCT«@(%n the referral criteria established are fulfilled
(question 9.2.2). The coordi@on between both levels permits healthcare
continuity and avoids repeatidg examinations and thus reduces problems or

additional costs.?>¢207 -9
"N

3
The SDCT carries out é)\multidisciplina.ry assessment to reach the diagnosis,
designs treatment andGnonitoring strategies, and transmits a detailed report to
the PCT, for them t{;} t the established strategies into motion.?

4
In the care of p:?)w with dementia, there must be coordination in the use of the
resources, accotiling to admission and discharge criteria, and avoid delays that
might alter t %fﬁcacy, optimising the duration and the interventions, facilitating
formalities:and access.”

@
The coptinuity in care of people with dementia and their families is longitudinal
to guarantee that the family never feels neglected. These measures must be
stepﬁ@d up in the more advanced stages of dementia.”
(023

buarantee the diagnosis of people with dementia, there should be collaboration
{petween the health professionals from the different levels and those of the social
> services who intervene in the process. This collaboration must continue in
the post-mortem phases to facilitate the collection of biological samples and
neurological tissues.”

The desirable coordination between the different SDCTs must be related to
care (common criteria, action protocols), in teaching and research, and it will
be reinforced by establishing links with the university, pharmaceutical industry
and institutions that earmark resources to basic clinical and social research in

dementia.?

154
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The selection and storage, by the professionals who intervene in the @Ue)ss,
of minimum quality data of the people affected by dementia and their %ﬁtives
in a common centralised record favours coordination between the t levels
(PCT, SDCT, SHC). The exploitation and analysis of the data available in the
record permits improving knowledge of dementia and planning hezfth and social
improvement strategies and policies.”” nCT}'

&
QO
>

. -9
Recommendations %
N
=
To ensure seamless social and health care in the care qﬁeople with dementia and
their families, it is recommendable, throughout the gntire process, for there to be
coordination between the different care levels, @al services and community

resources. >g)

N

To favour the comprehensive care of the (fgé\son/family with dementia, it is
recommendable for the communication and-Coordination between the different
levels (health, social and community.)\(% be fast, efficient, effective and
multidirectional. ,,.E}

\J

It is recommendable for all the care@xvels to collaborate in obtaining a fail-safe
diagnosis, favouring the obtaining éﬁbiological and neurological tissue samples.
Cy

N
Coordination at the different\&zalthcare levels is recommendable in order
D to favour respect for the riggié and freedoms of patients in decision-making
(advance directives). -9

$

T~
Coordination between “the healthcare levels, the SDCT, universities,
pharmaceutical indus@, teaching and research institutions and the AFA is
recommendable to fdyour an increase in knowledge (training and research) of

dementias (healthr@cial, community aspects).
It is recommentiable for the different professionals who intervene in the care

D of dementia tezollaborate in drawing up a record of dementias to have a better
knowledge ~g)reality and rationally plan new intervention strategies.
h N
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10. Dementia treatment

10.1. General measures

Questions to be answered X
"

10.1.1. When and how must patients and their families be infor@d of the dementia diag-

nosis? <
10.1.2. What basic content must the information given to pati@j‘gs and family have?
N
o
¥

10.1.1. When and how must patients and %heir families be informed

of the dementia diagnosis? ;\\(Sz)
O

(D

Q
N

98% of families want the patient to be informec@? 92% of the patients want
to know the diagnosis. There are families L@ hide information from the
patients arguing that they want to protect théni and minimise the impact that
the information about the disease may rate. It has been demonstrated

that the information received does no dispose or generate an affective
disorder or depression in the person affected.?’28:22

S

Patients and their families must byg\'\informed about the dementia diagnosis
when we have a reasonable «&&picion of the diagnosis. Normally it is
the family of the person af@ted that fosters the consultation with the
practitioner, alarmed by the Ghcertainty generated by detecting the changes
observed in the relative&ected. In these cases, the families and people
affected need informatign that will enable them to understand the current
problem and be able té-tope with future problems. Patients and/or families
must be informed b£: physician from the SDCT and/or PCT.
&

There are patiexg}(sD who wish to be informed and others that do not wish to
receive infozp_?alion, on their own volition or because they are unable to
assume it, dug¢ to the actual disease. This right must be respected whenever
it does nognarm them,140230.231

Q

Z
<7
Y
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Patients and/or their families must be informed of the diagnosis with caution, Expx
without haste, and in appropriately intimate and comfortable conditions and op1ion,
environment. A professional/patient/family relationship must be created S

based on a commitment of respect and trust. The dialogue will be aimed at N

helping them understand the diagnosis and favour decision-making, and it c"},
must be empathic, simple and two-way, listening to the patients' and their . @
families' opinions, and facilitating an exchange of questions and answers .‘Q\
Individually adapt the information offered to patients and families so that @
is understood, bearing in mind the patient’s cognitive impairment, age,'s@(,
race, education level, culture and religion. If there are language b '\'rs,
communication must be facilitated through an independent §:§ral
mediator.'” &
&

It is advisable to give the information progressively, devoting:tiie necessary Descriptive
time. The information offered must be true and non—alarraiosj}, not allowing study,
for doubts or creating false expectations.'* 3

. (g) Expert

Q .« .

) opinion,

& '
>
Notifying the diagnosis may cause a great igipact on patients and their Expert
families, to the extent that the session has to béinterrupted and offering time opinion,
for thought. In these cases, the information ririist be extended during control 4
visits and/or with the subsequent partt Q‘f)ation in information sessions
carried out by the SDCT and/or PCT as@"complemented in the associations
of families of people affected by den&\@ﬁtia (AFA)."
i
Further information or verba ~@q%nmunication may be provided through Descriptive
explanatory leaflets, videos 2§ other audiovisual means aimed at helping study,
understand the diagnosis. Futiher information can also be provided through 3-
recommended websites, bébks, AFA 232
S
&
&
9
Summary of evidence
‘(Z)(D

e majority of patients and families wish to be informed.””® However, there are

3 & families that hide information from the patients to protect them and minimise

Q)(Z) the impact of the process. It has been shown that receiving information does not
generate affective disorders or depression.??7228:229

Q
(%] . . . ...
*Q(D To favour the comprehensive care of the person/family with dementia, it is
X recommendable for the communication and coordination between the different
levels (health, social and community) to be fast, efficient, effective and
multidirectional.
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e
The patient’s right to be informed must be respected, especially in the@r?set
stage of dementia, when they can maintain their memory, capacity to und@ystand,

4 assimilate information, be aware of the scope and impacts, and be abl decide
on who they wish to inform about the process (family, friends). Thel% t to not
want to be informed must be respected.!#2% :\Q

The information about dementia to be transmitted to patients ;ngl;{heir families
must be reasonable, individualised, respectful, empathic, sime\,understandable
and two-way. It must be transmitted in appropriately privatz and comfortable
4 conditions and environment, aimed at helping understénd the disease and

decision-making. This will facilitate the exchange of qu&stions and answers. If
there are language barriers, the intervention of an indéﬂdent cultural mediator

will be provided.'” o

(4
It is advisable to give the information progressi@y, if necessary, devoting the

4 necessary time, with true, non-alarmist conte@nd not leaving any doubts or
creating false expectations.'* ('S
A
S

Communicating the diagnosis of demengia may produce a great impact on
patients and their families. It may be é&essary to interrupt the information
4 session and offer time for thought. information must be updated and/or
further information provided duringqﬁccessive visits, with information sessions
organised by the SDCT and/or PC¥.and complemented at the AFA."*

Further verbal information m Tae provided through explanatory leaflets,
videos, DVD and other audjs¥isual means, if necessary, to help understand

3 the diagnosis. Further information can also be provided through recommended
websites, books, AFA .23 @
N
o
o
Recommendations . cSD
S

N
Informing patients and their families of the dementia diagnosis is recommended
D when ther reasonable suspicion of dementia. The SDCT physician and/or
PCT are tg)é'people who must inform.

Inforr@g patients who request this and their families of the diagnosis is
C recommended; as it has been proven that the information received does not
plEZ) spose or generate a disorder in the person affected.

N

{rThe patients’ right to be informed or not must be respected, as well as their right,

~if they are capacitated to do so, to choose those people around them who must
be informed of the process.
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AN

Offering information via understandable, sensible, respectful, empathic;é'?\g)al
communication, and an adequate environment and conditions is reco nded,
to facilitate two-way dialogue. To make it easy to understand the diagtiosis and
its consequences, further information can be provided via information leaflets,
booklets, videos, Internet and other audiovisual means and associatj@is of families
of dementia patients (AFA). If there are language barriers, compignication must
be facilitated through an independent cultural mediator. \\'.Q\

4
The individual evaluation of the possible impact that &mmunicating the
diagnosis may generate is recommended, as well as doing so in instalments
if necessary, providing further information during 8\ccessive visits and in

information sessions (SDCT, PCT, AFA). <

x>
%
5
10.1.2. What basic content must the informﬁion given to patients
and family have? @)
)
S
The basic information received by patients and r families must be Expert
comprised of:'? QK opinion,
N 4
* Diagnosis of the disease . \Q(D
* Type of dementia \\Q
* Stage in the evolution of dementia that ct/gg patient is in.
* Probable prognosis ‘\\Q.\

Treatment to follow é)\

<
— Drugs: Benefits and adverse ~i’@ects
— Non-pharmacological intqr@nions

R .-
— Guidelines and recomme@latlons

Guidance about succes@% controls and emerging alarm signals that re-
quire urgent attentions&

Information about a@ilable resources and their accessibility.

The information gi@l must enable patients and their families to:

160

Q2
Plan their futute
Decide on the guardian to take decisions
Reorgan'@e and take decisions about economic and legal questions.
Accep{zﬁe treatment proposed or not, weighing up risks and benefits.

Accept participation in research programmes or not.
Qo
<
AN
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Information can be offered to patients with mild dementia who can Expx
understand the explanations, express their concerns and comment on the op1ion,
difficulties to plan the future with the aid of relatives and professionals. S

Knowing the prognosis of the disease will give them the chance to be able 9O
to plan their future, exercising their right to decide (advance directive Q)Cy}'

documents, appoint a guardian).?**#2 b\
N
)
The group information sessions aimed at the families must contemplate-fhe Expert
following aspects: X opinion,
e, 4

* Inform about basic aspects of the disease and its evolution staga§

» Differentiate cognitive, behavioural and functional symptomb@

. N
Impact of the loss of autonomy. Q

* Involvement of the different professionals (PCT, SDCT,@C).

 Foster comprehensive and multidisciplinary treatment (¥

* Foster help to the caregiver and to the family. . \QQ)
* Advise about the prognosis and future prospects. Cs}'

O

¢ Inform about the social health and social resouqés available.

/

* Advise about basic legal aspects.

Q,

* Management and attitudes to be adopted to 4 cf)e with emerging problems.

¢ Evaluate the needs, burdens, demands,@s or repercussion of the car-
egiver. %)
N
e Help implement a solid family suppsojgnetwork.

e Inform the caregiver about support&zsources.

The basic information about den@ia must be complemented with more
specific contributions, for thog@milies with patients in very advanced
stages of dementia, Whateverﬁ aetiology, or when they live with people

affected by DLB, FTLD orQ , and they pose different problems to the

normal ones of AD. O

$
Training health practit@ers, social services professionals and professional Expert
volunteers is necessaty so that they can manage a group of MAG or TAG. opinion,
This training programme can be carried out at any of the healthcare levels, 4

or at the AFA.I@ it is advisable for the primary caregivers (relatives or
professionals) t¢ffeceive training that will empower them to manage dementia
and carry oufrnon-pharmacological interventions. Training provides useful
competence_to carry out the non-pharmacological interventions indicated
by the S\Q or PCT professionals, at home or in a nursing home.'”?

Z
<7
Y
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Summary of evidence . QO’
<

Y
Patients with mild or moderate dementia can be informed. This inforr@on can
be beneficial as it will enable patients to express their concerns, doubts and be
able to cope better with daily difficulties. Knowing the prognosis o@lelr disease

may help them take decisions and plan their future.?334? K
)]

The basic information for patients and their families m§> be comprised
of: Diagnosis of the disease, type of dementia, evolutiof¥ stage, prognosis,
pharmacological treatment, non-pharmacological treatm%’nt monitoring and
available resources.'” b\

The information will enable patients and their famifies to plan for the future,
decide on the guardian, reorganise financial legal questions, evaluate
pharmacological and non-pharmacological tre@nent and decide upon their

participation in research programmes.'” N

Information sessions aimed at families m %?contemplate basic aspects of the
disease, dementia stages, diagnosis, 1nQ§) vement of different professionals
4 and healthcare levels (PCT, SDCT, Sﬁ’C) comprehensive multidisciplinary
treatment, social health and social re ces available, legal advice and economic
aid.'

‘A}

The information sessions to relatives offer instruments to manage emerging
problems during the evolution'sf the disease. They inform about the burden and
support measures for the caregiver, risks and repercussions, and the usefulness
of creating a solid family @port network to help the caregiver.'”?

N
In very advanced stage f dementia or in DLB, FTLD and VC more specific aid
and information pro&@ mes must be offered to the family.'”

Health practltlo%@ social services and professional volunteers can collaborate
4 as MAG or TA&group leaders, after having received sufficient training in this
regard. These Qogrammes may be carried out in SPD, PC or else in the AFA.!%

The prlmagg*careglvers can receive training that enables them to collaborate as

co-therapists in non-pharmacological interventions of dementia.'”
O
S
<
Recommendatlogg

(Z)
@Ving information to patients and families about dementia is recommended,
~as well as about its evolution, clinical manifestations, comprehensive treatment
and support to the caregiver, which will enable them to plan their future.

C;Q Itis advisable for the group information sessions aimed at families to contemplate

QO basic aspects of dementia; function of the different professionals and healthcare

{;% levels; comprehensive treatment and available resources; management of

emerging problems; detection of burdens derived from the task of caring, and
support to the caregiver.
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e
The execution of specific training programmes for families who live with. U{)le

D affected by DLB, FTLD or VC and in advanced or terminal dementiats}mges 18
recommended. Q
Training health practitioners, social services professionals ando%lunteers/

D professionals is recommended so that they can manage a group Qf})atients and/
or families affected by dementia. Q)Q

It is recommendable to train caregivers (families or profess@s) to empower

b them to manage non-pharmacological interventions of denrlé:ﬁtia.
O <j
X
&
v
10.2. Specific pharmacological treatmeg%' of dementia
o
S
N
@)
Questions to be answered Cg)
10.2.1. When and how must patients and their fan@es be informed of the dementia diagno-
sis? ¢

10.2.2. Is there a specific pharmacological treatment for dementia?
10.2.3. Is the specific pharmacological treapégnt equally effective in all people?
N

Alzheimer’s Disease \\Q

10.2.3. Which pharmacological treatment’is effective in the treatment of mild, moderate and
severe Alzheimer’s disease?

10.2.4. Which specific pharmacol&g\ltal treatment is effective in cognitive, behavioural,
functional manifestations afxi/or quality of life in AD?

10.2.5. What adverse effects and”contraindications exist for the specific pharmacological
treatment in Alzheimegﬁ' disease?

10.2.6. How effective and s@é is the combination of two or more specific drugs in mild,
moderate and severe’Alzheimer’s disease?

10.2.7. When must specific treatment in Alzheimer’s disease end?

Parkinson’s disease de tia

10.2.8. Which specifi¢ pharmacological treatment is effective in Parkinson’s disease dementia?

10.2.9. What adveiSe effects and contraindications exist in the pharmacological treatment of
Parkins%f?s disease dementia?

10.2.10. How effective and safe is the combination of two or more specific drugs in Parkinson’s
disedde dementia?

Dementia with L i

10.2.11.& hich specific pharmacological treatment is effective in dementia with Lewy bod-
es?

10.2d2. What adverse effects and contraindications exist in the specific pharmacological

treatment of dementia with Lewy bodies?

AN
AN
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O
10.2.13. How effective and safe is the combination of two or more specific drugs"&h? mild,

moderate and severe dementia with Lewy bodies? e
10.2.14. How useful are drugs with dopaminergic action in dementia with Lev@)odies?
Frontotemporal lobar degeneration 9

X
10.2.15. Which pharmacological treatment is effective in cognitive and I%Bavioural mani-

festations of frontotemporal lobar degeneration? Q\
N
Vascular Dementia )

10.2.16.  Which pharmacological treatment is effective in mild, mg@c?ate and severe vascu-
lar dementia? -

10.2.17. What influence does pharmacological treatment haveon vascular dementia with
respect to cognitive, behavioural, functional manife%‘?gons and/or quality of life?

10.2.18.  What adverse effects and contraindications exist @e pharmacological treatment
of vascular dementia

@
L
Other pharmacological treatments QO
10.2.19.  Are any other types of drugs effective in cogﬂltive and functional manifestations in

people affected by any type of dementia}:\\s)
)

&

S
10.2.1. Is there a specific pharmaégglogical treatment for dementia?
N
&

There are currently two types of specific dimgs for the symptomatic treatment of Alzheimer’s
disease (AD): a) acetylcholineraster: SI%\ enzyme inhibitors (ACE inhibitors): donepezil,
rivastigmine and galantamine; b) a no&ompetitive N-methyl D-Aspartic receptor antagonist

(NMDA): Memantine. <
3
ACE inhibitors have been r mended for the treatment of patients RCT,
diagnosed with mild to mode@ AD 523414042235 1++/ 1+
Q)Q
ACE inhibitors have alsa:froved beneficial to manage mild to moderate VD RCT,
and in DLB and PDD.‘C‘SWZ’5 1+
N
In RCT, patients \@(1/‘()) have been treated with ACE inhibitors have shown RCT,
less cognitive, f@ctional and behavioural impairment than those treated 1+
with placebo. &@2’5
©

The efﬁcacziQ and safety profiles for the three ACE inhibitors are similar. RCT,

QQ 1++/ 1+

&

Mq@ntine has proved to be effective in the treatment of moderate to severe RCT,
AD; administered in mono-therapy or combined with ACE inhibitors.>4042 I++/ 1+

There are no specific treatments for FTLD 3652
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Summary of evidence . QO’
<

U
1++/ ACE inhibitors have proved beneficial compared to placebo in the tre@nent of
1+ mild to moderate AD .>23414042.235 S
1+ ACE inhibitors have proved beneficial to treat mild to moderate Y\I?cv)and in DLB
and PDD.'%0425 (79
1++/ Q.
I+ The efficacy and safety profiles for the three ACE 1nh1b1tors0~)@e similar.!4
&
1++/ Memantine has proved beneficial compared to placebo in the treatment of
1+ moderate to severe AD, in mono-therapy or combined \bhl ACE inhibitors 314042
<
- There is no specific pharmacological treatment for @%D.“ﬂ
é)\Q
| 3
Recommendations N
@)
ACE inhibitors are recommended for the ég’eciﬁc and symptomatic treatment of
A . N
mild to moderate AD. &>
7)
A Treatment with ACE inhibitors is Qégmmended to manage mild to moderate
VD. Q,\*
O
B ACE inhibitors have proved t({.@ beneficial in dementia by DLB and PDD.
(@)
B No differences have been shgwn regarding different ACE inhibitors (donepezil,
rivastigmine and galanta&ﬁe) in respect of efficacy and safety
<
A Memantine is recommefded as specific treatment for moderate to severe AD in
mono-therapy or co.n@led with ACE inhibitors.

”\7
o
™
10.2.2. Is the Specifiqs?)harmacological treatment equally effective

in all people? Q
Peop $
&
Some RCT have sh}o}vn differing efficacy of pharmacological treatment in RCT,
people treated. @ 1+

In one RCT,Z%(Z;(AZ/)hich included 240 patients with mild-to-moderate AD

treated with ~}antamine, during a 48-month control, different degrees of
cognitive decline were observed according to scores obtained in the ADAS-
Cog scale.%nd it was possible to identify three subgroups: In the first group
(82 patients) with less decline, the average score on the ADAS-Cog scale
was 14%9/—8, with respect to the basal, whilst in the other group (75 patients)
withersistent progression, the score was 30+/-9, and in the third group
(82-patients) with intermediate evolution, from 20+/-9. In general, patients
who obtained a higher score on the basal ADAS-Cog scale experienced less
impairment.
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The other group of patients experienced considerable impairment and the
other subgroup showed an intermediate degree of impairment, between
the other two. The authors of this study conclude that they do not provide
any indicative data that certain epidemiological, cognitive or genetic N
characteristics are correlated to greater efficacy of the treatment, so it is not
possible to identify patients who will respond to the treatment a priori. Q9

§\
In the case of VD, slight differences in response to the treatment h oe) RCT,
been found, depending on the type of vascular lesion (cortical, subcostical 1++/ 1+
or small vessel)237 and depending on age (older people have a gicater
probability of having associated AD).>* ‘§

%
§
Y
Summary of evidence S
(\.9\5
In an extension study of two RCTs with gajantamine, the decline in the score on
the ADAS-Cog scale after 2 years with géﬁect to the basal was 15+/-8 points on
average in one third of the patients, 2954-9 points in another third and 30+/-10
points in the remain third of the pat@‘ts 236

1+

1++/ Modest response differences to @e treatment have been observed in VD
1+ depending on the type of Vascql?E[S'fesion and on the age.?*72%

S
O
-9
N
,\»‘&
We have little evidence about whether specific pharmacological treatment is just

- as effective in all pedpie due to the lack of studies that assess the individual
response to differentdrugs.

Recommendations

.\\C)U
S

Alzheimer’s Disease\;‘,)Q

\Q
10.2.3. Which sp@fic pharmacological treatment is effective in the
treatment of migis,’moderate and severe Alzheimer's disease?

9

ACE inhibitors Q)‘g

ACE inhibit@;_’s%re approved in Spain for mild or moderate AD. Memantine is approved for
moderate an severe AD.
4

4]
A Cochizhe SR™ performed a MA of 13 multi-centre, double blind RCT, MA of RCT,
on paggllel groups, with 7,298 participants (2,228 receiving treatment with 1++
do%ezil, 2,267 receiving treatment with galantamine and 2,803 receiving
tre}ment with rivastigmine) to assess the efficacy (cognitive, functional
and global) and safety of the ACE inhibitors in AD.
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The MA revealed benefits associated with ACE inhibitors compared with
placebo in cognitive function, according to the improvement observed in
the scores of the ADAS-Cog (-2.7 points) and MMSE scales, a beneficial
effect on ADL, according to scores on the PDS scale, and modest efficacy
on behavioural disorder (apathy, anxiety and depression), according to score
of the NPI-total scale. With respect to quality of life, there is no evidence .

of a benefit, assessed using quality of life scales after 12 and 24 weeks 242!
%)

There are very few comparative studies between the different @COE Comparative
inhibitors. One Cochrane SR** identified four comparative studiegyTwo studies,
of them, simple blind, compared donepezil and galantamine: One@ them 1++
showed a greater benefit in cognitive function after 12 weeks (-2;5 points
on average on the ADAS-Cog scale, with no differences in M ) and in
ADL (2.10 points in DAD) in patients treated with donepe;&’ which was
not corroborated by the other more prolonged study, lasting for 52 weeks 2
and which did not show any differences between the two-drugs according
to scores on the ADAS-Cog, MMSE and ADL scales. T@?’other two studies
that compared donepezil and rivastigmine, one 12—w9§2 single blind** and
another 2-year double-blind one,** did not find any @ferenees with respect
to cognitive function, behavioural disorders, Alﬁ or global functioning,
assessed by means of the SIB, GDS, ADAS- \g, ADCS-ADL, MMSE
and NPI scales. Despite the slight variations- i the action mechanism of
the three ACE inhibitors, current evidence~ddes not provide proof of any
significant difference in efficacy and safe.tg)proﬁle between them.
S
S
The majority of the available RCTs last for 6 months The effect of the ACE inhibitors cannot
be demonstrated in a longer term,;@hough there are observational studies that show that the
long-term benefit continues aft@t@e control year.
N

S
Patients treated with ACEUnhibitors have a probability of 2.5 points  Observational
more than those not trqud of progressing more slowly during a 2-year study,
observation period.>* Q)\ 2++
&
In a SR of 22 RC@‘ (12 studies with donepezil, six with galantamine SR of RCT,
and four with ri(\é’s?tigmine) with 9,883 participants who presented mild 1+

to moderate AIY) the results showed an improvement or maintenance of
the cognitive function for all three drugs, compared with placebo and a
favourable effect in ADL

Q
Q
~Q

Z
<7
Y
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Donepezil ;Z;.
Donepezil has proven to be effective in patients with mild, moderate ? ,
and severe AD. The recommended starting dose is 5Smg/day for 4 weeks, ++

increasing afterwards to 10 mg/day.?*** the duration of the majority of 9O
the RCT has been 12-24 weeks, except for two lasting for 12 months and (y}'
another that lasted for more than 24 months. The majority were carried *Q{)
out on patients with mild to moderate AD (MMSE: 10-26 points), tw

with moderate to severe AD (MMSE: 5-17 points), and one with mild.ég

(MMSE: 21-26 points). ,\\\

QO
In a Cochrane SR?¥ until 2005, 23 multi-centre, double blind RC§ were SR and MA
included in a MA, all of them with parallel groups, except for on CGrossed?’ of RCT,
and another with one part crossed and another with parallel grtips®$, with 1++

a total of 5,272 participants, to assess the benefit of donepezii after 12, 24
and 52 weeks. The results of the MA based on 14 RCT wefg’as follows: 1)
cognition: Donepezil showed a statistically significant @nprovement with
respect to placebo in the ADAS-Cog scale after 24 weeks, both with 5 mg/
day (-2.01 points) and with 10 mg/day (-2.80 points) <EA\f1 improvement was
also observed in MMSE after 52 weeks with 10 q@day (1.84 points); 2)
global clinical status: The number of patients with mild or moderate AD
who showed an improvement in score on th.e(@IBIC—plus scale after 24
weeks was greater in patients treated with do@ezil, 5 mg/day (OR =2.18)
and 10 mg/day (OR = 2.38) than with placebo; 3) ADL: Donepezil has
shown an improvement in ADL with respget to placebo.

o
In a study > on patients treated with’donepezil at a dose of 10 mg/day, RCT,
an improvement was observed jJQQunctionality according to the PDS 1+/1-

scale (3.8 points) after 52 wee >In one of the studies, a decrease was
observed in the open phase, i[k\ghe score of the total NPI scale after 6 to
12 weeks with respect to the®asal; patients who had received donepezil
continued to improve whilstfhose who had received placebo got worse. The
benefit of donepezil on th&/NPI has been observed both in outpatient and
institutionalised patients. '

S
Donepezil showed a&B‘elay in institutionalisation of patients in one study but RCT,
not in the other, béth with limited methodological quality.* 1-
Q
According t@(,g%CT performed on patients with mild or moderate AD >*® the RCT,
modest impfevement in cognitive function of patients treated with donepezil 1+

is maintaisied for 2 years, although a reduction in the institutionalisation rate
is not obfserved. In this study no significant differences were observed either
betwe§ donepezil and placebo with respect to the BPSD and the adverse

eff&\l’% .
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The dose of 10 mg/day showed a greater benefit than the dose of 5 mg/ RC
day on the symptoms of AD in the majority of the studies. The evidence
of correlation between the dose and the effect of the donepezil is weak. 2% OQ

9
&

Q9
Rivastigmine §\
Rivastigmine has confirmed its efficacy in patients with mild and moderaf® RCT,
AD. The recommended dose is 6-12 mg/day (oral), starting treatment mofh 1+
1.5 mg/12 h and increasing to 1.5 mg/12 h every 4 weeks. The recomnghded
dose via transdermal route is 4.6-9.5 mg/day starting with 4.6 @for 4
weeks and then increasing to 9.5 mg.?62% @

%S

~N
A Cochrane SR?** until 2008 included nine RCT, with a, bgfal of 4,775 SR of RCT,
patients with mild to moderate AD, in outpatient regime With maximum 1++/1+
control of 26 weeks, except for one that lasted for 12 mongg, and it showed
the following results: 1) cognition: Rivastigmine at a, Q&e of 6 to 12 mg/
day showed an average improvement of -1.99 poin@'\on the ADAS-Cog
scale compared with placebo at 26 weeks. Two S 8225 showed a benefit
in cognitive function in patients treated with rivastigmine. One CPG**
referred to the existence of a benefit with rivastigitiine in cognitive function;
2) global clinical status: rivastigmine at a dg@of 6 to 12 mg/day showed
a slight statistically significant improvem tin global function, assessed
by means of the CIBIC-plus, CGIC or C@S scales®*; ADL: rivastigmine
at a dose of 6 to 12 mg/day was associgfed with an average improvement
of 2.15 points on the PDS scale after*26 weeks, which was not observed
at a dose of 4 mg/day. the same CPQ% refers to the existence of a modest
benefit for ADL; 4) behavioural a],gi@tions: No significant benefit compared
with placebo was shown in tws)é)ﬁ'ldies that assessed mood and behaviour
measures.”* N
QL
N
Q

Galantamine ¢\Q'Q)
Galantamine has provqg)to be effective in patients with mild and moderate RCT,
AD. The recommended dose is from 16 to 24 mg/day, starting treatment 1++
with a dose of 8 day (non-therapeutic dose) and increasing 8 mg/day
every 4 weeks.”?i%Cz Available in tablets (taken twice a day) or capsules of
extended releasg/(taken once a day) with similar efficacy.

2

o
&
Y
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A Cochrane SR?? until 2005 that included 10 RCTs, with a total of 6805 SR ffT,
patients, observed a favourable effect of the treatments with galantamine, at 1 +
doses of between 16 and 36 mg/day, in outpatients with mild-to-moderate OQ
AD compared with placebo, assessed after 3 and 6 months. The benefit N
was observed for doses of 16 to 24 mg/day with no significant difference c"},
between both doses, but this was not observed for the dose of 8 mg/day, . @
according to the following results: 1) cognition: Galantamine proved to b ‘Q\
beneficial in patients with mild-to-moderate AD, on the cognitive functiot

(a dose of 16 mg/day) after 6 months:2532415235 2) global clinical stat:

The number of patients with an improved score or with no change Sirthe
CIBIC-plus or ADCS-CGIC scale was greater with galantamine thatr with

placebo with all doses except for 8 mg/day (or = 1.6-1.8 at dose of V6 to 36

mg/day) after 6 months; 3) ADL: Galantamine showed a lower g&crease in

the ADCS-ADL score with respect to placebo for 16 mg/day;3.1 points)

and for 24 mg/day (2.3 Points) after 6 months. An improveinent was also

observed in DAD disability scale of 3.7 points with the dgs¢’of 24 mg/day;

4) behavioural alterations: An RCT that assessed the change in score of the

NPI after 3 months showed no effect of the treatmen;\'&v’ith galantamine at

doses of 24 and 32 mg/day. In three RCTs lasting fo;é@ months, an average

reduction was observed of 2.1 points on the NPI s ite with doses of 16 mg/

day, but not with doses of 16 to 24 mg/day. N

S
The effect of galantamine on severe AD hay been recently assessed in a RCT,
RCT?> that included 407 institutionalised, patients (MMSE 5-12 points), 1+

who received 24 mg/day galantamine @lacebo for 3 years. The average
score on the SIB scale improved by 1.9%points, especially in memory, Praxis
and visual spatial capacity, in the group treated with galantamine and it
worsened by three points in the p treated with placebo. The average
score in MDS-ADL worsened bﬁ points in the galantamine group and
1.6 points in the placebo grou%\

N

Q)Q
Memantine \Q

Memantine has prmé? to be effective in patients with moderate and severe AD. The
recommended dose &3* 0 mg/day, starting treatment with 5 mg/day and increasing 5 mg/every
Week.246’235 {o
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One Cochrane SR*‘ on patients with moderate to severe AD treated SR 0§T,
with memantine at doses of 20 mg/day showed a significant difference

in cognitive function assessed via the SIB scale, in the global function OQ
according to the CIBIC-Plus scale, in ADL according to ADCS-ADL scale N
and in mood and behaviour according to NPI scale, after 24 and 28 weeks. c"},

Out of five RCT that assessed behavioural alteration, only two showed . @
statistically significant differences with respect to placebo. Three RCT‘Q\
carried out on patients with mild to moderate AD, treated with memantiné)

showed significant differences in cognitive function (ADAS-Cog scal),

global function (CIBIC-Plus scale), and no differences were foun%y\\vith

respect to mood and behaviour (NPI scale). Q

The data of three RCTs lasting for 6 months on patients with MMS@(getween
10-24, showed a minimal benefit of memantine 20 mg/day @pared to
placebo, in cognition (average improvement of 0.99 points g’ADAS-Cog
scale) and in global clinical status (average improvement QSO.13 points of
CIBIC-plus), clinically not relevant. No effect was obserted on ADL or on

behavioural alterations 2% Cg)

NS

O
Not many studies have been carried out on paQ’zﬁ?s with moderate and RCT,
severe dementia. The data from three RCT lasting for 6 months on patients 1++

with MMSE between 3-15 showed the benefit @jith memantine 20 mg/day

. . N .
over placebo in the following aspects: 1) co@lon: Average improvement
of 2.97 points on the SIB scale. One stud{?¥ also assessed the change in
the MMSE scale and no significant diffétences were observed between
memantine and placebo; 2) global cli iehl status: Average improvement of
0.28 points on the CIBIC-plus scale;&DL: average improvement of 1.27
points on the ADCS-ADLsev scale{behavioural alterations: improvement
of 2.76 points on average in the tota} NPI. Patients who received memantine
proved to have a slightly less pr,ob?bility of experiencing agitation, but there
is no proof of an effect on alrg@ty existent agitation.

Q

One MA that included 1, atients belonging to six RCTs*® with moderate MA of RCT,
to severe AD treated w&)’ﬁ"memantine or placebo showed the benefit of the 1++

group treated with me{@antine according to a score in the total NPI.
A\

%
>

Summary of eﬁdence
O

< ACE inhibitors

~O | The effect of the ACE inhibitors on the cognitive functions in mild to moderate
lﬁg AD is similar, with an improvement compared to placebo of 1 point in MMSE
$ and 2.70 points on the ADAS-Cog scale after 6 months.?*

b\

~
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AN

&)
No significant differences have been observed with respect to efﬁqQS\y in

1++ comparative studies between donepezil and galantamine*®?** or @tween
donepezil and rivastigmine 2#2# §
Donepezil QO
"‘\,
In one Cochrane SR, on patients with mild to moderate AD, d@&épezil showed
Lt a statistically significant improvement compared to placebom\the ADAS-Cog
scale after 24 weeks, with 5 mg/day (-2.01 points) and wiﬂflO mg/day (-2.80
points), and in the MMSE after 52 weeks with 10 mg/day.¢3.84 points).>*¢*%
The number of patients with mild or moderate AD whog?\(')wed an improvement
Lt in score on the CIBIC-plus scale after 24 weeks was ter in those treated with
donepezil than with placebo, both for 5 mg/day (Qg =2.18) y 10 mg/day (OR
- 2 38)240,247,248 ~\
. AN
Donepezil showed an improvement compared&placebo in ADL of 3.8 points
on the PDS scale with a dose of 10 mg/day at 53 weeks in one study.2** In another
1+/1- 250 . . &Q o . .
study,”” a longer period of time was observed until impairment was clinically
observable in functionality, with donepng-g“lo mg/day at 54 weeks.
N
14/1- Donepezil 10 mg/day showed an average improvement in total NPI at 6 weeks
(6.2 points) and at 24 weeks (-3.26 g?ﬁ«nts).ml”
In the open phase of one study, patd?nts who continued treatment with donepezil
1+/1- maintained the decrease of NRE whilst the change to placebo produced a
worsening.?4?2% &
N The benefit of donepezil -d¢cording to the NPI scale has been observed in
outpatient and institutior&&qged patients. >
O
14 Donepezil showed nodenefit in quality of life of the patient either after 12 or
after 24 weeks. The@ality of life has not been assessed with other drugs.*®
2.
-
Treatment with dé'iepezil did not show a delay in institutionalisation patients
1+ . s Q
with AD. S
R
1+ The dose of ¥0 mg/day showed a slightly greater benefit over the symptoms of
AD than %’%’ dose of 5 mg/day, in the majority of studies.**
&
b}Q Rivastigmine
144/ Rivzﬁﬁigmine at a dose of 6 to 12 mg/day was associated with an average
14 ir&ovement of 1.99 points on the ADAS-Cog scale compared with placebo
(AEM'6 weeks in patients with mild to moderate AD, in a Cochrane SR 272233235
=4
1++/ > Rivastigmine 6 to 12 mg/day showed a slightly significant improvement in global
1+ Q)Q) function, assessed by means of the CIBIC-plus, CGIC or GDS scales.?*?2
Q
1+44 Rivastigmine 6 to 12 mg/day was associated with an average improvement of
2.15 points on the PDS scale of ADL after 26 weeks. >
3
~ " Rivastigmine showed no significant benefit compared to placebo in two studies

that assessed mood and behaviour measures.*>>*
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&)
Galantamine \Q

Galantamine at doses of 24 mg/day showed an improvement of 3.7 p@?s on the

I+ DAD scale. >
o
Lt Changes have been observed in the NPI score in one RCT receiving treatment
with galantamine at doses of 24 and 32 mg/day, after 3 month@ 3
o)
1++ The dose of galantamine 8 mg/day is not effective.2462% @

RN

In one RCT on patients with severe AD, galantamin A" dose of 24 mg/day
1+ improved 1.9 points on the SIB scale compared witlr~a worsening of 3 points
with placebo, after 3 years.? T

Q
Memantine

(9///'7

Memantine at a dose of 20 mg/day was associfd with an average improvement
of 2.97 points on the SIB scale compared @ith placebo at 6 weeks in patients
with moderate to severe AD, in a Cochrang,SR.*** No differences in score were
observed in MMSE M’

Memantine 20 mg/day showed an ave;&?e improvement of 0.28 points in CIBIC-
plus after 6 months on patients wit@loderate to severe AD. >

1++

1++

Memantine 20 mg/day showed an@erage improvement of 1.27 points in ADCS-

1++
ADLsev after 6 months on patlaﬁ’s with moderate to severe AD ¢

Memantine 20 mg/day shoxge?d an average improvement of 2.76 points in
total NPI after 6 months_oa”patients with moderate to severe AD. A slightly
higher percentage of pifrcnts remained free from agitation, delusions and
disinhibition.?¢2%

1++

In patients with mlld@ moderate AD, memantine 20 mg/day showed an average
1++ improvement co gyed to placebo in ADAD-Cog and CIBIC-plus at 6 months
no benefit in A]%tor behaviour.Was observed. 2

N
Q

Y%
5
Recommendations ¥
S
Treaé?ent is recommended with ACE inhibitors (donepezil 5-10 mg/day,

A ga}é‘ﬂtamine 16-24 mg/day or rivastigmine 6-12 mg/day oral/4.6-9.5 mg/day
@Sdermal) in patients with mild or moderate AD.

i{%n ACE inhibitor can be used (donepezil or galantamine) in severe AD, although
" there is less evidence of its benefit.

12 Treatment with memantine is recommended, at a dose of 20 mg/day in patients
éb with moderate to severe AD.
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10.2.4. Which specific pharmacological treatment is effective im;o5

cognitive, behavioural, functional manifestations and/or qualigf\of
life in AD? K
Q

Specific pharmacological treatment (ACE inhibitors and memantine), in AD \s a different
effect depending on the stage of the disease (mild, moderate or severe) and @ccording to the
manifestations of the AD (cognitive, behavioural, functional and/or qualityéphfe) as recorded
in SeVera] CPG5,25,140,42,235 y SR.239,240,24] %

R
NN
>

Cognitive manifestations S

Q
The effect of the ACE inhibitors on the cognitive function@l AD has been statistically
significant in the different RCT performed; an improvemeni+tas been observed of 1 point in
MMSE scale and 3 points in the ADAS-Cog scale, comp?,rfﬁ with placebo.*
\

&

Donepezil c’},
According to one MA of RCT included until ?, in a Cochrane SR,  MA of RCT,
donepezil showed a statistically significant il%provement compared to 1++

placebo in patients with mild to moderate ADyaccording to the ADAS-
Cog scale after 24 weeks, with 5 mg/day (:\@1 points) and with 10 mg/
day (-2.80 points). An improvement was aléo)observed in the MMSE score
(1.84 points) after 52 weeks with 10 mg\/g‘?@.

o
N
T o
Rivastigmine Q
According to one MA of RCTs it ?uded until 2005, in a Cochrane SR**  MA of RCT,
rivastigmine at a dose of 6 to 12_mg/day showed an average improvement 1++

of 1.99 points on the ADAS—G@ scale compared with placebo at 26 weeks
in patients with mild to modegate AD.

Y%
: 5
Galantamine @
According to one Mésf)f RCT included until 2005, in a Cochrane SR252 ~ MA of RCT,
galantamine at a dds¢ of 16-24 mg/day in patients with mild to moderate 1++

AD showed an c@rage decrease of 3.1 points on the ADAS-Cog scale
compared to pl o after 6 months.

2

o
&
Y
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Memantine ;Z;'\
According to one MA of studies included until 2006, in a Cochrane SR> M RCT,
memantine at a dose of 20 mg/day showed an average improvement of 2.97 ++
points on the SIB scale compared to placebo in patients with moderate to 9O
severe AD after 6 months. Q)(y}'

Q\
In one RCT, no significant differences were observed between memantirf® RCT,
and placebo, according to assessment using the MMSE scale.?* In patle%?s 1++
with mild-moderate AD there was an average improvement of 0.998b1nts
in ADAS-Cog.>¢ Q
v
%
N
Behavioural manifestations t()b
S

Donepezil O
InaCochrane MA** donepezil atadose of 10 mg/day sho‘&%d animprovement ~ MA of RCT,
in total NPI at 6 weeks (-6.2 points) and at 24 WeeksCyE-? .26 points). In the I++
open phase of one of the RCTs, a decrease was obqged in the score of the
total NPI scale after 6 and 12 weeks with respect.to the basal; patients who
received donepezil in this stage continued to igiprove and those who had
received placebo got worse. The benefit of dc@?pezil assessed by means of
NPI has been observed both in outpatient a@ institutionalised patients. *'!

-9
O
Rivastigmine é)\
No significant benefit compared withplacebo was shown in two studies that RCT,
assessed mood and behaviour.>* ("5,\ I++
¥
S

Galantamine Q
According to three RCTs(gf a Cochrane MA>¥, galantamine only showed SR and MA
a reduction of the NPIscore (average of 2.1 points) after 6 months with of RCT,
doses of 16 mg/day, lﬁi@not with doses of 16 to 24 mg/day. In another RCT 1++
no changes were Sh@m in NPI at doses of 16 or 24 mg/day after 5 months.

{§0

Memantine QO
In patients with moderate to severe AD, treatment with memantine at doses RCT,

1++

of 20 mg/ y showed an average improvement of 2.76 points in the total

NPI aftei?six months.256 Patients who received memantine showed they

had a ﬁﬂy less likelihood of experiencing agitation, but no effect of
r@tme has been observed on already existing agitation.

AN
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One MA that included 1,826 patients belonging to six RCT?® with ~ MA ofRCT,
moderate to severe AD, treated with memantine vs. placebo, showed a

benefit of memantine in the total NPI score. Fewer symptoms (agitation/ OQ
aggressiveness, delusions and disinhibition) were observed in patients at (@)

week 12, and fewer symptoms (agitation/aggressiveness, irritability/lability
and disturbed nocturnal behaviour) at week 24/28. No item was worse with . @

memantine than with placebo. §\
%)
&
Functionality "
QO
o

Donepezil

According to a Cochrane SR**, one RCT showed an 1mprove>n$nt on the RCT,

PDS scale (3.8 points) with 10 mg/day after 52 weeks. A redyiction in the 1++

time elapsed until clinically observable impairment was al \bserved, with
donepezil at doses of 10 mg/day at 54 weeks in another RCT. The number
of patients with mild or moderate AD who showed an rovement on the
CIBIC-plus scale was greater in patients treated with @nepezﬂ at a dose of
5 mg/day (OR = 2.18) and 10 mg/day (OR = 2.38 @an with placebo after
24 weeks.

N
v
&
Rivastigmine C>\Q
At a dose of 6 to 12 mg/day there was ag;_;lghtly significant improvement RCT,
in global functioning according to ass,@ment via CIBIC-plus, CGIC or 1++

GDS,»* and an improvement of 2.15 ®oints on the PDS scale, which was
not observed at a dose of 4 mg/day,zi"\after 26 weeks.

i
) ol
Galantamine \\Q
According to a Cochrane MAY*?® galantamine showed a lower decrease in SR and MA
the ADCS-ADL score at a dgSe of 16 mg/day (3.1 points) and at a dose of 24 of RCT,
mg/day (2.3 Points) compred with placebo. An improvement was observed 1++

in DAD scale of 3.7 paints with a dose of 24 mg/day after 6 months. The
number of patients W an improved score or with no change on the CIBIC-
plus or ADCS- CGICxcale was greater in those treated with galantamine at
a dose of 16 to 36Li§’lg/day, than in the placebo group (OR = 1.6-1.8).

&
S
&
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Memantine

In patients with moderate to severe AD*® treated with memantine at a dose )
of 20 mg/day, an average improvement of 0.28 points on the SIB scale and ++
1.27 points on ADCS-ADL was observed, after 6 months. In patients with 9O
mild-moderate AD, the improvement in the average score of 0.13 points of Q)&,}

CIBIC-plus was statistically significant but clinically not relevant. *b\
>
-9
X
. . S,
Quality of life >
%
§
Donepezil 62)
S
Quality of life has only been assessed in studies performeeﬁith donepezil, RCT,
and no benefit was observed on quality of life with a dose of 5 or 10 mg/day, 1++

either at 12 or at 24 weeks.**°

N
Summary of evidence . c()D
S

One Cochrane MA** on pgi\é,nts with mild to moderate AD, receiving treatment
with donepezil showe statistically significant improvement in cognitive
1++ function according to assessment via the ADAS-Cog scale after 24 weeks, with
5 mg/day (-2.01 po{'@) and with 10 mg/day (-2.80 points), and in the MMSE
after 52 weeks withZi0 mg/day (1.84 points).

One Cochrane 1\@%’” on patients with mild to moderate AD receiving treatment
1++ with rivastigmiii¢ at a dose of 6 to 12 mg/day showed an improvement in cognitive
function (-1.89 points in ADAS-Cog) compared to placebo at 26 weeks.

One Coc ’?ﬁe MA?? on patients with mild to moderate AD receiving treatment
1++ with galanitamine at a dose of 16 to 24 mg/day showed an improvement in
cognifive function (-3.1 points in ADAS-Cog) compared to placebo at 6 months.

On{rohrane MAZ® of patients with moderate to severe AD receiving treatment
with memantine at a dose of 20 mg/day showed an average improvement of
1++ . .

297 points on the SIB scale compared to placebo in after 6 months. No score
f’?lifferences were observed in MMSE #7234

Ka

)

0@ Behavioural manifestations
9 According to one Cochrane MA?® treatment with donepezil at a dose of 10 mg/
(03 g P g
&+ day showed an average improvement in total NPI (-6.2 points) after 6 weeks and

y g¢ 1mp p
X -3.26 points after 24 weeks

Lt Rivastigmine showed no significant benefit compared with placebo in two

studies that assessed mood and behaviour measures 2>
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One Cochrane MA of three RCT??, on patients receiving treatmen@vj)ith
galantamine at a dose of 16 mg/day showed an average reduction of ¢he NPI
score of 2.1 points after 6 months, which was not observed at doses 0f@24 mg/
day, or in another RCT at doses of 24 and 32 mg/day.

1++

0
Memantine 20 mg/day showed an average improvement of 2.7@oints in total
NPI on patients with moderate to severe AD after 6 months.sz’Q@

S
2]

Functionality X%

1++

v
In patients with mild or moderate AD treated with don%?zil, an improvement in

1++ functionality according to the CIBIC-plus scale was apserved at a dose of 5 mg/
day (OR =2.18) and 10 mg/day (OR = 2.38) after 24 weeks.2*

N
Treatment with rivastigmine at a dose of 6 to %‘mg/day was associated with
1++ an average improvement of 2.15 points 0n~@ PDS scale of ADL after 26
weeks.?*23 Q)

The number of patients treated with galapfamine at a dose of 16 to 36 mg/day,
who showed an improved score or with 16 change on the CIBIC-plus or ADCS-
CGIC scale, was greater than the numkpr of patients treated with placebo (OR =
1.6-1.8) after 6 months.> Q

N
In patients with moderate to SQV@}E AD, treatment with memantine at a dose
1++ of 20 mg/day showed an aver@ improvement of 1.27 points on the ADCS-
ADLsev scale after 6 monthsGB\

1++

‘ g{t{z,ﬂity of life
o
Quality of life has onl)@een assessed in one study with donepezil, and no benefit
was observed on thg\@ality of life of the patient either at 12 or at 24 weeks.**
(4>

1++

3
S
Q

Recommendations Q
N

Treatm ﬁ? with ACE inhibitors is recommended in patients with mild to moderate
AD, t$anage the cognitive and functional symptoms.

&
Treérnent with ACE inhibitors is recommended in patients with mild to moderate
A , to manage behavioural alterations (apathy, anxiety and depression), despite
{rthe benefit being modest.

Q)Qf Treatment with memantine is recommended in patients with moderate to severe
~0O | AD,to manage the cognitive and functional symptoms.

Z
@ There is no evidence to recommend treatment with ACE inhibitors to improve
N the quality of life of patients with AD.
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7o

10.2.5. What adverse effects and contraindications exist for th
specific pharmacological treatment in Alzheimer’s disease? D
)

Adverse effects

Pharmacological treatment with ACE inhibitors is well-tolerated .>14025223

According to several SR?40260256253.254.241.261,262.263.264.265.149 " the most c@mon SR of RCT,
side effects of treatment with ACE inhibitors are gastrointestitfal ones 1++/1+
(nausea, vomiting and diarrhoea). The following appear less ftgquently:

Abdominal pain, anorexia, weight loss, sleep disorders, muag cramps,

urinary incontinence, bradycardia and syncope. QO

S
Donepezil at a dose of 10 mg/day. nausea (9%), vomiting43%), diarrhoea
(3%),insomnia (3%),fatigue (5%),anorexia and muscle cramp. Rivastigmine
at a dose of 6-12 mg/day. nausea (9%), vomiting (4\456, diarrhoea (3%),
fatigue (14%), muscle cramps (10%), anorexia, drowginess and insomnia.

With galantamine at a dose of 8 mg/day, the side effécts were not statistically
significant compared with placebo. At a dose 6 mg/day. nausea (4%),
vomiting (2%), diarrhoea (5%), and anorexia 2%). At a dose of 24 mg/day.
nausea, vomiting, dizziness, weight loss, a \xia, tremors and headaches.
Atadose of 32 mg/day. The same as with .dgﬁes of 24 mg and also abdominal
pain. L

&
AMA of 16 RCT and a total of 7,95 tients that assessed adverse effects of MA of RCT,
the different ACE inhibitors show&iﬁ% of adverse effects with donepezil, 1+

8% with rivastigmine and 12%. W galantamine compared to placebo.

S

The main side effects of nfeimantine are: nausea (2.8%), vomiting (3%), RCT,
dizziness (6.9%), con@bn (79%), fatigue (2.3%), headache and 1++
hallucinations.?* o~

Q

In the RCTs, the pel:c\Qthage of side effects that appeared in patients treated
with memantine w%ﬁosimilar to that observed in the placebo group.>*

>
In general, som€ of the side effects are mild, transient or dose-dependent. Technical
Their appeai@nce can be prevented or minimised by starting treatment with data sheet
low doses administering progressive ascending doses of each drug until
the opti\Q tolerated therapeutic dose is reached.

Z
<7
Y
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The recommended starting dose for donepezil is 5 mg/day for 4 weeks,
progressively increasing to 10 mg/dia;***** for rivastigmine it is 6-12 mg/
day (oral), starting treatment with 1.5 mg/12 h and increasing 1.5 mg/12
h every 4 weeks. Via transdermal route it is from 4.6-9.5 mg/day, starting
treatment with 4.6 mg for 4 weeks and increasing to 9.5 later on.**>%% For
galantamine the recommended dose is 16 to 24 mg/day, starting treatment .
with a dose of 8 mg/day (non-therapeutic dose) and increasing 8 mg/da}SQ
every 4 weeks.”** The recommended dose for memantine is 20 mgp
day started the treatment with 5 mg/day and increasing 5 mg/day ei&@y

N
Q)C)
N

week 246233 AN
QO
>
Domperidone can be used to treat mild gastrointestinal side effeas of ACE Expert
inhibitors, as recommended by experts in CPG of the Junta ofo\@astile and opinion,
Leon. 62) 4
S
@)
&
NS
Contraindications (é’
5
ACE inhibitors: O
$

of auricular fibrillation), past history ~O'~f0 syncopes, third-degree atrioventricular blocks,
sinus node disease, low blood pressur@resence of bradycardia or long QT, active peptic
ulcer and urinary retention. They mu%\be used with caution in the case of renal or hepatic
insufficiency. #6140 o

Memantine: There are no absolui;bo contraindications for its use, but it must be used with

caution in cases of epilepsy, rend nsufficiency or urinary retention.?*¢'4
N

Q
N
Q
o

Summary of evidence ">

C+

\4
Treatm.@lt with ACE inhibitors is generally well tolerated.5,140,252,239 The
most. édmmon adverse effects are gastrointestinal, and other less frequent ones
1++ aresanorexia, weight loss, sleep disorders, muscle cramps, urinary incontinence,

ycardia and syncope. The adverse effects are usually mild, transient and
@0 e—dependent 260,256,253,254,241 264,265,149

a : o -
1++ @ The percentage of side effects of memantine in the RCTs was similar to placebo.?*
QQ)
quo To prevent the appearance or to minimise adverse effects, progressive ascending
S doses of all ACE inhibitors and memantine are recommended.?*
A
S
4 Domperidone can be used to treat mild gastrointestinal effects secondary to ACE

inhibitors.?**
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Recommendations . QO)
N

Following the indications of the technical data sheet of the drug it is recorégended

4 to assess adverse effects and contraindications of the ACE inhj@ors and
memantine. O
The administration of a progressive dose of the drug is recomn@ided to avoid
D or reduce the adverse effects of the ACE inhibitors, starting théx{reatment at low
doses, to reach the optimal tolerated therapeutic dose. N

ACE inhibitors must be use with caution in patients with a bazngground of epilepsy,
asthma or obstructive lung disease, arrhythmias, syncopés, low blood pressure,
D presence of bradycardia or long QT, active peptic ulc&burinary retention, renal

or hepatic insufficiency. Memantine must be used witlycaution in patients with a
background of epilepsy, renal insufficiency and urjfiary retention.

S

D Domperidone can be used to treat mild gastrom@’tmal effects secondary to ACE
inhibitors. R
el
J
&
NS
O

0
10.2.6. How effective and safe is theQéombination of two or more

specific drugs in mild, moderate a@ severe Alzheimer’s disease?
N

>
In a RCT that included 404 patients with moderately severe or severe AD RCT,
(MMSE 5-14) who received treatment Q%Eﬂ donepezil at a dose of 5-10 mg/ 1+
day, memantine was added at a dose 0 mg/day for 24 weeks to half of

the patients. The combination of memantine and donepezil was associated
with a significant improvement (»C\\'@le cognitive function (0.9 vs. -2.5 on
the SIB scale), with less impair@nt of ADL (-2.0 vs. -3.4 on the ADCS-
ADL scale 54 points) and an jisprovement in global clinical status (4.41
vs. 4.66 on the CIBIC-plus s&e of 1 to 7), compared to those treated only
with donepezil. The results Were statistically significant but with little or
no clinical relevance. **%%*%’In a subsequent analysis of this RCT, it was
observed that treatmengwith memantine improved the scores in agitation
and irritability on the NP1 scale after 24 weeks.**®

>

A SR of RCT,'® coo CPG," and consensus of experts*® recommend the SR of RCT,
addition of me@ntine in patients with moderate to severe AD who received 1+
treatment with Stable doses of donepezil to provide a greater beneficial Expert
effect in cognitive and functional symptoms. opinion,

J2) 4

%)
~Q

Z
<7
Y
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A RCT?" performed with 433 patients with mild-moderate AD and MMSE RCT
between 10-22 receiving stable treatment with any one of the three ACE a@
inhibitors, received 20 mg/day of memantine vs. placebo for 24 weeks. No §

significant differences were observed between the group with the addition of O

memantine and the placebo group in any of the variables analysed (ADAS-  ».
Cog, CIBIC-plus, ADCS-ADL, NPI and MMSE). . Q)Q
Q\
S
-
Summary of evidence é\\'

In aRCT on patients with moderately severe or severe@\D treated with donepezil,
the addition of memantine produced a minimagfmprovement compared to
1+ placebo, in cognitive scales (SIB), of ADL (AD@’—ACL), impression of change
(CIBIC-plus) and some items of the statistic@y significant NPI, but with no
clinical relevance, after 6 months.° Q)

A SR of RCT,* recommends the addition of memantine in patients with
moderate-severe AD who receive treatmignt with stable doses of donepezil to
1++/4 provide a greater beneficial effect in ¢ggnitive and functional symptoms. That
same recommendation is formulatedlini two CPG,'* and in an expert consensus

document 2% §

In a RCT on patients with mil@o moderate AD, treated with ACE inhibitors,
1+ the addition of memantine dif ot give rise to any change after 6 months in any

variable (ADASCog, CIBIG4plus, ADCS-ADL, NPI or MMSE).*"
N
~
&

Recommendations . OQ
S

o8
The addition of n'séﬁlantine is recommended in patients with moderate to severe
AD, treated Wi@onepezil at stable doses in combined therapy.
O

N
The additiorf{of memantine to donepezil is not recommended to treat patients

with mildoﬁy moderate AD.

)
<
2

10.2.7. Whem{;?wust specific pharmacological treatment in
AIzheimer(’g;%!isease end?

&

There i scientific evidence about the recommended duration of specific pharmacological

treatment in AD, as there are no RCT that assess this item, and therefore the maintenance of

the ment or its suspension cannot be recommended, beyond the period studied in the RCT.
AN

In a study where donepezil was interrupted for 6 weeks and was started up RCT

again later, neither cognition nor function returned to the level achieved 1+

before the interruption.?”!
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Bearing in mind that the disease gets worse in some patients when the E)&?S
specific pharmacological treatment is withdrawn, this suspension must be op1ion,
assessed individually, unless there is evidence available. S
0
&
Q9
Summary of evidence §\

There are no RCT that assess the duration of specific pha@c%cologlcal treatment

in AD.
S
In one study where treatment with donepezil was ifterrupted for 6 weeks and
1+ was started up again later, neither cognition nor E@ﬂction returned to the level
achieved before the interruption.?”! \Q\)\
O
S
0\5
. )
Recommendations - O
\,

Individual assessment of the suspe of specific pharmacological treatment
v is recommended, as we have no &hes that assess this item, and in the only
study where the treatment with d@pezﬂ was interrupted, neither cognition nor
function returned to the level a\.@eved before the interruption.

O

&
Parkinson’s disease dement@

10.2.8. What specific phaé’ﬁaoologlcal treatment is effective in
Parkinson’s disease dergmntla’?

*Q
N
There are studies with the thfée ACE inhibitors in PDD, but the majority are RCT,
open-ended and small ing@e (<30 patients).’ 1+
o

There is only one RCT2* with rivastigmine, which included 541 patients
with Parkinson's disease and mild or moderate dementia. Patients treated
with rivastigmine pfésented an average improvement of -2.1 points on the
ADAS-Cog scalecompared with placebo group (0.7 points) after 6 months.
Significant impg@vements were observed in the scores of ADCS-CGIC in
19.8% of thg patients of the group treated with rivastigmine and in 14.5%
of the group treated with placebo. A significant improvement was also
observed i@ all secondary variables including NPI and ADAS-ADL The
differen¢os were moderate and similar to the trials with rivastigmine in AD.
The békﬁt was maintained in the extension study for another 6 months.

<
AN
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S
There are three small sized RCT with donepezil: One crossed pilot trial R((‘%:;Q
with donepezil in two 10-week periods on 14 patients with PDD*”* showed fog
an improvement in 42% of the patients treated with donepezil on the §
CIBIC-plus scale, and an improvement of 17% in the placebo group An NS

improvement of 2.1 points was observed on the MMSE scale. No changes  *.
. ¢
were observed in the NPI scale. QD
3
In another RCT with 16 patients treated with donepezil an improvem%l? RCT,
was observed in the memory subscale of the Dementia Rating Scale@er 1+
15 weeks, but not in other scales.”’* D
N
v
In another crossed trial in two 10-week periods with 22 patients, nificant RCT,
improvement of 2 points was observed in MMSE and 0.37 @ﬁs in CGI 1+
in the group treated with donepezil, with no significant ix@rovement in
ADAS-Cog, Mattis Dementia Rating Scale or Brief P@ﬁatric Rating
Scale.?” @
S
NS
In an RCT on PDD (n=40) and DLB (n =32) patier{m%)o assess the effect of RCT,
memantine at a dose of 10-20 mg/day, a slight buf&ignificant improvement 1-

was observed in the CGI-C scale. No differenc@were observed in any of
the cognitive, behavioural or functional scales Sséd (MMSE, NPI, DAD) >’

S

&
: $
Summary of evidence é)\

In one RCT that inc]@ed 541 patients with PDD, rivastigmine has shown an
improvement of cq§litive function (-2.1 points in ADAS-Cog vs. +0.7 points
in the placebo &&p), and a modest improvement in ADCS-CGIC, NPI and
ADCS-ADL, a@' 6 months. The results are similar to the studies in AD .22

In three RCTSwith the reduced number of patients and short duration,?’374275
1+/1- donepezil %s proved to be beneficial in some variables but not in a consistent
manner. g,

O
In one RCT that included 40 patients with PDD and 32 with DLB ¢ memantine
onlycg owed a slight improvement in CGI-G.
£
N

qo
g

Recommendations
<

B \QQ) The use of rivastigmine is recommended in PDD.

1+

Z
\q;b The use of donepezil may be considered to treat cognitive and functional
X symptoms in PDD.

C There is not enough evidence to recommend the use of memantine in PDD.
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10.2.9. What adverse effects and contraindications exist in
the specific pharmacological treatment of Parkinson’s disea

>
6
dementia? §

o
In one RCT, patients treated with rivastigmine presented a higher Q)C) RCT,
percentage of nausea, vomiting, dizziness and increase in the intensity OfQ\ 1+

tremors (10.3%), than those of the placebo group. A lower mortality ra

was observed in the group treated with rivastigmine.*> -9
X
In one RCT with a reduced number of patients treated with donepézg, the RCT,
rate of adverse effects was similar to the placebo group and no %asening 1+
of the parkinsonism was observed.?’+273:275 \\Q
Y
S

In one RCT with memantine, the rate of side effects obse in the group RCT,
treated with memantine, was similar to the placebo grou& 1+

S

NS

O

&
Q
Summary of evidence %

Cy

&

N
In one RCT on patients wi‘E};$DD and treated with rivastigmine a greater
1+ incidence of adverse effects was observed as well as an increase in tremors and

a lower rate of mortality c@ared with the placebo group.?’
DN

In one RCT with donepe&, the rate of adverse effects were similar to the placebo

1+ . . .
group and no Worsep@ of parkinsonism was observed.?"27327
i\
1+ In RCT with me@tine, the rate of adverse effects was similar to the placebo.?’
A O)
N
Q
Y%
Recommendations 5
<<)Z)
In pati€nts affected by PDD, treatment with donepezil and memantine is
B associdted with a rate of adverse effects similar to the placebo group, unlike with
rivasfigmine, which showed a higher rate of side effects, an increase in tremors
a lower rate of mortality than the placebo group.
=
2
<

Q
10.2.10¢How effective and safe is the combination of two or more
specific drugs in Parkinson’s disease dementia?
<

No BET has been published in literature that has evaluated the efficacy and safety® of combining
two or more specific drugs in Parkinson’s disease dementia.
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Dementia with Lewy bodies ;§°5

10.2.11. What specific pharmacological treatment is effectivélbn

dementia with Lewy bodies? 00

$
&
One RCT that included 120 patients with DLB treated with rivastigmine *Q{)
at a dose of 6-12 mg for 20 weeks showed a modest improvement inly
the "cognitive velocity" variable and in the NIP-4 variable (delusio %
hallucinations, apathy and depression). 40% of the patients treated and{%

of the placebo group showed more than a 30% reduction of the s ¢

RCT,

¢ in
NPI-4 and in other scores of NPI 10. There were no significant di@?ences
between both groups on the MMSE scale and no worsening waszobserved
in the motor scale of UPDRS.?"” S

Another RCT lasting for 20 weeks that included 92 patie@% showed an
improvement in attention, work memory and episodic Eg}nory assessed
according to the Cognitive Drug Research Computetfized Cognitive
Assessment. “*The benefit observed reverted to the su@lsion of treatment.

>

K
Open-ended studies with donepezil and galar@mine have shown an RCT,

improvement in cognitive function and BPSD?E?)F" 1-
N
In the only RCT performed with memanting, which included 72 patients RCT,
(40 with PDD and 32 with DLB) 34 of whém received memantine at a dose 1-
of 20 mg/day and 38 with placebo for 6iponths, the group with memantine
showed an improvement on the CGIC5scale in the group of patients with
PDD, but this was not statistically significant in the group of patients with
DLB. The results are not conclusiize:
gl
$
Studies on treatment of DLLB ,‘Qith the exception of the McKeith RCT, are scarce, of limited
methodological quality and 49w evidence level.””” There are no specifically designed studies

to determine when treatr@t must be suspended
S

&
>
Summary of eviggnce

Q
ﬁo RCT with rivastigmine at a dose of 6-12 mg/day, lasting for 20 weeks,
& showed an improvement in cognitive velocity, attention, work memory, episodic
Q)(Zf memory and in BPSD: Delusions, hallucinations, apathy and depression,
<O | assessed according to the NPI scale.””?7

9 . . . .
*Q@ In open-ended studies, donepezil and galantamine have shown an improvement
X in BPSD and cognitive function.?”2*
I In one RS T that included a reduced number of patients with PDD and DLB,

treatment with memantine did not show any clinical improvement.?’s
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Recommendations . QO’
<

Y
B The use of rivastigmine is recommended to treat BPSD in DLB. \§§>
C The use of donepezil or galantamine may be considered to ;\f?gt cognitive
symptoms and BPSD in DLB. S
N
C There is no evidence to recommend the use of memantine in@ﬁdB.

-9
X

10.2.12. What adverse effects and contraindica 'bs exist in the
specific pharmacological treatment of demen’gi\@ with Lewy bodies”?
N

o
In one RCT with rivastigmine,?”” 92% of the patients with Dngho received RCT,
an active drug and 75% of those that received placebo &Qsented adverse 1+

effects. The most frequent were nausea (37%), Vomitir}@S %), weight loss
(19%) and drowsiness (9%). In the group treated wi&l},\rivastigmine, there
were more dropouts (30% vs. 16%) than in the placébo group.

Q

N
In one RCT with patients with DLB treated W.m:p(bmemantine276 the number RCT,
of adverse effects and dropouts was not grea{ér\ compared with the placebo 1+
group, nor was there any worsening of the fndtor symptoms
S
o
&

. <
Summary of evidence 9
0}

One RCT with \@S:gstigmine,m showed adverse effects in 92% of the patients
1+ with DLB who.igceived an active drug and 75% of those that received placebo.
In the group g%ted with rivastigmine there were more dropouts (30% vs. 16%).

In one RCASwith patients with DLB treated with memantine276 the number of
1+ adverse cts and dropouts was not greater, compared with the placebo group,
nor wagthere any worsening of the motor symptoms.

&
qo)
Q
Recommenqgﬁons

(Z} The most frequent adverse effects observed in treated patients with DLB are:
\QQ) nausea, vomiting, weight loss and drowsiness. These were more frequent in
V9 patients treated with rivastigmine compared to placebo.Those treated with
~Q(D memantine compared to placebo had the same adverse effects. The potential
AN adverse effects of rivastigmine must be detected and monitored during treatment.
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10.2.13. How effective and safe is the combination of two or m\g?é
specific drugs in mild, moderate and severe DLB? 4

K

There are no studies that assess the effect of the combination of several specific drugs in patients

with DLB. A
O
O
Q\
10.2.14. How useful are drugs with dopaminergic actisn in
dementia with Lewy bodies? N
S
e}
The efficacy of levodopa on extrapyramidal symptoms in DLB has giet been ~ Observational
assessed in methodological quality studies. In retrospective obsgrvational study,
studies, both a lack of response to levodopa or a limited res e as well 2-
as a marked response have been described; the results difficult to

interpret.?®! In the few open-ended prospective studies th@*exist, with a
reduced number of patients, the motor benefit associated (Ath the levodopa
in DLB is modest .2’ Cg)

N\

NS

O
In a study that included patients with DLB (n Q{@), PD and PDD, the  Observational
response to the levodopa test (200 mg) was simiiar in the three groups; study,
however, the proportion of responders in the\ B group was less. The 2-
good response to the levodopa test was indigafive of the greater efficacy of
treatment with the levodopa (0.4-3 years cdafrol). s

R
In another study,”®' a levodopa test was:pﬁ'erformed (100 mg) on 14 patients ~ Observational
with DLB, and an average improvelgent of 13.8% was observed in the study,
UPDRS 1II (less than 20.5V% in@ and 23% in PDD). In 36% of the 2-
patients with DLB, a response wa§0bserved.
N
In another study with 19 pa%?ts and an average control of 3 months with  Observational
low doses of levodopa (3 g), only one third of the patients obtained a study,
motor improvement (defiied as an improvement > 10% in UPDRS) and only 2-
four patients (22%) shawed a motor improvement without exacerbation of
1q 283
psychosis. (O\Q
There are no RC%Cothat assessed the use of dopaminergic agonists in DLB. Expert
The use of depaminergic and anticholinergic agonists in DLB can be opinion,
associated with a worsening of the cognitive and psychotic symptoms and 4
the produc(té)i&)n of sleep alterations and orthostatic hypotension.®*
\QQ)
9
Sunlégry of evidence
N
In open-ended studies with a limited number of patients, levodopa has shown a
2- varying degree of improvement on motor symptoms in approximately one third
of patients with DLB.?
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i

There are no RCT that assess the use of dopaminergic agonists in DLB. Acegding
4 to experts, the use of dopaminergic agonists and anticholinergics in D an be
associated with a worsening of the cognitive and psychotic symptoms, ptoducing
sleep disorders and orthostatic hypotension.**’ ,-\0
,\\'J
S
Recommendations QO
N
he*4
C Levodopa can be used in monotherapy to treat the motqr,\;sg?mptoms of DLB.
>
It is advisable to avoid the use of dopaminergic a d?a\{nticholinergic agonists
D in DLB due to their potential effect of Worseningé?g cognitive and psychotic
symptoms and producing sleep alterations and orthostatic hypotension.
2
L
N
: @)
Frontotemporal lobar degeneration @

O
10.2.15. Which pharmacological treatriznt is effective in

cognitive and behavioural manifestations of frontotemporal lobar

degeneration? §
N
N

<)

-9
No drug has been specifically approved tc@y by the European Medicines Agency (AGEMED)
or the American Food and Drug Admifistration (FDA) to treat patients with FTLD. No RCT

has been published with large sampl&§ of patients.
O

x>
In the three SR,49284285 that in\@@ded RCT, open-ended studies and case
series published until June 20@8ynone of the drugs assessed, which included
donepezil (an open-ended ?dy), galantamine (an open-ended study),
rivastigmine (an open-ended study), selegiline (an open-ended study),
methylphenidate (a RC"§ selective serotonin reuptake inhibitors (SSRI)
(two RCTs, four open@ded studies), trazodone and atypical neuroleptics,
showed a beneficial -effect on the stabilisation or improvement of cognition
of patients with F?Eolff)
S
Q)‘D
One randomi;ﬁeéppen-ended study?¢did notshow any cognitive improvement
with donepezil and a reversible improvement of the behavioural symptoms

was obser@%.

~Q®

Threergﬁ]dies performed with memantine (two open-ended studies)?>27 and
a seiies of cases?® did not prove to be effective on cognition, and showed
di%rging results on behaviour.
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S
With respect to behavioural alterations, two SR?*%> and the experts support SR of sR%T,
the use of SSRI (three open-ended studies, one RCT), trazodone (one RCT) lt‘ﬁ—
and atypical neuroleptics (one open-ended study) for the symptomatic §
treatment of behavioural disorders in FTLD, especially in the treatment of )
inappropriate, compulsive behaviour, stereotypies and agitation. The SSRI =
could be considered as first-line drugs to treat behavioural alterations as . Q)Q
they have a low percentage of side effects. Trazodone may produce hyper—‘Q\
drowsiness and atypical neuroleptics, hyper-drowsiness, weight increase

and extrapyramidal effects. @
X
>
One open-ended study with rivastigmine showed a slight bel@oural RCT,
improvement and cognitive worsening.?** O 1-
§
o
S
Summary of evidence 0\5
ACE inhibitors or memantine are not effective to treat cognitive-behavioural
1+/1- . . 149284
symptoms of patients with FTLD.!*- IS
ACE inhibitors, trazodone and a@cal neuroleptics are effective to treat
1+/1- agitation, inappropriate behaviour&?ompulsions or stereotypies in patients with
FTLD.284.285 .}%
S
: -
Recommendations <
S
B The use of ACE inhibiters or memantine to treat cognitive-behavioural symptoms
of patients with FTI@is not recommended.
4
The use of sele\guq'e serotonin reuptake inhibitors, trazodone or atypical
B neuroleptics isxdecommended to treat agitation, inappropriate behaviour,
compulsions apystereotypies in patients with FTLD
Y%
$
Q

Vascular Dementia
23

10.2.16. Whicf» specific pharmacological treatment is effective in
mild, mode&eqfe and severe vascular dementia?

2

It has been dbserved that ACE inhibitors may improve the cognitive symptoms of VD and mild
to moderateydementia with vascular brain lesions, although they are not authorised by the FDA or
by the EﬁA for this indication.

Qz%: SR on the treatment of VD with ACE inhibitors showed that donepezil was the
mosteffective and best tolerated treatment. Galantamine was also effective but worse tolerated.
Rivastigmine has proven to have a beneficial effect in patients with dementia and high scores on
the Hachinski scale, as well as an improvement in some scales in patients with VD diagnosed ac-
cording to NINDS-AIREN criteria. Memantine has not proved to be effective in cognitive func-
tions or in global clinical function and it is well tolerated.
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Different vascular pathologies are included under the title of VD, with lesions at.(h'@é.rent
levels and a different therapeutic response and course of evolution. Two RCT with donejiezil2*2%
proved to be more beneficial in patients with VD who had cortical or multi—territ%? lesions
compared with those who had subcortical lesions. S

The studies carried out are short in duration and include an heterogeneous pogi‘r‘lgtion (patients
with AD, VD or mixed), and they do not assess either behavioural disorders or %gm ity of life."4

)
Donepezi )
onepezil 1)
In two RCT with donepezil on mild-to-moderate VD, lasting for 6 mg@cﬁ)s, RCT,
one of them® with 603 patients. treated with donepezil, shovx@ an 1+

improvement on the ADAS-Cog scale compared to placebo (5 mig/day.-
1.90 points; 10 mg day,-2.33 points); with respect to global fuggtion, an
improvement was observed in the CIBIC-plus for 5 mg/day<and in the
CDR for 10 mg/day; a benefit was observed compared to pla€ébo in ADL
(average difference in ADFACS: 5 mg/day, —1,31 points; 1@11g/day, -1,31
points).”** In the other RCT 290 with 616 patients, &ﬁepezil showed
an improvement in ADAS-Cog (5 mg/day, —1,65 pointsZ10 mg/day, —2,09
points) and in the CIBIC-plus (25% improvement &t e placebo group,
39% of the group of 5 mg/day and 32% of the grou@ 10 mg/day).

A Cochrane RS, in a study with donepezil obser\é%l a cognitive benefit but
inconsistent effects on global measures and on@)L”l. Donepezil showed
an improvement in cognitive scales after 12@d 24 weeks with 5-10 mg/
day (ADAS-Cog, MMSE), in global c]inicﬂ}mpression (CDR-SB after 24
weeks with 10 mg > 5 mg > placebo, Cllgﬁ-plus only with 5 mg/day) and
in functional capacity (improvement insfADL with the dose of 10 mg/day,
ADFACS with 5 10 mg/day), with go@tolerance.zm’”"vs

Q
O
Another RCT with 974 patients v@ VD showed the efficacy of donepezil RCT,
in cognitive scales (V—ADAS—G\@), but not in the other variables.?*? 1+
N
Q
In an open-ended study patients treated with donepezil at doses of RCT,
5 and 10 mg/day, dur&?a period of up to 156 weeks, the improvement 1-
or stabilisation of VI~ was heterogeneous without reaching statistical
significance.”? (0\
&
In a RCT with patients with CADASIL a beneficial effect of donepezil RCT,
was observe, % secondary variables (tracking test, executive functions), 1+
but not on t&e main variable ((V-ADASCog).**
4
%)
&
QO
<
AN
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Rivastigmine

In one single RCT performed with rivastigmine on VD?*® with the g%,
participation of 710 patients, rivastigmine was effective to exclusively S
improve cognitive symptoms (ADAS-Cog, VADAS ,MMSE) after 6 months. QO
This improvement was only observed in older patients who supposedly had (y}'
more possibility of having concomitant AD. *Q{)

>

In a RCT on 208 patients with VD with subcortical lesions treated with RCT,
rivastigmine vs. acetylsalicylic acid, a benefit on cognition was obsgtved 1-
according to MMSE and clock test; behaviour assessed with BEHAL@—AD

and depression.?* o

Q
N
Q
: O
Galantamine S

Two RCT on VD that included 592 patients W@Q dementia and RCT,
cerebrovascular disease, receiving treatment with ggiﬁ-ﬂtamine at a dose 1+/1-
of 16-24 mg/day showed a benefit, at 24 weeks, in.&dordination (ADAS-
Cog DMP -2.29 points), in global clinical status @'ﬁC—plus: Number of
patients without changes or worse OR = 1.97)~in ADL (DAD DMP 4.1
points) and behaviour (NP1 DMP -2.06 points.)\ is effect was maintained
after 12 months in an open-ended extension.sfuidy. It was not possible to
demonstrate this benefit in the subanalysis ?@e patients that would satisfy
NINDS-AIREN criteria for VD. In the sufigroup of patients with probable
VD (188 patients), the scores on the A -Cog improved by 2.4 points vs.
0.4 points in the placebo group, and tiig proportion of improved scores on
the CIBIC-plus was 31% in the gal@amine group and 23% in the placebo

group .296,297 295 ‘\\'
&
N

.

N
786 patients were included in@e other study. ?*® Galantamine was effective RCT,

for cognition at 26 weeks (fshprovement of-1.8 points on the ADAS-Cog 1+
scale,-0.3 points in the pl{&bo group), with no significant difference in the

percentage of patients responded (ADAS-Cog and ADCS-ADL), or in

the CIBIC-plus or NPDscore. A slight improvement in cognitive function

was detected (2.4 pgr ts on the EXIT-25 scale in the galantamine group

compared with -1 @in the placebo group.

Q)‘D

Another th‘&}?Ts assessed the effect of galantamine at a dose of 16-24 RCT,
mg/day in pafients with VD or with AD associated with cerebrovascular 1+
disease. of them with 396 patients in the active group and 196 in the
placebo-@roup?” and another study with 740 patients, treated for 26 weeks,>®
show tifat galantamine was effective for cognition (ADAS-Cog) and that it
stazﬁ‘sed or slightly improved the CIBIC-plus.

N
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S
According to a Cochrane MA*®, galantamine can be useful in VD, although RC $
with a reduced benefit, and it is associated with a high percentage of adverse

effects and drop-outs. §

O
S
Memantine \'Q\
In a Cochrane SR, the data of two studies performed on patients wit‘h)0 RCT,
mild to moderate VD treated with memantine at a dose of 20 mg/day, for 28 1+
weeks, showed a slight beneficial effect on cognition (1.85 points in S-
Cog) and on behaviour (less cases of agitation than in the placebacgroup,
43% vs. 7.7%, OR = 0.54). No benefit was observed in global finction.
In the first study®*! with 321 patients, a significant improvementih ADAS-
Cog was achieved at 7 months (0.4 points compared with -kﬁ}oint in the
placebo group). The response rate for CIBIC-plus, defined provement
or stability, was not different in either group. In the other@tidy*” with 579
patients, an improvement was also observed in ADASzCog at 7 months
(-1.75 points), but not in CGI-C or in functional capa;ét’y variables (CGB,
NOSGER). A post hoc analysis of both studies suggests that memantine
may be more effective in people with small Vessekz"l)?%'m

>

One RCT MA concludes that patients With.@'cllﬂd to moderate VD who MA of RCT,
received memantine suffered less cognitiy, pairment at 28 weeks, but 1++
the effects were not clinically relevant.*’

N
5
e

: S
Summary of evidence N

o
Donepezil 5-10 : V/day has shown an improvement with respect to placebo in
1+ cognitive scalesyglobal clinical impression and in functional capacity at 12 and
24 weeks in patients with VD 222829

Ina study§patients with CADASIL, donepezil did not prove to be beneficial

I+ in the VéDAS—Cog score .22

N
Rivastigmine only improved the cognitive symptoms in a study on patients with
VD@

IiZpatients with VD, galantamine has shown an improvement at 6 months with
1+ (Aespect to placebo in cognitive symptoms (ADAS-Cog), and stability or slight

¢~ improvement in global clinical impression.28293:297.2%
@\
L+ *QQ) Galantamine has not proved to be beneficial in ADL or behaviour in patients
o with VD 26:2%
Y
< According to the opinion of the authors of the RCT, the benefit of all ACE

inhibitors on VD could be due to the associated AD component,2%92%8-300
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AN

1+ Memantine has shown an improvement at 6 months with respect to pla@o in
patients with VD, only in cognitive symptoms (ADAS-Cog).*0!:2627 b
S
The ACE inhibitors and memantine have proved to be effective orpcogmtlve
1++ lmprOVement ln VD '237 289,290,292,301,302,256 \
o
(@)
%
Q\
Recommendations 0)0
—-
A The use of ACE inhibitors is recommended in mild to hoderate VD.
&
A ACE inhibitors are recommended to improve the(@)gnltlve symptoms of mild
to moderate VD. (2)
xS
A Donepezil is recommended to improve t ebglobal clinical impression and
functional deficiencies (ADL) in VD.
The use of galantamine is recommended.'é?‘zreat cognitive symptoms, functional
A deficiency and BPSD in patients withé’hild to moderate VD, mixed dementia
and/or AD with cerebrovascular dis¢a
‘%-
C Rivastigmine may be used to imgbve cognition in VD.
A Memantine may be used to g‘gat cognitive symptoms of moderate and severe
VD. @
\x
O
<

: Xe) . :
10.2.17. What influence %%es specific pharmacological treatment
have on vascular demefitia with respect to cognitive, behavioural,
functional manifestat@s and/or quality of life”?

%
In studies of VD, treate@) with ACE inhibitors or memantine, the beneficial RCT,
results are conclusiveayith respect to its action on cognitive manifestations. 1+

The benefit on cognition and in these patients has been assessed via the
ADAS-Cog scale\oand a change has been observed of -2.17 points for
donepezil, -1.18,goints for memantine, -1.60 points for galantamine and-
1.10 points for#ivastigmine. Donepezil at a dose of 5 mg/day did not show

any benefit 1
scales. At

the ADL assessed using the ADCS-ADL, DAD, ADFACS

ose of 10 mg/day the benefit was limited 2%6-289:290.292:301.302

%4
The quility of life of patients with VD and of their caregivers was not

asses

AN

194

in any study.
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Summary of evidence . (\05
x>

D
In VD, the cognitive improvement assessed with the ADAS-Cog scale ‘bos -2.17
1+ points for donepezil, -1.60 points for galantamine, -1.10 points for ri&stigmine
and -1.88 points for memantine.236289-290.292.301.302 QO

In VD, neither ACE inhibitors nor memantine have shown an &snprovement in

1+ .
behavioural symptoms282:2%0:292:301.302.256 @

Donepezil showed an improvement or no change on the @%IC—plus scale of
1+ clinical impression at a dose of 5 mg/day, and an improvesfént of ADL at a dose
of 10 mg/day, in two of the three available studies.3°2’282;'@’

O
There is no evidence in VD of the influence of ACE 1 itors and/or memantine
on the quality of life of patients and of their caregiygrs.

N
o
3
Recommendations 0\5
4]
B ACE inhibitors may be used to treat cogéﬁve symptoms of VD.
O
B ACE inhibitors and/or memantine as&t recommended to manage behavioural
symptoms in VD. S
$
&

10.2.18. What adverse effects g)@d contraindications exist in the
pharmacological treatment ofovascular dementia?
~

©)

The adverse effects and Contraind@ions of all ACE inhibitors and/or memantine in VD,
mixed dementia or AD associatedklth cerebrovascular disease are the same as commented in
the chapter on specific phannas'é&gical treatment of AD (question 10.2.5). However, patients
with VD usually have more @cular risk factors and the treatment of these factors increases
the possibility of pharmacol6Zical interactions.

S
b

In the RCTs of VD, @atients treated with ACE inhibitors (donepezil, RCT,
galantamine, rivastigiiine) presented more adverse effects than in the 1++

placebo group. In %éneral they were slight, they went away when treatment
was withdrawn, aad it was rarely necessary to discontinue it.*®

Q
In one RCT¥21.8% of dropouts was observed due to the appearance of RCT,
adverse effcts on patients treated with donepezil at a dose of 10 mg/day 1++

vs. 11.1%Zof dropouts in the placebo group.” In another RCT, 8.8% were
withdr, due to adverse effects with donepezil at a dose of 5 mg/day and
l6.@t a dose of 10 mg/day vs. 10.1% in the placebo group.”

AN
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The percentage of people treated with donepezil at a dose of 10 mg/day,
who dropped out, was 26.3% compared with placebo (15.8%), in those
treated with galantamine (24.4%) with respect to placebo (15.7%) and
with rivastigmine (24.7%) compared with placebo (13.9%). There were
no differences in the percentage of dropouts between those treated with
donepezil 5 mg/day placebo or between those treated with memantine and Q
placebo .’ §
)

The most serious adverse effects were syncopes, bradycardia and\;%e RCT,
possibility of a stroke. Deaths attributed to donepezil in patients with VD 1++
are rare and controversial. ’Bearing in mind that patients with VD§sually
have a high cardiovascular risk, the possibility of the ACE inhibiggrs being
able to cause potentially serious effects requires caution in Lt@ use and
stepping up surveillance in their management ) 62)

N
In patients with mild to moderate VD who received 20 mg/day of memantine RCT,
for 28 weeks, the dropout rates and the number of qgedple with adverse 1++
events of any type, dizziness or confusion, were simi]gv in the treatment and
placebo groups.** Q&

N
@
N
$
N
Summary of evidence O
R
The adverse effects of @ inhibitors and memantine on patients with VD are

similar to those observe@in patients with AD.>*

The number of dropo\@é‘; from the treatment in the RCT for VD was higher with
1++ ACE inhibitors (are;ﬁhd 25%) than with placebo (around 15%) for a dose of 10

1++

mg/day.*? S
In people with% treated with specific drugs, there were no differences in the
1++ percentage %ropouts between those treated with donepezil 5 mg/day and

placebo or5¢tween those treated with memantine and placebo.™

In VD tfated with all ACE inhibitors, serious adverse effects (syncope,
1++ . 5
bradyg@{tﬁa, stroke) are not very frequent.
Pati@_;;g with mild to moderate VD treated with 20 g/day of memantine, for 28
1++ wegks, presented the same rate of dropouts and adverse effects as the group
&éted with placebo.?¢
O
R Qgﬁ ti
ecom ations
<5
~Q(D Bearing in mind that patients with VD usually suffer a high cardiovascular risk,
{\,\/ treatment with ACE inhibitors should be assessed individually, paying special
attention to how the treatment is managed.
v It is advisable to follow the indications given in the product technical data sheet.
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Other pharmacological treatments ;§°5

10.2.19. Are any other pharmacological treatments effective (Dtreat
cognitive and function al functions in people affected by ag? type of

dementia? A
S

Drugs placed on the market today have been included in this section and WJ@e efficacy in AD
or any other type of dementia has been proven in quality RCT, and which hg)} not been included
in any other sections of this guideline. Drugs that have been exclusively qg_proved in clinical trial

context (current or past) have not been included. &
QO
<
Hormone treatments Q)(O
Therapy with adrenocorticotropic hormone analogues (A@T H) and RCT,
prednisone has not proved to be effective in the treatment of @.304 1++
S

O

Two CPGs’?* conclude that there is no evidence of thejefficacy of oestrogen treatment or
hormonal replacement therapy (HRT) to treat or prevesnt AD, and some studies even suggest
an increased risk of cognitive impairment associated;with their use.

Q

One SR concluded that the available evidenqeé\?d not support the efficacy SR of RCT,
of dehydroepiandrosterone in improving mem@l or other cognitive aspects 1++

in healthy elderly people, although there a(e}no quality studies that assess

its efficacy in individuals with dementia.. @

S
o
9

Non-steroid Anti-inflammatory dr@g (NSAID)
N
One SR™ concluded that there {5 evidence about the lack of efficacy of ~ SR of RCT,

ibuprofen, indometacine or lovs'qﬁ%)ses of naproxen in the treatment of AD. I++
N
Q)Q
Piracetam $
%)
One SR assessed tlg-éfﬁcacy of the treatment with piracetam in AD and SR of RCT,
other types of demerﬁy, analysing 68 studies. Only three were controlled over 1++

a period of more tlian 3 months and many of them had low methodological
quality. The conéliision of the reviewers was that the results did not support
the use of piradetam in dementia or in MCI, as the benefit on the global
change imprQ ion was small and not confirmed in more specific measures.
Q)Q)
~Q

Z
<7
Y
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Propentofylline (D
One SR, which included four RCT published until February 2003, SR apd MA
concluded that propentofylline did not show any benefit in the treatment of oPRCT,
cognition, global function or ADL in patients with AD or VD. \,'\C') I++

O
%
Q\
>

Nimodipine 9
One Cochrane SR* that included studies published until August 200'&'on SR of RCT,
the efficacy of nimodipine in the treatment of AD or VD, conclude Ghat it 1+
may be beneficial at a dose of 90 mg/day, in global cognitive functidon at 12
weeks. Its benefit in functionality could not be demonstrated dlgto a lack
of data. N

@
9
N
A later RCT with VD did not show any benefit either af$? weeks. RCT,
& 1+
NS
O
@

Selegiline Q
One RCT that assessed the efficacy of seleg@e in AD showed certain RCT,
efficacy at 3 months, which was not corrobo@ted in subsequent RCT at 6 1++
months or 2 years. **The EFNS CPG5 con(c)hdes that there is not enough
evidence or literature to recommend the. age of selegiline in the treatment
of AD. s:&

O
<

Idebenone \O
One RCT that assessed the efﬁcz@‘? of idebenone in AD showed no relevant RCT,
efficacy in delaying cognltlv0 palrment in the treatment of AD.!> 1++

Q
%

Dihydroergotoxine mesyiate

One Cochrane RS’ tfat included 19 RCT published until November 2000 SR of RCT,
concluded that althajgh mesylate dihydroergotoxine showed benefit when 1++/1+
assessed with gl({ﬁal impression scales, due to the fact that the majority

of the studies e old, with not very specific assessment or diagnosis

criteria, a beneficial effect of mesylate dihydroergotoxine on the treatment

of dementia id general and on certain subtypes (AD or VD) in particular

could not @concluded.

*Q(Z)

Z
<7
Y
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Citicholine or Citidindiphosphocholine (CDP-choline)

One Cochrane SR**® assessed 14 RCT published until 2004 on the efficacy of
citicholine in the treatment of cognitive alterations in patients with vascular

cognitive impairment of different degrees, although some of them are not 9O
valid for analysis, given that they included a small number of individuals Q)&,}

and only one presented a control of less than 3 months. A second benefit *b\
of citicholine was objectified in memory, behaviour and global chan
impression, although this conclusion was limited by the short duration of the
studies, the different dosages and administration pathways (5 intravenogs\, 5
intramuscular and 4 oral), inclusion criteria and methodology. D

The only RCT at 12 months included in the Cochrane SR**‘id not
objectify any benefit of citicholine administered orally in the tregtment of
VD, although the number of individuals included in the stud@\\vas small.
No relevant side effects were observed, but it must be high@hted that the
tolerability and applicability of the parenteral administfation pathways
limits its prolonged use both in research and in clinical %actice.

S

NS
No quality studies have been found that assess the gfficacy of citicholine in the treatment of
AD or other degenerative dimensions. Q
N
o
$
N
N
O
Summary of evidence -9
S
~
Héimone treatments
Lt Hormone treatmenﬁ§ACTH, prednisone®*, oestrogens®* and dehydroepian-
drosterone'*’ are p@?effective in AD and may have harmful effects.>23%:149-304
9
N NSAID
Neither ibup@\i%n, indometacine nor low doses of naproxen are effective in the
1++ 149
treatment é&D.
Q
S Piracet
& iracetam
2
I++ Piraggtam has not proved to be effective in the treatment of AD.'*
o
g) Propentofylline
1++ (7(§ Propentofylline is not effective in the treatment of AD or VD.!#¥
).
(%3] . -
Q Nimodipine
Y
\ég Nimodipine is not effective in the treatment of VD .3033%
N
Selegiline
1++ Selegiline is not effective in the treatment of AD %>
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Ibedenone \\'Qu)
O

{,
1++ Ibedenone is not effective in the treatment of AD.!> Qb
A\
~J
Dihydroergotoxine mesylate O
N
1++/ Dihydroergotoxine mesylate has not proved to be effective in Qﬁé treatment of
1+ dementia in general or on subtypes (AD or VD).*" QL
Citicholine or CDP-choline X (0(/)
=
14 The oral administration of citicholine or CDP-cholin& s not effective in the
treatment of VD 3% S
The parenteral administration of citicholine or CDPQgﬁoline could have a certain
1+ beneficial effect on the treatment of vascular cog@ive impairment in the short-
term 3%
4 Parenteral administration limits the use of c@oline or CDP-choline in clinical
practice in the treatment of vascular cognitive impairment.*
S
S
Recommendations Q‘\
\V
o
Hormoneﬂo&éatments
Hormonal therapies (ACTH,G}\ednisone, oestrogens, dehydroepiandrosterone)
A
are not recommended as treggment of AD.
<~ NSAID
A Neither ibuprofen, in@x\i)letacine nor low doses of naproxen are recommended
to treat AD. \\O
o .
.\§) Piracetam
A Piracetam is nfo\§ecommended to treat AD.
~
o Propentofylline
S pentafy
A Propen}g%’lline is not recommended to treat AD or VD.
N
9 Nimodipine
(%%}
N
B I\A@odipine is not recommended to treat VD.
)
© Selegiline
Lo
A Q)Q) Selegiline is not recommended to treat AD.
Q
Qc;o Ibedenone
{:SA Ibedenone is not recommended to treat AD.
Dihydroergotoxine mesylate
B Dihydroergotoxine mesylate is not recommended to treat AD or VD.
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%
Citicholine or CDP-choline N
L))
B The oral administration of neither citicoline nor CDP-choline are rec@nended
to treat VD. S
D The parenteral administration of neither citicoline nor CD&cholme are
recommended to treat vascular cognitive impairment.. ) (ZS)
QO
N
9
-
K

QO
10.3. Non-pharmacological treatment of démentias

&
Questions to be answered 8(\)
N
Cognitive intervention or stimulation @0
10.3.1. What is cognitive intervention or stimulation? @

10.3.2. What types of cognitive intervention exist? \\9

10.3.3. Are cognitive intervention programmes effggtive in dementia?

10.3.4. Are computer-based cognitive intervenfion programmes effective in patients with
Alzheimer’s disease?

10.3.5. Are cognitive intervention programmes’indicated in illiterate individuals or in patients
with severe sensory limitations? <&

10.3.6. Are individual cognitive interventgea‘ls recommendable?

.

N
Intervention programmes on activitie daily livin

10.3.7. What do intervention progr%mes on activities of daily living consist of in patients
with dementia? . \o
10.3.8. Do intervention progra@qes on activities of daily living improve the functionality of

people with dement’q@
Q

Physical activity programg@
10.3.9. Are physical a%@fty programmes effective in improving or stabilising the functional
capacity andé%gnitive functions of patients affected by dementia?
S
her non-pharmaesiogical treatmen

10.3.10. Are tl}§3 any other non-pharmacological treatments that are effective in cognitive,
functional, motor and/or quality of life manifestations in dementias?

(o%
Safety of n@-pharmacological treatments

10.3.11¢May non-pharmacological treatments used in dementia have harmful effects?
~

Z
<7
Y
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Cognitive intervention or stimulation .Q°5
N

10.3.1. What is cognitive intervention or stimulation? <§>
S
There is no agreement in literature about the most appropriate nomenclature to yfame those ac-
tivities that promote the fostering, maintenance or recuperation of cognitive sk@s and/or favour
independence for ADL and socialisation. The most common terms are cogniti¥e intervention,*”
cognitive stimulation,® psycho-cognitive therapy or psychosocial therapies?@ this guideline we
will use the term cognitive intervention.
-9
X

QO
10.3.2. What types of cognitive intervention exis}@‘

The NICE CPG classifies psycho-cognitive therapies into cognk@qé stimulation, cognitive reha-
bilitation and cognitive training. Cognitive stimulation in this e would include those therapies
that entail exposure and participation in activities and mat@als that require a type of general
cognitive processing and which is normally done in a grotr’ with a social context. On the other
hand, cognitive training would include those therapies @used on one single cognitive domain
and cognitive rehabilitation would refer to those therapi@bspeciﬁcally designed to cover the needs
of a specific individual, and therefore are done indivi@ally.

Other authors*'® classify cognitive interventions into compensatory and restorative therapies.
Compensatory strategies would be those whose@bjective is to teach new ways of carrying out
cognitive tasks. They can use internal strategi€s, such as organising information, classifying or
visualising information to remember, encoding through multiple sensory channels, asking and
paraphrasing during learning, and focusingn one single task or else external strategies such as
details of the environment, memory noteBboks, calendars or agendas. Training in procedures can
also be used to be able to carry out con@sﬁlex behaviours mediated by higher-order cognitive pro-
cesses. Restoration strategies seek to ifiiprove functioning in specific domains in order to recuper-
ate the functioning of these domainsdt premorbid level.

More specifically, the main\&hgnitive intervention techniques described in literature are re-
ality counselling techniques, reisiniscence, validation, memory training or other basic cognitive
functions, sensory stimulatiofiand ADL training (question 10.3.9.)%3!!

Y%
Reality therapy counsell‘\i'an: This is a group technique that aims to improve the patient’ cogni-
tive and behavioural defi<its, using all possible sensory modalities to provide updated and true
information about the(ﬁtient and his or her environment.

Reminiscence th o)py: This is based on the fact that by reviewing patients’ own past with the
help of significastimuli, this will foster their coherence and adjustment to their environment. Its
aim is to imprgye memory, favour creativity and increase the re-socialisation of patients, stimu-
lating convegsation. It also aims to increase self-esteem, personal satisfaction, well-being and
satisfactiop/With life.

~Q

Z
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Validation therapy: It purports to establish a communication with patients with demg@a by
means of accepting reality and convictions as these are experienced by the patient. éb\\
Cognitive training: This consists in the supervised repetition of a series of activitie@esigned to
exercise a specific cognitive function, such as memory, attention or planning, and it®an be carried
out in different environments and formats (individual, group, computer—basedaetc). Cognitive
training is based on the hypothesis that the repetition of an activity can impro@ or maintain the
functional capacity in the area trained, going beyond the actual training sess@.

)
Sensory stimulation: It purports to offer sensory stimuli, either of a eéftain sensory modality

(music therapy, aromatherapy, massages, etc), or in a multisensory w%i’l‘(snoezelen), to patients

with dementia to favour their cognitive activity. IS
o
&
10.3.3. Are cognitive intervention programrr\éé effective in
dementia? >
&

A series of limitations can be seen in the review (@iterature, which make it difficult to
answer the question formulated. One of these limit&ﬁbns is the small number of high-quality
methodological studies, as well as the use of di fkent terminology and of programmes that
include different combined cognitive interventiofs (so it is not possible to assess each one of
them separately), different measurement instruinents, and the possibility of the existence of a
publication bias towards the studies that pr@ to be effective.

-9

N
A MA of RCT that assessed 19 controlled studies carried out until MA of RCT,
December 2004, of which only five weie considered "quality", on different 1+
cognitive interventions in patients AD or dementia in general, in mild

or moderate stages, concluded thatf cognitive interventions can improve
the cognition and functionality ©f patients with AD or dementia in mild
or moderate stages, although magnitude of the effect is very variable
among the different aspects @essed and the different studies.

The greatest benefit Was\&ected in the executive capacity, in verbal and
visual learning and in \DL. This MA found differences in the results of
different cognitive intévventions. Four of the five interventions that turned
out to be more benéioi\;l used general cognitive stimulation techniques,
which, according, 4o the authors, supports the idea that maintaining high
mental activity l€¥els can have a beneficial effect. The restorative techniques
presented a grﬁ effect, although not a significant one, than compensatory
therapies, biOthis difference was not noticed when restricted to the five

studies Wi@he greatest methodological rigour.

~Q®
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This MA underlines that the magnitudes of the effects of the intervention
were greater in those studies that used individuals on the waiting list,
respect to those that used placebo intervention (higher quality studies), and
it suggests that part of the effect of the intervention may be mediated by the N
attention received and the social interaction programme rather than by the c‘f},
actual cognitive intervention. These studies, which provided control data . @
following the interruption of the therapy, showed a positive effect up to 4.5§\

months. 9
-9
X
The NICE CPG?® included 19 RCT in its review on the topic (until 2006), SR of RCT,
in six of which cognitive intervention entailed reality counsellingyin six 1+/1-

reminiscence therapy, in six memory training, cognitive rehabijitation in
one and multisensory therapy in 1 study. All of them were cdgtied out on
patients with dementia, mainly AD in mild or moderate s_té’s. Only the
multisensory therapy study included patients in severe staéeb\

Four of the RCT included, specifically compared thé?f)fect of the stable
therapy with ACE inhibitors (donepezil or rivastig-g:ﬂne) combined with
cognitive stimulation compared with treatment/with ACE inhibitors in
an isolated manner,25 three of which showed ipgprovements or cognitive
stabilisation in those individuals who reeived combined treatment
compared with those that only received the d§g, whilst the only study that
did not notice any differences was, on the-other hand, the only one that
used a cognitive activity as control. The &thors concluded that there was
reasonable evidence to support the use f& gnitive intervention programmes
in people with mild to moderate defentia, mainly AD, due to signs of
improvement in quality of life that Zecompanied the modest improvements
in cognitive function. They conc ade, too, that cognitive training does not
appear to be associated with bengfits beyond the tasks trained, and that there
is not enough evidence to ass \the effects of reminiscence therapy and of
cognitive rehabilitation in C(§cﬁon with the cognitive function in patients

with dementia. Q
$
@
The CPG of the Ca@dian Consensus Conference on the Diagnosis and RCT,
Treatment of Demeb}:a (CCCDTD) of 2007,'** after reviewing three RCT, 1+

concludes that theie is not enough evidence to make a recommendation
(grade C) on cofiitive training or cognitive rehabilitation with reference
to cognitive unctional performance in people with mild-to-moderate

dementia. o

Q)(Z)
One RED carried out in Spain®'? objectified cognitive stabilisation at six RCT,
months?in patients with AD in mild or moderate stages receiving stable 1+

treatfilent with ACE inhibitors after carrying out a combined activity
programme that included cognitive stimulation, physical exercise and social
activities with respect to controls that only received psychosocial support.
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The CCCDTD 2007,'*2 based on a RCT, considers that there was not enough RC 3
evidence to recommend the execution of cognitive interventions in VD. A
later RCT?*" did not demonstrate the efficacy of cognitive stimulation in §
VD. Similar cognitive interventions were applied in these two studies to N
those carried out on individuals with AD. c"},
Q9
Q\
Several low quality methodological studies (case or series of clinical cas Descriptive
due to the low frequency of the disease) suggests that cognitive training ¢an study,
be effective in re-learning words in semantic dementia, although the@id 3
not assess the possible relevance of these improvements on the nomigation
for daily living of the patients.’' Qo
S
There is no RCT on the efficacy of cognitive interventions in o er dementias not named in this
section. O
0\5
<
S
Summary of evidence &>
. o
Cognitive intervention programmesié‘re effective with mild or moderate AD, to
14 maintain their cognitive function,dlieir functionality and quality of life, although
the magnitude of the effect attri@able to the actual cognitive intervention is not
1 310 DN
well established. @)
There is no direct evidence ﬁ.\t whether one cognitive intervention is more effec-
14 tive than another in patie ith mild or moderate AD, although interventions that
require a general processing type seem to have a greater overall benefit than those
where cognitive trainirggbof specific functions is carried out.'*
14 There is no ev1denc%about the efficacy of cognitive stimulation programmes in
patients with VD.{@13
A
N
Q
Y%
Recommendations
Q
$)
The pa@-ﬁipa‘[ion in cognitive intervention programmes is recommendable in pa-
B tientscyith mild or moderate AD, to maintain their cognitive function, their func-
tion@lity and quality of life, although the magnitude of the effect attributable to the
aciial cognitive intervention is not well established.
C iﬁlere is currently no evidence of the efficacy of cognitive stimulation in individu-

4 . . o .
_@Jals with VD to recommend its use in this dementia subtype.

~O | A type of specific cognitive intervention cannot be recommended at the present
(g’ time, based on the degree of efficacy in patients with mild or moderate AD, al-
< though interventions that require a general proce