

















Farmacoterapia della demenza
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Review

@ L AR production
O 1 AB aggregation
O T AR clearance (immunotherapy)

@ 1 tau aggregation or phosphorylation
@ Cholinergic drugs
O Others

Preclinical

ACl-24
o .Phe nylthiazolylhydrazide

OAnti—ABantibodies .Rhodanines

.Minocyclinc

OAfﬁtcpe AD-01*

Phase 2
Affitope AD-02 OAL—Z 08*

(OPF-04360365 (DAL-108*
(O acc-o01 @ mrc/mT

(O AN-1972* @ nicotinamide

(O 6sk-933776

@ Anti-tav

antibodies

(OsEN-1269

(OmasT-51024

Ol\-‘lg Phase 3

UB-311 % s
O (Ocab-106 ® 5 @ valproate .:\IN 2_311 21)1~ 2
OELND'OOS OSoIanezumab ] s . Lithium™*

(Or-1450 OnaF
(Ose742457
(O PRrx-03140*
(@@L
(O T1TP-488

(O PF-04447943

Q}\ntioxidanfs

OStatins
Ol.atrepirdine

@ rhenserine*

(@1
(@L:rk
@ nicss
@ Bryostatin-1

EHT-0202*
© @cevp-6124
@ -5ms-708163 @ Huperzine-A*

.Pioglitamne* .AZD -3480*

@ ABT-089*

(O Tramiprosate*
(@]

.Ta renflurbil*

(O reptidic anti-
aggregants

Ov-950
@c-2012*
@ mk-o752*

@ cHFs074

.Se magacestat

.Rosiglitazone‘

C. Exebryl-1

O Ladostigil

@ Ar-1028*

.Talsaclidine"

@ crs-21166*

@ rF-3084014*

.Memoquin

.Begacestat'

.Anti -B-secretase antibodies

Figure: Drug development in Alzheimer’s disease

Drugs being investigated for Alzheimer's disease therapy, reported according to the most advanced phase of study and main therapeutic properties (including data from studies in vitro and animal
models). AB=amyloid B. BBS1=anti-B-site antibodies. BDNF=brain-derived neurotrophic factor. EGCg=epigallocatechin-3-gallate. IVig=intravenous immunoglobulin. LMT=leuco-methylthioninium.
ioninium chloride. NGF=nerve growth factor. NGXsc=NGX series compounds. PUFAs=polyunsaturated fatty acids. GSM=y-secretase modulator. RCT=randomised controlled trial. *RCTs
n Alzheimer’s disease not ongoing. 1Drugs approved for the treatment of Alzheimer's disease.

The effects of rosiglitazone on cognition in patients with  compound, was well tolerated and reduced plasma Af3
Alzheimer’s disease or mild cognitive impairment have concentrations in a phase 1 RCT in healthy volunteers.”
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Inibitori dell’acetil-
colinesterasi:

— donepezil
— galantamina

— rivastigmina

— memantina

La prescrizione a carico del SSN, su diagnosi ¢ piano terapeutico delle Unita di
Valutazione Alzheimer (UVA) individuate dalle Regioni e dalle Provincie Autonome di
Trento e Bolzano, ¢ limitata ai pazienti con malattia di Alzheimer di grado lieve, con
MMSE tra 21 e 26 (donepezil, rivastigmina, galantamina) o moderato, con MMSE tra 10
¢ 20 (donepezil, rivastigmina, galantamina, memantina).

Alle UVA ¢ affidato 1l compito di effettuare o. eventualmente, confermare una diagnos!
precedente e di stabilire if grado di seventa in accordo alla scala MMSE.

Il piano terapeutico deve essere formulato sulla base della diagnosi miziale di probabile
demenza di Alzheimer di grado lieve-moderato.

La risposta clinica dovra essere monitorata ad intervalli regolari dall'mizio della terapia:

o a | mese, per la valutazione degli effetti collaterali ¢ per I'aggiustamento del piano
terapeutico;

¢ a3 mesi, per una prima valutazione della risposta ¢ per 1l monitoraggio della tollerabilita;
|a rimborsabilita del trattamento oltre 1 tre mes: deve basarsi sul non peggioramento dello
stato cognitivo del paziente valutato tramite MMSE ed esame clinico;

*0gni 6 mest per successive valutazion della risposta e della tollerabilita.
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Memantine in Moderately-
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A Postmarketing Surveillance Study
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Farmacoterapia della demenza
Cochrane Library 2004

* Ginkgo-Biloba (Symfona N®) e tocoferolo
(Vit E): insufficiente evidenza di efficacia

« Selegilina (Jumexal®): inefficace

* Piracetam (Nootropil®): nessuna
iIndicazione




Guidelines for the Treatment
of Alzheimer’s Disease from
the Italian Association

of Psychogeriatrics
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Dionepezil, oalantamineg and rvasbigmne
have shown similar efficacy al
recormmenced dosages in clinical fials

Advarse affecis appear 1o be less freguent
with donapezil han galarlaming ar
rvasligmire at recommeanded dosages

Frinzipal adwverss racts cormpnsss
gastrosnlestinal, cardiac, respiraiony,
anc muscular proHaems

] r s ~A LTI L RETRS
digsease, or vascular risk lactors
n AL palenis

Can be used to coniral cogritive Standard
symypdoms, without differantiabion
petwieen specific compownds, and
pasac o individual physician
preferances

Donepezil may be preterred 1o
galantamne and rvastigmine
haecause of a8 lower incidence ol
adverse events

Achverse events do ol préclude tha
e ol ACKE inhibitors in clinicl
praciice

Fraclical opfion

BFSD buhe-.;.fun-..ral =|E-:| m‘-,n:l'i:llr:-;:ﬁl gympotoms of dementiz; MMSE  Minl-Mantal State Exarmination. ;
*Rased on randomised contralled trials [class 1, chservational or case—control studies (class 1), or expert opinion (class 11
“Guidalines must be emptoyed 1o guaranias the best possiole patient oulcomes (standard), should be used whensver
possible to assure the best possidle patient Gulcomes {recommandalion), of ¢can be considarad in particular siluations
(practical option}





































