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ESTIMATE OF CERTAINTY (PRECISION) OF TREATMENT EFFECT

SIZE OF TREATMENT EFFECT

CLASS lla
Benefit >> Risk
Additional studies with
focused objectives needed
IT IS REASONABLE to per-
form procedure/administer
treatment
LEVEL A = Recommendation in favor
Multiple populations “I imlmuw"m‘“m
evaluated*
. . m Some conflicting evidence
Data derived from multiple from multiple randomized
randomized clinical trials trials or meta-analyses
or meta-analyses
. ;umnt pl‘oe:nl
. or ure
Limited populations ful/effecti
evaluated* g V
! m Some conflicting
Data derived from a evidence from single
single randomized trial randomized trial or
or nonrandomized studies nonrandomized studies
LEVEL C m Recommendation in favor
Very limited populations of treatment or procedure
sl being useful/effective
Only consensus opinion m““’mmml
of experts, case studies, orel Il:’:t sare
or standard of care
Suggested phrases for should is reasonable
writing recommendations is recommended can be useful/effective/beneficial
is indicated is probably recommended
is useful/effective/beneficial or indicated
Comparative treatment/strategy A is treatment/strategy A is probably
effectiveness phrases' recommended/indicated in recommended/indicated in
preference to treatment B preference to treatment B
treatment A should be chosen it is reasonable to choose
over treatment B treatment A over treatment B

may/might be considered
may/might be reasonable
usefulness/effectiveness is

unknown/unclear/uncertain
or not well established

assocatedwith | T

it

i

i et

[

el ahhe o pat 5 ven e, o Sy i

i

-

SR St LB

COR I: COR III:

No Benefit Harm

is not potentially
recommended harmful

is not indicated causes harm
should not be
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other should not be
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beneficial/ administered/
effective other
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Premlsas‘en elabérdaje de Ios SCPD
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Identificacion del problema con descripcion

del sintoma diana.

Descartar otras posibles causas (delirium...)

Identificar desencadenantes ambientales o del

entorno

Impacto en el paciente o cuidadores

B (gravedad) £
INICIAR MEDIDAS NO FARMACOLOGICAS. :

-
|
! :
|
ot
|




< Scp iﬁr‘ Do LO R.“:A LGESIA =

'“‘f““ SR bt RO O

3 { ! ! i {
| l i

Un manejo eficaz contra el dolor puede jugar un lugar

importante en el tratamiento de la agitacion y puede
ayudar a reducir medicacion psicotropa.

Valorar y tratar eficazmente el dolor como prevencion de la agitacion y agresividad.

Mejora la agitacion, la agresmdad el dolor y no afecta la situacion funcional ni
cognitiva. |
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Fig 2 Cohen-Mansfield agitation invantory scores, with 95% confidence intervals, over study period

 Husebo B. et al. Efficacy of treating pain to reduce behavioral distrubances In residents of nursing homes
with dementia: cluster randomised clinical trial. BMJ 2011; 343:d4065
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Neurolépticos

Antidepresivos

Estabilizadores del humor

Otras alternativas
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Yy Memantina

SSe ISRERLIE (RS —1-

Antagonista NMDA y reduce

Hipétesis colinérgicay F R la excitotoxicidad mediada

trastornos de conducta SRR e TG N e por glutamato
' : ' £ | Eficacia en fases moderadas-

Tratamiento de primera linea

en E.A leve-moderada grave, en monoterapia o

combinada IACE (grado B,
nivel 1). Buena toleranciay
perfil de seguridad

(grado A, nivel 1)
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Donepezilo

Estudio DC en 290 EA modera-grave: se objetivd una mejoria de la puntuacion

del NPl y de forma especifica en tres dominios: APATIA, ANSIEDAD Y DEPRESION.
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Gauthier S. E;ﬂcacy of donepezil on behaworal syrﬁﬁtoms in patients with moderate to
- severe AIzhelmer S dlsease Int Psychogeriatr 2002 14: 389-404
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Agrupando el NPI por sintomas, fue superior al placebo en sintomas

psicoticos, agitacion, humor, pero no en desinhibicion, euforia,
conducta motora aberrante o alteracidn del ritmo noche-vigilia.

15 Psychosis Agitation/Mood Frontal

1.0

0.5
u.

-0.51

-1.0; P=NS

-1.51 p=.006

-2.01 ™ Done

ezil
-2.54 ™ F'Iaceﬂn
-3.0- P=.001

FIGURE 2. Effect of donepezil on combined NPI
scores* for various classes of neuropsychiatric
symptoms in patients with moderate to severe
Alzheimer’s disease'®

*Change in scores between baseline and week 24 (last observation
carried forward) are shown.

"Psychosis characterized by delusions, hallucinations, appetite/
eating change.

‘Agitation/mood characterized by agitation/aggression, depres-
sion/dysphoria, anxiety, apathy/indifference, irritability/lability.

SFrontal characterized by disinhibition, elationfeuphoria, aberrant
motor behavior, nighttime behavior,

NPI=Neuropsychiatric Inventory; N5=not significant.

Cummings JL. CN5 Spectr. Vol 10, No 11 (Suppl 18). 2005.

Least-Squares Mean Change
From Baseline in NPI Score
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Retrasa la aparicion de sintomas conductuales: reduce la
emergencia de conducta motora aberrante, apatia y desinhibicion. Mejoria
ReduGAL-USA-10

v'"Reduce emergencia

v'"Mejora sintomas existentes
v'Reduce estrés cuidador.

Cummings JL, Schneider L, Tariot PN, Kersaw PR, Yuan W: Reduction of behavioral

: 8 disturbances and caregiver distress by galantamine in patients with Alzheimer’s disease.
8 Am J Psychiatry 2004; 161: 532-538.

Tariot et aI Neurology 2000; 54: 2269 2276
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Metanalisis de 3 EDC a 6 meses en 1840 pacientes con EA leva a moderada.

En estudio abiertos a 6 y 12 meses con EA grave ( n=113)

' Mejoria de sintomas en EA leve-|

moderada a 6 meses -
1 |
E.A grave mejoria de
alucinaciones y agresividad
Fa i
; ;

Prevencion de conducta motora
aberrante & symp

mar recaly

placeto tor & mons." " F = LLIRLE wersus placeto; F = LiMb wersus placedo.

~ Finkel SI. Effects of rivastigmine on Behavioral and Psychological Sym
Clinical Therapeutics 2004, 26: 980-990.

B Rivastigmine 6-12 mgd

B Rivastigmine 6—12 mg'd
O Placebo

70
60—

50+

30+

20

% of Patients with Improvement

[ T 1
Hallucinations Aggressiveness

Figure 3. Proportions of patients with advanced Alz-
heimer’s disease and symptoms of hallucinations
and aggressiveness at study entry who showed
improvement in these symptoms after receiving
rivastigmine or placebo for & months.*' Logistic
regression analysis: "P = 0.039; tP = 0.030.
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En demencia 50 PCD en 173

40 -

% of Patients Reducing or
Terminating Drug Use
o
]

Se asocia con la reduccion o retirada de medicacion
psicotropa

LALLM mi o .‘_‘n-IIIE norpn = I..HiLIE.'III..b
: receiving rivastigmine for 12 months.*?

Cummings JL, Koumaras B, Chen M,

Effects of rivastigmine treatment on r to severe problable Alzheimer’s disease,
a 26-week, multicenter, open-label study. Am J Geriatr Pharmacother 2005; 3 (3): 137-48. '
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Chollnesterase inhibitors for dementla with Lewy bodles,
Parkinson’s disease dementia and cognitive impairment in
Parkinson’s disease (Review)

Rolinski M, Fox C, Maidment I, McShane R

THE COCHRANE —
COLLABORATION®
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Reviaw: 02- The Efficacy of chEls (Donepezil, Rivastigming and Galantamine) on BPSD in AD. A Meta-Analysis,
Comparnson: 01 ChEls vs placebo (Fixed Effect Model):
Outcome: 01 Change in total NP| score from baseline:
Study Treatment Control WD (fixed) Weight WD (ficed)
or sub-category il Mean (SD) N Mean (SD) 895% CI % 95% Cl
01 Combined ChEls vs placebo of 8 included studies: 3 Studies Did Not Report Full Data,
Tariot 2000 508 =0.10(13.36) 252 2.00(11.84) —a— 24,84 =210 [3.95, -0.25]
Feldmen 2001 121 —4.85 (17.76) 126 1.00 (17.52) —e 4,37 -5.65 |[10.05, -1.25]
Rockwood 2001 261 =0.40 (10.66) 125 0.50(11.29) —_—T 1513 =090 |[|-3.26, 1.48)
Tariat 2001 103 —2.30 (14.50) 105 —4.80 (14,70) e 537 260  [-1.37, 6.57]
Winblad 2001 136 0.59 (13.78) 138 1.72(12.23) —_— 8.89 =113 .21, 1.95)
Holmes 2004 41 —-2.90 (8.96) 55 3.30 (13.36) —— 4,23 -6.20 1087, -1.79)]
Winblad 2006 128 -3.80 (15.20) 120 =2.10 (15.80) —_— 5.67 -1.70 |-5.56, 2.16]
Howard 2007 104 3.56 (15.90) a7 3.78(16.70) _— 4,15 022 [4.73 4.29]
Winblad 2007 263 —2.30(13.40) 281 =1.70(15.70) — e 14.11 =060 [-3.05, 1.85]
Winblad 20072 253 =2.20(14.10) 281 =1.70(15.70) —— 13.24 =050 |[-3.03, 2.03)
Subtotal (85% CIy 1918 1580 - 100.00 =138  |-2.30, -0.46]
Test for heterogeneity: Chif = 13.85, df = 9 (p= 0.13), F = 35.0%
Test for overall effect; Z = 2.95 (P = 0.003)
Total (95% C1) 1918 1590 g 100.00 -1.38 [-2.30, -0.46]
Test for heterogeneity. Chif = 13.85 df =8 (P =0.13), F = 35.0%
Test for overall effect: £=2.95 (P = 0.003

Efecto beneficioso de ciésér;enéSvpbcfalmente

Figure | The effects of ChEls on BPSD among patients with mild w0 severe AD.
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~ Memantina

Memantine prevents behavioural
symptoms in asymptomatic AD patients

-
(=
o

B Memantine O Placebo

©
o

Percentage of patients remaining
asymptomatic at week 24/28 (LOCF)

- ~ et .._..i # Lt R __+.

Gauthler. Improvenmt in behavioural symptoms in _ﬁatlehts w:th moderate to severe Alzheimer’s dlsease by memantine:

a pooled data analys:s. Int J Gerlatr Psychlatry 2008 ;23: 537—45
N 3 TS

I

FeSRe
f

o

|

1
4 i

f
1




IACE + Memantina

-~ —Tariot PN, Far'low I\qR- Grossberg GT, Graham SM, McDonald S, Gergel I;
Memantine Study Group. Memantine treatment in patients with
© moderate to severe Alzheimer disease already receiving donepezﬂ a

randomlsed controlled trail. JAMA 2004; 291 K3) 317-24.
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FIGURE 3. Effect of memantine/donepezil combi-
nation therapy* on individual NPl items in patients
with moderate to severe Alzeimer's disease'”

*Changes in scores between baseline (ie, the time at which

memantine was added to ongoing donepezil therapy) and week
24 (last observation carried forward) are shown,

'P=.045;: 'P=.005; 5P=.001.
SE=standard error; NPI=Neuropsychiatric Inventory.

Cummings JL. CW5 Spectr. Vol 10, No 11 (Suppl 18), 2005,

« Efecto beneficioso en
agitacion, irritabilidad y
conducta alimentaria.

e Disminuye la sobrecarga del
cuidador

« /N probabilidad de
permanecer asintomaticos a
la 24 semana en agitacion,
~agresion, irritabilidad y |
conducta nocturna que solo

donepezilo
Cummings, Neurology 2006.




IACE + Mérﬁiah_tina |

v’ La adicion de la memantina al IACE retrasa la institucionalizacién (x 3,4)
v No se asocié con la mortalidad.

Lopez etal Page 12 1.0 — -
—= O
1.0 9 E 1
° qEJ 1 Memantine + ChEls E 2 08
c S os 2 ChEls alone 2 o
S 3 No dementia medication 5= |
T c a 2 06
8% 06— oz
£2 > 2 04
Q o i
ho] LS 04— QT
i o] I
T O £ =
=] = 0.2 — >

E ‘£ 0.2 e, = _g 1 Memantine + ChEls
e w o ’ 2 ChEls alone

0 _

| | I \ \ [ ' I I W l l I W
0 2 4 6 8 0 12 14 16 18 0 1 2 3 4 5
Follow-up time (years) Follow-up time (years)
Figure 2. Figure 3.

Time to nursing home admission in Cohort 1. ChEIs, cholinesterase inhibitors.

Time to nursing home admission in Cohort 2. ChEIs. cholinesterase inhibitors.

] |
Lopez OL, Becker JT, Wahed AS, Saxton J, Sweet RA, Wolk DA et al.
Long-term effects of the concomitant use of memantine with cholinesterase inhibition in AIzhelmer disease.

J Neurol Neurosurg Psychlatry 2009; 80:600-607.
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Donepezil and Memantine
for Moderate-to-Severe Alzheimer’s Disease

Robert Howard, M.D., Rupert McShane, F.R.C.Psych., James Lindesay, D.M.,
Craig Ritchie, M.D., Ph.D., Ashley Baldwin, M.R.C.Psych., Robert Barber, M.D.,
Alistair Burns, F.R.C.Psych., Tom Dening, F.R.C.Psych., David Findlay, M.B., Ch.B.,
Clive Holmes, Ph.D., Alan Hughes, M.B., Ch.B., Robin Jacoby, D.M.,

Rob Jones, M.B., Ch.B., Roy Jones, M.B., lan McKeith, F.Med.Sc.,

Ajay Macharouthu, M.R.C.Psych., John O’Brien, D.M., Peter Passmore, M.D.,
Bart Sheehan, M.D., Edmund Juszczak, M.Sc., Cornelius Katona, M.D.,
Robert Hills, D.Phil., Martin Knapp, Ph.D., Clive Ballard, M.D., Richard Brown, Ph.D.,
Sube Banerjee, M.D., Careline Onions, P.G.Dip., Mary Griffin, R.G.N.,
Jessica Adams, B.Sc., Richard Gray, M.Sc., Teny Johnson, Ph.D.,
Peter Bentham, M.B., Ch.B., and Patrick Phillips, Ph.D.

ABSTRACT

BACKGROUND

Clinical trials have shown the benefits of cholinesterase inhibitors for the treatment
of mild-to-moderate Alzheimer’s disease. It is not known whether treatment benefits .._E' k%

continue after the progression to moderate-to-severe disease.
METHODS

We assigned 295 community-dwelling patients who had been treated with donepezil 3§
for at least 3 months and who had moderate or severe Alzheimer's disease (a score
of 5 to 13 en the Standardized Mini—Mental State Examination [SMMSE, on which ! v
scores range from 0 to 30, with higher scores indicating better cognitive function])

to continue donepezil, discontinue donepezil, discontinue donepezil and start me-

mantine, or continue donepezil and start memantine. Patients received the study -

treatment for 52 weeks. The coprimary outcomes were scores on the SMMSE and
on the Bristol Activities of Daily Living Scale (BADLS, on which scores range from
0 to 60, with higher scores indicating greater impairment). The minimum clinically
important differences were 1.4 points on the SMMSE and 3.5 points on the BADLS.
RESULTS

Patients assigned to continue donepezil, as compared with those assigned to discon-

tinue donepezil, had a score on the SMMSE that was higher by an average of 1.9 points
(95% confidence interval [CI], 1.3 to 2.5) and a score on the BADLS that was lower
(indicating less impairment) by 3.0 points (95% CI, 1.8 to 4.3) (P<0.001 for both com-

parisons). Patients assigned to receive memantine, as compared with those assigned to

receive memantine placebo, had a score on the SMMSE that was an average of 1.2 points
higher (95% CI, 0.6 to 1.8; P<0.001) and a score on the BADLS that was 1.5 points
lower (95% CI, 0.3 to 2.8; P=0.02). The efficacy of donepezil and of memantine did not

differ significantly in the presence or absence of the other. There were no significant

benefits of the combination of donepezil and memantine over donepezil alone.
CONCLUSIONS

In patients with moderate or severe Alzheimer's disease, continued treatment with
donepezil was associated with cognitive benefits that exceeded the minimum clini-
cally important difference and with significant functional benefits over the course of

12 months. (Funded by the U.K. Medical Research Council and the U.K. Alzheimer’s |

Society; Current Controlled Trials number, ISRCTN49545035.)

N ENGLJ MED 366,10 NEJM.ORG MARCH 8, 2012
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Jl | COgnltIVO y funcional (ResultadO p""c'pal)

Beneficio con donepezilo o memantina en
monoterapia vs placebo.

La terapia combinada no fue mas eficaz que
la monoterapia.

En la conducta (resultado secundario)

Unicamente los grupos tratados con
memantina (mono o combinada)
mostraron mejoria significativa en el NPI
(escala de conducta) vs placebo.

La monoterapia con memantina mostrd una
diferencia significativa de 4,0 puntos
(p=0,002). No ocurrio con donepeZI/o
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ANTIPSICOTICOS X SINTOMAS
i PSICOTICOS

VAR = S " T.. - =7 1 ey TONEIN
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ik : R  Mecanismo de accion es el bloqueo
S ' de los R dopaminérgicos del
sistema limbico y ganglios basales.

. o Aumento de dopamina en el SNC.
Los sintomas psicéticos son la causa de

mayor distrés del cuidador

Receptor postsinaptico
(accion biokbgica)

La presencia de sintomas psicéticos acelera
la progresion de la enfermedad (cognitivoy
funcional) y afecta a la calidad de vida.

corteza frontal o
sistema limbico

IrE uencia de disparo
dF la neurona)

el . :
Neurona sec 0 Hl-[c-rrcu_-n‘.{nr somato

Sintomas psicéticos predicen la \
institucionalizacién

Autormeceplor terminal T.
{ controla la cantidad de

Los antipsicéticos han sido los farmacos mas dopamina liberac)

usados para los sintomas psicéticos,
comportamientos violentos y hostilidad

Neurona dopaminérgica
(@rea ventral tegmental o
sustancia nigra)
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 RISPERIDONA

Mean shift at endpoint

1.53 1.65

Over Baseline
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Placebo 0.5 mg 1mg
(N=161) (N=146) (N=148)

Risperidone Dose

THE JOURNAL OF

CLINICAL PSYCHIATRY

Comparison of risperidone and placebo for psychosis and
behavioral disturbances associated with dementia:

a randomized, double-blind trial. Risperidone Study
Group.

Katz IR et al. J Clin Psychiatry. 1999 (Feb);60 (2):107-115.

% Incidence

2 mg
(N=162)

e RCT doble ciego

e N=625 pacientes NH

e Edad media: 82.7 aiios

e 12 semanas de estudio

e EA, DV o0 mixta con SCPD.
>30% de mejoria

Incidencia de sintomas extrapiramidales

Placebo
(N=1,631)

v

0.5mg 1 mg 2 mg
(N=149) (N=148) (N=165)

Risperidone Dose (mg/Day)




RISPERIDONA vs HALOPERIDOL

RiSperidona vs Haloperidol

Change from Basline
CMAI Total Aggression Score
=

RSP HDOL FBO

* RSP vs PBO significantly different, p < .02; RSP vs HDL significantly
different, p < .02; De Deyn et al., Meurology, 1999,

e RCT doble ciego v 10 *
» N=344 pacientes con demencia £5 5]
e Dosis: 0.5-4 mg/dia L
Media: RSP 1.1 mg /HDL 1.2 mg § g £
, 2h
e La severidad de EPS fue similar con £

placebo y sig menor que con haloperidol.

HDL

e Reduccién >30% en los SCPD

¥ RSP vs PBO significantly different, p < .05; De Deyn et al., Mewrology, 1999.

De Deyn PP, Rabheru K, Rasmunssen A, Bocksberger JP, Dautzenberg PLJ, Eriksson S et al.
A randomized, double blind trial of risperidone, placebo and haloperidol for behavioural symptoms of dementia.
Neurology, 1999, 53:946-955

§ NEUROLOGY



OLANZAPINA

Placebo 5mg 10 mg 15 mg Delirios y alucinaciones

Baseline 7.36 6.16 5.76 6.20
0 I—

-1

from Baseline (LOCF)

o
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£
o
@
<)
=
<
=
Qo
=
o
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=

-2
-3
-4 Presentacion IM util en
agitacion aguda v

*p<0.05 vs. placebo; *p=<0.001 vs. placebo; LOCF = last observation carried forward; NPI/NH =
Neuropsychiatric Inventory-Nursing Home; Street et al. Eur Neuropsychopharmacol. 1999;9(suppl 5)

Olanzapine vs Placebo at Six Weeks

e RCT doble ciego multicentrico 850 * ks
e N=206 residentes NH, EA DV % c
*6 semanas @ .2 8.00
e Dosis bajas de olanzapina (5- E o 750
10mg) mejoraron los SCPD frente a k= oL
placebo. ‘ g; 7.00 +
(-7.6 vs-3.7 [P<.001] y 6.1vs 3.7 [P | §Z g5
e ot T I

= o

006}, PBO 5 mg 10mg  15mg

Olanzapine Treatment of Psychotic and Behavioral Symptoms in Patients With Alzheimer Disease in Nursing Care Facilities
| Streetetal. Arch Gen Psychiatry. 2000,57:968-976
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EDC a tres dosis fijas vs placebo. :
487 pacientes NH =
Demencia + psicosis

Eficacia en el tratamiento de
sintomas psicoticos y agitacion a
dosis de 10 mg, algunos con 5
mg/dia con una buena tolerancia.

Similar eficacia que la risperidona
en el tratamiento de la agresividad

. defned 35 =507 decrease from baseline. NPENH, Neuropsychiatric 1 L L S : R

|| Inventory-Nursing Home version Psychosts Subscale; LOCF, last ob- i _ S " S ) :

b servaikon camied forward: CMH, Codhran-Mantel-Haeossel. -} A S +-- s | - T e ’
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Mmtzer JE, Tune LE Breder CD Swanink R Marcus RN RD etal. R ' ,
Aripiprazole for thedreatment of.psYChoses in institutio atl ts with Alzhelmer dementla amulttcenter randomtzed double-blmd, :
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| * Doble ciego

- -| 10 semanas

. QUETIAPINA

Week
4 6 8

QUETIAPINA: STAR TRIAL

e Quetiapina a dosis 100-200 mg vs placebo

Dosis flexible 25mg-200mg (175-225mg) QUE 200 mg/day (N=93)

—A- QUE 100 mg/day (N=89)
-l Placebo (N=73)

e Edad media 83 afios, 333 institucionalizados
e MMSE : 5-6

eAgitacion
*Mas sedacion:
*31% somnolencia,
*17% mareo
*15% hipotension postural

from Baseline

Mean Change
Improvement

Dosis de 200 mg/dia era mas eficaces que placebo
para el control de la agitacidn,
Menor efecto de sintomas extrapiramidales

No incremento del riesgo de ECV y con una incidencia de efectos
adversos baja




7 'QUETIAPINA
* Escaso riesgo de efectos extrapiramidales.

~* Buena tolerancia a dosis 150 mg/dia*

10

Change from Baseline
BPRS Total Score

. Week 2 *.J":u’eel-; 4 .Weel-: 12 Week 24 ‘l.f.l’eek 3.6 Week 52
Existe escasa evidengja.sobre.su.eficacia en SCPD

*Long-Term use of quetiapine in elderly patients with psychotic disorders Tariot PN et al.

Clin Ther. 2000 Sep;22(9):1068-84

**Ballard C, Margallo-Lana M, Juszczak E, et al. Quetiapine and rivastigmine and cognitive decline in
Alzheimer's disease: randomised double blind placebo controlled trial. BMJ 2005; 330:874
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Effectiveness of Atypical Antipsychotic Drugs

in Patients with Alzheimer’s Disease

Lon S. Schneider, M.D., Pierre N. Tariot, M.D., Karen S. Dagerman, M.S., Sonia M. Davis, Dr.P.H.,
John K. Hsiao, M.D., M. Saleem Ismail, M.D., Barry D. Lebowitz, Ph.D., Constantine G. Lyketsos, M.D., M.H.S.,
J. Michael Ryan, M.D., T. Scott Stroup, M.D., David L. Sultzer, M.D., Daniel Weintraub, M.D.,

and Jeffrey A. Lieberman, M.D., for the CATIE-AD Study Group*

Table I. Medication Doses and Outcomes in the Intention-to-Treat Sample.®

Olanzapine Group Quetiapine Group Risperidone Group  Placebo Group

P Value
[Chearall

Dose and Outcome (M =99) [MN=954) (M=284) (M= 139) Comparison)
Discontinuation of treatment for any reason 79 (80 77 (82) 63 (77 118 (8%)
) ) ) — nn. nf natients %4
Discentinuation of treatment because 39 (39 50 (53) 37 [44) 97 (7o)
of lack of efficacy — no.
of patients (%)
Kaplan—Meier estimate of time to dis- OLOOET
continuation — wk
PWalue
Olanzapine Group Quetiapine Group Risperidone Group  Placebo Group (Crwerall
Dose and Dutcome (M =259 (M =294] (M=24) (M= 139 Comparison)
Diiscontinuation of treatment because of intal- 24 [14) 15 (1&) 15 (18) 7 (5)
erability, adverse events, or
death— no. of patients (%)
Kaplan—Meier estimate of time to dis- 0008
continuation — wik®*
25th percentile 13.7 9.4 201 #
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Efectividad de los farmacos antipsicoticos atipicos para el b -
tratamiento de la agresividad y la psicosis en la enfermedad de @ S i
Alzheimer |

THE COCHRANE 1 N o]
COLLABORATION® i

Ba]]md C, Waite J R
SRR B SR, R SR e [ '-
b *RevaslénhCochran‘g t_raduada F{n L& blblloteca Cochrane PIus,L 2008 N°f. Olford: Upd_'ate @oftware:Ltd. ISR ;

: B
l ;._-' AR i s -,-.- ] } ¢

| 1. La evidencia sugiere que Ia rlsperldona VAE olanzapma son utlles con
' moderada eficacia para reducir la agresividad y que la risperidona reduce la
psicosis

| 2. Pero ambas se asocian con eventos adversos graves cerebrovasculares y e
sintomas extrapiramidales y no deberian usarse en forma sistematica para a ==
menos que hubiera un riesgo marcado o perturbacion severa. it

-~ Pharmacological Treatment o
- of Neuropsychiatric Symptoms of Dementia
Beneficios con risperidona y olanzapina en 4/7 ensayos :

No estudios de clozapina ni quetiapina

para esta indicacion en el momento del analisis




Figure 1. Contralled Triaks of Patients Taking Atypical Antipsychotic Medications vs Placebo
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Maher A et al. Efficacy and comparative effectiveness of atypical antipsychotic medications for off-
. Label uses in adults. A sysmtematic Review and meta-analysis. JAMA,2011;206,12: 1359-69




EFECTOS SECUNDARIOS DE LOS ANTIPSICOTICOS
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BMI RESEARCH

Cite this as: BM/ 2010;341:c4245
doi101136/bmj.c4245

Antipsychotic drugs and risk of venous thromboembolism:
nested case-control study

Chris Parker, medical statistician,’ Carol Coupland, associate professor in medical statistics,” Julia Hippisley-
Cox, professor of clinical epidemiology and general practice?

v’ Existe una asociacion entre el uso de antipsicéticos y el riesgo de
Enfermedad Tromboembodlica en una poblacion extensa de AP.

v'El aumento del riesgo es mayor entre los pacientes con inicio
reciente y con antipsicoticos atipicos




~ RIESGO DE ACV

‘

|

~ No se encontré un
aumentode ECV con
antipsicoticos atipicos o
tipicos, en ninguno de

los subgrupos. Riesgo
de ictus mayor en
pacientes con FRCV.

. Aumentodel riesgo con
. risperidonay olanzapina

é Efecto especifico del

i ; farmaco o efectode R
! S clase? 1 '
e

| NS SES SN L . £ YRR
Schneider. Efficacy and adverse effects of-aty:pica) il i — @Gill et al. Atypical antipsychotic drugs and -
antipsychotics for dementia: meta-analysis = = _‘ Risk of ischaemic stroke: population based
Of randomized, placebo-contorlled trial. . restrspective cohort study. BMJ 2005;330:445.

- Am J Geriatr Psych 2006;14: 191-210.
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Risk of Deat.h- Wlth .Atypical Antipsychotic

1 i

chotic drugs (eg, haloperidol and thio-
ridazine) and have been considered
preferred treatments for these behav-
ioral disturbances associated with de-
mentia.** Reasons for this preference
include emerging clinical trials evi-
dence,** perceived relative safety ad-
vantages compared with older antipsy-
chotic drugs and other medications, the
opinions of expert clinicians, and ex-

For editorial comment see p 1963.

1934 JWAA, Ocicher 19, 2005 Vol 294, Na. 13

dence interval [CI], 1.06-2.23; P=02; and risk difference was 0.01; 95% Cl, 0.004-
0.02; P=.01). Sensitivity analyses did not show evidence for differential risks for in-
dividual drugs, severity, sample selection, or diagnosis

Conclusions Atypical antipsychotic drugs may be associated with a small increased
risk for death compared with placebo. This risk should be considered within the con-
text of medical need for the drugs, efficacy evidence, medical comorbidity, and the
efficacy and safety of alternatives. Individual patient analyses modeling survival and
causes of death are needed.

JAMA 2005;754:1924- 1043 WAL Com

Author Affillations are listed af the end of this articl=.~ Sdences, Kedk Schiool of Medicine, Unhoersty of Sowth-
Comesponding Author: Lon 5. Schnedder, MD, M5,  em California, 1510 San Pablo 5t, HOC 600, Los An-
Department of Psychiatry and the Behavioral  peles, CA 90033 fschneid Gusc sdu).

{Reprinted} 2005 American Medical Association. All rights reserved.

. ‘- L5es ] -
- Drug Treatment for Dementia H N R
Meta-analysis of Randomized Placebo-Controlled Trials :
i ? =l D 2 L
Flgure 4. Deaths Based on Total Drug and Placebo Exposures Pooled by Drug
Death
! Treatment, Placebo, AR
Mo. of Events” Mo, of Events/ (B5% CI) Favors | Favors
DCrug Total Moo Total Mo. {Random-Effects hModeal) Treatment | Control
Aripiprazole 2425 B/5d 188 {0.85-4 62) +——
Olarnzapine 21T /a7 231 (1.00-5.35) ——
Cuetiapine 21/58 7/36 | 86 10.88-3.93) im—
Resperdone 45201 227133 1.35 [0.85-2.14) -
Overall BT 41/320 1.65 (1.19-2.29) -
Test for Hetenogenaity x5 =1.63, F=0% [F=.65)
Test for Overall Efiect z=3.01 (P=.003)
[ T T TTTIIT T TTTITT]
0.1 10 10
RR [35% CI)

> Mortalidad farmaco 3.5% vs
placebo 2.3%

> Riesgo de muerte era 1.5 veces

mas.
>
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ORIGINAL ARTICLE |

Risk of Death in Elderly Users of Conventional =~ = N L

vs. Atypical Antipsychotic Medications e s s o s i e

\ 1}
4 k. N 1 i = F RS =515k SRR - - ‘
Philip 5. Wang, M.D., Dr.P.H., Sebastian Schneeweiss, M.D., Jerry Avorn, M.D., ! _ 3 i : '} i
Michael A. Fischer, M.D,, Helen Mogun, M.5., Daniel H. Solomon, h
= ! Table 2. Relative Risk of Death within 180 Days after Beginning Therapy
and M. Alan E.DDkr'lEll"t, Ph.D. with Conventional as Compared with Atypical Antipsychotic Medications.*
Model Hazard Ratio (95246 Cl)
Unadjusted analysis 1.51 {(1.43—-1.59)
Adjusted analysisT
Use of any conventional APMN 1.37 (1.27—1.49)
ABSTRACT Low dose of conventional APM (<=median) 1.14 (1L.049—1.26)
High dose of conventional APM (=median) 1.73 (1L.57—-1.90)
Adjusted analysis of death-
BACKGROUND =40 Days after beginning therapy 1.56 {(1L.37—1.78)
=g = = ¥ 40—79 Days after beginning therapy 1.37 (1.19—1.59)
Recently, the Food and Drug Administradon (FDA) issued an advisory sta 80180 Days after beginning therapy 1.27 (1.14-1.41)
ical antipsychotic medications increase mortality amongelderly patients, Adjusted analysis of patient subgroupsf
advisory did not apply to conventional antipsychotic medications; the with dementia 1.29 (1.15—1.45)
Wld'.l. dlEEDHE[EgEIltEiE not kl'.I.L'I'WIl wWithout dementia 1.45 (1.30—1.63)
- Inanursing home 1.26 (1L.08—-1.47)
MNot in a nursing home 1.42 (1L.29—-1.56)
METHODS
- B - - * APM denotes antipsychotic medication, and Cl confidence interval.
We mnductaiaretmspe:me mhurtsnﬁ}rlnvuhmgﬂ,mﬂ pﬂtlEl'.I.tE'GS" T Hazard ratios were adjusted for calendar year, age, sex, race, the presence or
Dldﬂ'whﬂ l'.I.EH'j. dl'llg insurance bEIlEﬁtE in [“mns}'lvaniaandwhu began re absence of cardiac arrhythmias. cerebrovascular disease, congestive heart fail-
7 % 7 i St ure, diabetes, myocardial infarction, other ischemic heart disease, other cardio-
vmtlunalurat“:nmlanu[:rsj,'rhm:medjcauunbeman 1004 andmf;.ﬂn wvascular disorders, cancer, HIWV infection, dementia, deliriurm, mMmood disorders,
lity d Cox s I-1 o odel d th psychotic disorders, other psychiatric disorders, and the use or nonuse of other
= “::l‘ ratesan -“P“—‘P"-‘mm& = 5 MOAELs Were use “—‘fﬂmpﬂff psychiatric medications, total number of medications used, hospitalizations,
within 180 days, less than 40 days, 40 to 79 days, and 80 to 180 days afte; and nursing home stays.

of therapy with an antipsychotic medication. We controlled for potendal ..

vanabls

Los neurolépticos convencionales &
tienen un 37% mas de mortalidad &=
(dosis-dependiente) a corto plazo

que los atipicos. OR: 1.27-1.56

iniciaron tratamiento con
antipsicoticos. Cuatro cohortes
(0-40, 40-80, 80-180, >180 dias).

the pes — = —— — = 15e5
inrisk occurred soon after therpy was initiated and with higher dosages of convention-

. .
S e

e
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ARTICLE

Antipsychotic Drug Use and Mortality in Older Adults with Dementia

Sudesp 5. GIN, MDD, MS5c; Susan E. Broaskill, PhD; Sharon-Lise T. Momand, Phy; Geofirey M. Anderson, MD, PhDy; Kathy Sykom, MSc il
Kelvin Lam, M5c: Chalm s, Bell, MD, PRy Phillp E. Lee, MD: Hadas D. Fischer, MD; Mathan Hermmanin, MD; Jemy H. Guraltz, MO i

and Paula A. Rochon, MO, MPH

Background: Antipsychotic drugs are widely used to manage be-
havioral and psychological symptoms in dementis despite concerns
about their safeby.

Cibjective: To examime the assodation bebween treatment with
antipspchotics (both comentional and atypical) and all-cause mior-
Lality.

Deslgn: Populabon-based, retrospective cohort study.
Setting: Ontario, Canada.

Patients: Oider adults with dementia who were followed between
1 Aprl 1997 and 31 March 2003

Measurements: The rsk for death was determined at 30, 60, 120,
and 180 days after the nitial dispensing of antipsychotic medica-
tion. Two pairwiss comparsons were made: abypical verss no
anfipsychotic use and conventional verss abypical antipsychobic
usa. Gnoups were stratified by place of residence {community or

lonmg-term carel. Propensity score matching was used bo adjust for
differences in baseline health stabus.

Results: A total of 27 259 matched pairs were identified. Mew wse
of alypical anfipsychotics was assocated with a slalistically signifi-

cank increase in the ek for death at 30 days compared with

nonuse in both the communiy-dwelling cobort (adjusted hazard .
ratio, 1.31 [95% Cl, 1.02 to 1.70]; absolute msk difference, 0.2 T
percentape point) and the long-term care cohort (adjusted hazand

ratio, 1.55 [Cl, 1.15 to 2.07]; absolute nsk difference, 1.2 percent-

ape pointsh. Excess nisk seemed to persist to 180 days, but unequal

rates of censonng over time may hawve affecied these results. Ral-

afve o atypical antipsycholic use, conventional antipsycholic use

was associated with a higher risk for death at all time points.

Semsitivity analysis revealed that unmeasured confounders that in-

crease the risk for death could diminish or eliminate the observed

associations.

Limitations: Information on cawses of death was not avallable. Many
pabents did not continue ther infbial freatments afier 1 month of
therapy. Unmessred confounders could affect associabions. T

Conclusions: Abtypical anfipspcholic use £ assodated with an in-
creased risk for death compared with monuse among older adufts

with dementia. The nisk for death may be greater with comentional
antipsycholics than with afypical anfipspdholics.

Predisposiciéna arrtimias x Prolongacion QT

Aumento de broncoaspiracion y asfixia por
sedacion

Relacioncon TEP
Riesgode ACV




éPersiste el aumento de riesgo de
mortalidad en tratamientos la largo plazo
©  con neurolépticos?

" Lancet Neurel 2009; 8:151-57

v'Hay un aumento de la mortalidad en pacientes tratados con
antipsicoticos a los 12 meses SCPD (Supervivencia 77% placebo
vs 70% tto); mas marcados a 24 (71% vs 46%)-36meses.

v'Risperidona 67%; haloperidol 26%

v’ Aunque los resultados no pueden generalizarse a otros
atipicos, apuntan a la necesidad de alternativas mas seguras
para el tratamiento de los SCPD.
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H?! dlferenaasen la mortahdad
entre los d iferentes. anil pSlcotlcos‘?

|

En los primeros 30 dias R

SPAKelY{Ip[o] Ml » RR=3,2 dosis> 1 mg/dia R
RR=1.5; A mg/dia Lo

e RR=1,6 dosis > 1 mg/dia
220081000 A e RR=1.1; =< 1 mg/dia Las dosis habituales se asocian a una
mayor mortalidad a corto plazo

excepto para la quetiapina.

v

e RR=1,5 dosis >2,5mg/dia Todas las dosis de HL asociadas a

mayor riesgo

J.. RR=1,=<2,5 mg

No aumento del riesgo de
mortalidad pasados los 30 dias.

e > <50 mg/dia: no

QUETIAPINA mayor mortalidad

\, ¢

Rossom et al. Are all commonly prescrlbed antlpsychotlcs assoc:ated with greater mortallty
~ In elderly male veterans with dementia? JAGS 2010 '58:1027-1034.

s
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Risk of Mortality Among Individual Antipsychotics in

Helen €. kabes, M.D.
Hyungjin Myra Kim, 5¢.0.

Kara Zivip, P00,

Marcia Valenstein, M.D., M.5.

Lisa 5 Seyfried, M0, M5,
Claire Chiang, Ph.Iv

Francesca Cunningham,
Fharm.0.

Lon % Schneider, M.0L, 8.5,

Frederic C. Blow, Ph.D.
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Estudio retrospectivo de cohortes de > 65 afios

Inicio antipsicéticos o dcido valproico en
demencias (33.604 pacientes).

Seguimiento a 180 dias.

La mortalidad fue 1,5 veces mas alta en los
primeros 120 dias que en los sucesivos para todos
los farmacos excepto el haloperidol.

El mayor riesgo de mortalidad con el haloperidol es
mayor en los pirmeros 30 dias: RR= 2,24 que en el
grupo de risperidona de 150-180 dias.

FIGURE 1. Covariate-adjusted Survival Function by Days of
Exposure in a Study of Mortality Risk Aamongz Individual
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. | Risperidona a dosis maximas

alternativa a dosis de inicio de 1 mgdia tambien es

i ! de 25 mg/noche hasta 75 eficaz, pero dosis mas altas
' ! mg/12h. se asocian con aumento de

S0 N0 S Sl efectos adversos.
Escasa evidencia de eficacia

S - en Demencia.

Quetiapina es una

Unica con la indicacion en

. Espafa.
\ A\ y.
Olanzapinadosis de iniciode | \ =
2.5mg hasta 5 mg/12h. i S ; Aripiprazol 5-10 mg/dia
Al menos efecto modesto en = i A s Escaso efecto
SCPD en EAy DV. f SOLO EN PACIENTES ] Extrapiramidal y bajo riesgo
Efecto extrapiramidal bajo a CON SCPD GRAVES cerebrovascular
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ANTIDEPRESIVOS
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Antidepresivos: depresion y demencia

RIS e R

Los ancianos deprimidos tienen un mayor riesgo de desarrollar demencia

B | Si no es tratada puede acelerar el deterioro cognitivo: indicado ISRS si
sintomas de la esfera afectiva.

Dx dificil: confusién con otros sintomas de demencia (apatia, trastornos del
sueino y retraccion social)

ISi duda: un ensayo terapéutico con AD la Unica estrategia diagndstica

Peor respuesta que poblacion general: { Otros mecanismos neurobiolégicos?




Antidepresivos:ﬂ deﬁr‘esién Y demencia

e Prevalencia de depresion: 100 s o M
40% en los tres primeros e
afios, decrece con el
tiempo. )

e El deterioro funcional
puede preceder a la g
aparicion de los sintomas </ "'“‘---\.\>
depresivos en  pacientes N o | ot~
con probable EA, mas que el
cognitivo. O e S

536 pacientes seguidos durante 14 afnos.

Dep(essfve symptoms in Alz_he_iniér 'cnl_isébs'e: natural course and tempordl o
relation to function and cognitive status.
Holtzer R et al. ] Am Geriatr Soc 2005; 53:2083-2089
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el tratamlento de la depres:oh"en Ia demencna?

LRI R =k ANE: SR & : S '___.._.__ it : = ,,_.i_
‘ i : i i

_./’-I

| @
Bains J, Birks JS, Dening TR

1 1 ' 1
}. S y ’ THE COCHRANE

Reproduccién de una revision Cochrane, traducida y publicada en La Biblioteca Cochrane Plus, 2008, Numero 2 COLLABORATION®




Sertraline or mirtazapine for depression in dementia

(HTA-SADD): a randomised, multicentre, double-blind,

placebo-controlled trial

Sube Banerjee, Jennifer Hellier, Michael Dewey, Renee Romeo, Clive Ballard, Robert Baldwin, Peter Bentham, Chris Fox, Clive Holmes,
Cornelius Katona, Martin Knapp, Claire Lawton, James Lindesay, Gill Livingston, Niall McCrae, Esme Moniz-Cook, joanna Murray, Shirley Nurock,

Martin Orrell, John O'Brien, Michaela Poppe, Alan Thomas, Rebecca Walwyn, Kenneth Wilson, Alistair Burns

Ssummary

Background Depression is common in dementia but the evidence base for appropriate drug treatment is sparse and  Lancet 2011;378: 403-11
equivocal. We aimed to assess efficacy and safety of two of the most commonly prescribed drugs, sertraline and  published Online

mirtazapine, compared with placebo.

Mal-1m 1 ErSng An

v'326 pacientes de Psicogeriatria
D+D

v'No beneficio sobre placebo.
v'Necesidad de pensar alternativas
no farmacoldgicas

v'Actitud expectante en 13
semanas (43% mejoria placebo)
v'No descarta uso de AD en casos
de gravedad o persistencia

v'No extensibles a otros AD.

CS0D score

Visit {weeks)
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TR NN
x\-\-\"\.
104
2 B ] .
. _
o T T
0 13 35




|

i

Antidepresivos para la agitacion y la psicosis en

b Bl

fiCh s .I =13 g A © S T..

e
I
i

lademencia.

| Seitz DP, Adunuri N, GillSS, et al.
ﬂ "

—Xetina, |,

B |
!

o

-—-‘IQ_X_a_nJ_iD_a_
Uena toleranciy en

) con Placebq,

THE COCHRANE
COLLABORATION®




Available online at www.sciencedirect.com
e
“e“” H H ARCHIVES OF
*»” ScienceDirect GERONTOLOGY
AND GERIATRICS

Archives of Gerontology and Geriatrics 47 (2008) 207-215
www_elsevier.com/locate/archger

Trazodone for Alzheimer’s disease:
A naturalistic follow-up study

Secundino Lépez-Pousa *P* Josep Garre-Olmo ?,
Joan Vilalta-Franch *®, Antoni Turon-Estrada ®,
Imma Pericot-Nierga 4
*Research Unit, Institut d’Assisténcia Sanitaria, Hospital Santa Caterina,
Parc Hospitalari Marti i Julia, C/Dr. Castany &/n, 17190 Salt, Girona, Spain

"Mem.-‘;r_v and Dementia Assessment Unit, Institut d’Assisténcia Sanitdria, Hospiral Sania Calerina,
Parc Hospitalari Marti i Julia, C/Dr. Castany &'n, 17190 Sali, Girona, Spain

Received 7 February 2007; received in revised form 12 July 2007; accepted 23 July 2007
Available online 25 September 2007

Abstract

This study intended to provide a patient profile for trazodone (a triazolopyridine-derivative of
phenylpiperazine) prescription in everyday clinical practice in patients with Alzheimer’s disease
(AD), and to describe clinical evaluation and the impact on caregiver burden at a 6-month follow-up.
A naturalistic, prospective and observational study was performed, with [h follow-upin 396
patients with probable AD, according to the NINCDS-ARDRA criteria. At the baseline and at the 6-
month visit, patients were administered the Neuropsychiatric Inventory (NPI) to determine their
Behavioral and Psychological Symptoms of Dementia (BPSD). and the Zarit Burden Interview
(ZB1)to assess the impacton caregiver burden. Trazodone was prescribed for 6.1 9% of patients. With
respect to the baseline visit, the untreated group showed an increased global NP1 score (3.1 points:
95%C1=1.9-4.2;p =0.001)and ZBI score (2.2 points; 95% CI = 0.9-3.4; p =0.001). At6 months,
the global NPl and ZBI scores remained unchanged for the treated group. The treated group showed
a significant reduction in the NPI irritability subscale score (2.1 points; 95% CI=0.4-3.7;
p=0.015). In the clinical practice, trazodone treatment was prescribed for patients with irritability,
agitation and disinhibition. After 6 months, patients treated with trazodone exhibited no increase in
BPSD frequency or severity, nor was an increase noted in the caregiver burden.

(© 2007 Elsevier Ireland Lid. All rights reserved.

Kevwords: AD: Trazodone; Behavioral disturbance:; Geriatric psychopharmacology

Appetite changes ——=

Aberrant motor behavior =

Irritability

Disinhibition =
Apathy =
Euphoria =

Anxiety |-

Depression [—
Agitation

Hallucinations =

Delusions =

| OMo trazodone [ Trazodone

Fig. 1. Mean baseline score for the NPI subscales in the trazodone-treated group and the untreated group.
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Trazodona para la agitacion en la demencia

Martinon-Torres G, Fioravanti M, Grimley Evans J
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d sus

pendemos

Escitalopram, citalopram,
sertralina, paroxetina

1T \:{el; l Sesuimiento a 13 y 25 semanas.
La suspension del AD llevé a
Discontinuation of antidepressants in people with | aumento de sintomas depresivos.
dementia and neuropsychiatric symptoms (DESEP ‘
- study): double blind, randomised, parallel group,
placebo controlled trial Mas pacientes del grupo de STOP
EEB8 oPen AccESS "I- Interrumpieron el estudio por
Sverre Bergh researcher', Geir Selbeek head of research department'®, Knut Engedal professor'** i apa ricion deSCPD
'- 'Centre for Old Age Psychiatric Research, Innlandst Hospital Trust, MN-2312 Ottestad, Norway ; *Morwegian Centre for Dementia Ressarch, Oslo
. N Llniv.ersitjii-lnspilﬂl,fl.o,waay;.:Eiversityof[)sb.osln R ) .
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Definicion

e Toxicidad Serotoninérgica:

Conjunto de manifestaciones

autonomlcas neuromusculares y
alterauones del estado mental, que
ocurren como resultado de un aumento
de la concentracion intrasinaptica de la 5-
HT en el ,SNC v receptores perlferlcos.

. Concentracmn dependlente se puede
presentar tras Ia.lngesta terapeutlca de
un solo farmaco, por sobredosis de un
farmaco, o con mas frecuencia por el uso
de 2 o mas farmacos con efe;cto_l_

serotoninérgico.

Espectro clinico

- Altered Clonus
Akathisia mental status | | (sustained)

I

Hyperthermia |

Mild 0
threatening
symptoms . toxicity
TearhoE Clonus Muscular
{inducible) hypertonicity
/,‘ Mydria
/‘ =

Agitation

_have diarrhea

/ ) f{
/ 'y L
b
Intreased bowe
A . ¥ sounds; may
Hyperreflexia S - iy
proatey 4 /
extreniities)

Tachycardia
Tremar
[greater in lawer
extremilies) Autonomic instability;

often hypertensive

Figure 2. Findings in a Patient with Moderately Severe Serotonin Syndrome.
Hyperkinetic neuromuscular findings of tremor or clonus and hyperreflexia should lead the dlinician to consider the
diagnosis of the serotonin syndrome.
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Table 1 Mechanisms of common drugs that influence serotonin syndrome
Inhibit Postsynaptic
Inhibit 5-HT 5-HT Receptor
5-HT Synthesis 5-HT Release Uptake Metabolism Stimulation
L-tryptophan Amphetamines SSRIs MAOIs Buspirone
5-hydroxytryptophan and derivatives fluoxetine phenelzine 5HT1 agonists
dextramphetamine paroxetine tranylcypromine sumatriptan
FIOL0) metamphetamine sertraline isocarboxazide zolmitriptan
> & & S fenfluramine fluvoxamine selegiline naratriptan
@099 dexfenfluramine citalopram meclobemide rizatriptan
D phenteramine Trazadone St. John's wort Lithium
MDMA (ecstasy) Mefazadone Carbamazepine
Cocaine Venlafaxine
Heserpine TCAs
Tetrabenazine amitriptylline
Levodopa imipramine :
MADOIs clomipramine
phenelzine doxepin —— :
tranylcypromine desipramine Romilar- 3
isocarboxazide Bupropion o
selegiline Dextromethorphan 15 ma./5mi :
meclobemide Tramadol it §
Meperidine 5 I
Sibutramine |
Cocaine B -
St. John's wort 5 i
Amphetamine and p:
derivatives
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Gabapentma Iamotrlgma pregabalma o toplramato | | W

Serie de casos y estudios abiertos: algunos resultados
prometedores pero tienen que ser contrastados.

La gabapentina es bien tolerado en ancianos g

Se ha descrito algun caso de empeoramiento brusco al prescribirlo
en pacientes con demenica por cuerpos de Lewy.

La oxcarbamazepina : s6lo un EDCC con resultados positivos para
el control de la agitacion y agresividad en demencia
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BENZODIACEPINAS
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i . Minimos datos sobre su eficacia en demencia. No
i |
{ 58 B NERER S recomendado para SCPD
: : ¢t
- e : N
1 { | ' ! Efectos secundarios: sedacién, fatiga, confusion, vértigo,
5 R T Y R BASR caidas, deterioro cognitivo, desinhibicion paraddjica,
| -
o dependencia
: :__r_l IR )
: N
1
ol e
! i _L _ i No recomendada en periodos de mds de 2 semanas
= OSSR MR |
| L
' { g
| | W — <
| - R educcion progresiva si toma previa > 6 semanas
1o 4
l- I N
3 i Tratamiento de la ansiedad asociada a ISRS
' J
-
Vida media corta: Lorazepam, oxacepam, temacepam
y
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v El tratamiento 8

de SPCD es un reto . Cambios en las pautas en ultimos afios

v' El manejo no farmacolégico es el primer escalén del tratamiento

¢ | v'Descartar causas organicas, dolor

v'Se aconseja el tratamiento especifico con IACE y/o Memantina

* VEn presencia de trastorno afectivo o ansiedad o si agitacion y

contraindicacion de memantina: ISRS

| v'Psicosis o agitacion grave o aguda: con sufrimiento, un antipsicético

B explicando riesgo/beneficio, titulacién lenta y minima dosis

v'Monitorizar la aparicion de efectos adversos e intentar reducir dosis
v'Si ineficaz: estabilizador del humor

v'Para sintomas refractarios: otros farmacos.
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A pesar de ausencia |
de alternativas mas 1;
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