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DEMENTIA- Alzheimer’s Disease

Dementia is a syndrome in
which cognitive function (i.e.
ability to process thought)
deteriorates progressively. It
is not part of a normal ageing
process. It affects memory,
thinking, orientation, calcula-
tion, learning capacity, lan-
guage, judgement, emotional
control, social behaviour, or
motivation.

However, consciousness 1is
not affected. It is commonly
associated with behavioural
and psychological symptoms
which can lead to increased
dependency on

and  subsequent

caregivers

nursing
home admission. The lack of
awareness and understanding
of dementia can lead to stig-
matisation and, delay in diag-
nosis and care.

There are estimated 50 mil-
lion People With Dementia
(PWD) wortldwide and 60%
of them live in low- or mid-
dle-income countries. There
are nearly 10 million new
cases every year.

According to  Alzheimer’s
disease International, the
estimated number of PWD in

Malaysia was 123,000 in 2015

Alzheimer’s disease (AD) is
the commonest type of de-
mentia (60 - 70%), followed
by vascular dementia (VaD),
mixed dementia, frontotem-
poral dementia (FTD), De-
mentia with Lewy bodies
(DLB), Patkinson’s disease
dementia (PDD) and others.

Patient is unable to remember
the date or tell the time

Pathophysiology of Alzheimer’s Disease (AD)

Neurotransmitter Involve
in AD
Acetylcholine: Principal

neurotransmitter involved in
thought,
memory, attention and en-

learning and

hancement of sensory pet-
ception upon waking.

Reduction of acetylcholine in
the brain has been linked
with the memory deficits
associated with Alzheimer’s
disease.

ACETYLCHOLINE
Learning neurotransmitter

Glutamate: Involved in cog-
nitive functions- learning and
memory regulates and brain
development

Glutamate is toxic to neurons
in larger quantities. Too
much Glutamate can destroy

neurons.

GLUTAMATE
Memory neurotransmitter

XXX

KESIHATAN NADI KEHIDUPAN




Cholinergic Hypothesis:

Lost of central cholinergic neurons
and deficiency of acetylcholine. Re-
duce memory and learning process

p-amsloid

Amyloid Cascade Hypothesis:

Progressive accumulation of beta-
amyloid along the microtubule. Ttig-
gers a complex cascade of events
ending in neuronal cell death

SEVERITY OF THE DISEASE

Symptoms

Symptoms

e[ailure to execute simple movements

e First failures of memory, concentration and attention

Tau Hypothesis:

Excessive or abnormal phosphoryla-
tion of tau results in the transfor-
mation of PHF tau (paired helical
filament). It cause aggregation of this
protein along the neuron, blocking
impulse

Symptoms

e Complete loss of memory and judgment

Loss of sphincter control and immobility

SIGNS & SYMPTOMS

Episodic Changes in Visual Poor
Memory Mood and Impairment Speaking and
Impairment Behaviour Language
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Risk Factors
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Non-Modifiable Risk Factor :

. Advancing age: age = 65 years
is a risk factor for any demen-
tia

. Sex: Female has higher risk of
dementia especially in AD

. Genetic: Amyloid (B-protein
precursor on chromosome
21, presenilin 1 on chromo-
some 14 and presenilin 2 on
chromosome 1

Pharmacological
Treatment

Cholinesterase
lﬂhlblm

M&nl.CoA
Choline

Donepe
Rivashsmim-j
Galantamine

Acetylcholinesterase Enzyme
Inhibitors, AChEI such as Don-
pezil, Rivastigmine works by aug-
menting the levels of acetylcholine
in the brain to compensate for the
losses of cholinergic function. Addi-
tionally, Galantamine also modulates
activity at nicotinic receptors. May
improve, maintain or slow the de-
cline of cognitive function.

Modifiable Risk Factor:

Physical inactivity . Lifestyle: Smoking
Psychiatric illness: late-life . Low social participata-
depression tion, less frequent social
Excessive alcohol consump- contact and more loneli-
tion ness.

Donepezil

Dose & Frequency

Dosing (mg/day):
Initial: 5 mg once

Common adverse
effects

Adjustment

Diarrhoea, nausea,
vomiting, insomnia,

Liver impairment: No
dosage adjustment

Counseling
Information/
contraindications

May impair ability to
drive or operate

daily, may increase to necessary fatigue, drowsiness, machinery
10 mg once daily chest pain, Contraindicated to
after 4 - 6 weeks Renal impairment: No hypertension, donepezil
Max dose 10mg OD dosage adjustment hypersensitivity,
necessary piperidine derivates
(haloperidol)
Aricept’
DONEPEZIL HOI *Oral Donepezil strength: 5mg and 10mg tab
5mg **Orodispersible Tab: 5mg and 10mg tab
. Prescriber category: A
28 comprimés pellicules
Rivastigmine Oral
Dose & Frequency Adjustment Common adverse Counseling

Dosing:

Initial: 1.5 mg twice
daily; may increase
by 3 mg daily every 2
weeks (based on
tolerability).
Maximum dose: 6 mg
twice daily

U NOVARTIS

Exelon®

Rivastigmine |
Rivastigmina
-

1.5 mg &5 @

Liver impairment: No
dosage adjustment
necessary

Renal impairment: No
dosage adjustment
necessary

»
Ape

“*Rivastigmine Capsules 3 mg
Exelon®
-3 mg

Bl
% 14 ha capsuies

U NovarTIS

Rivastigmine TD Patch

Dose & Frequency

Dose.
Initial: Apply 4.6 mg/24

hours patch once daily.

If well tolerated, may
titrate (no sooner than
every 4 weeks) to 9.5
mg/24 hours and then
to 13.3mg/24 hours
(maximum dose)

NOCOTB 80015

EXELONPATCH

133 mg/24 hours |

(22 |
Contains 30 Systems |

Adjustment

Liver impairment
adjustment.

Child-Pugh class A and
B: Initial and maximum
dose of 4.6mg/24hours.
Child-Pugh class C: No
dosage adjustment.

No renal adjustment

Rucoy |

& Novarris |

effects

Nausea, vomiting,
diarrhoea, dizziness,
tremor, hypertension

Information/
contraindications

May impair ability to
drive or operate
machinery
Contraindicated to
rivastigmine
hypersensitivity,
carbamate derivates
(disulfiram)

**Oral rivastigmine strength:

1.5 & 3mg Cap

Common adverse
effects

Nausea, vomiting,
dizziness, headache,
falls, Local: Application
site erythema
(transdermal), tremor,
Hypertension

**TD rivastigmine patch strength:
4.6mg, 9.5mg,13.3mg/24hrs
Prescriber category: A*

Prescriber category: A*

Counseling
Information

May impair ability to
drive or operate
machinery

Counsel pt on patch
application

*Available in HKP

**Not Available in HKP
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Pharmacological

Treatment

Galantamine

Dose & Frequency

Dosing (mg/day):
Initial: 4 mg BD x 4
weeks

If tolerated, increased
to 8 mg BD for more
than 4 weeks

If tolerated, increase
to 12 mg BD

**If treatment
interrupted >3 days,

Adjustment

Liver impairment:
Moderate: Max dose
16 mg/day.

Severe: Use not
recommended

Renal impairment:

Creatinine clearance
(CrClIr) 9 - 59 ml/min:
Max dose 16 mg/day.

Common adverse
effects

diarrhoea, nausea,
vomiting, decreased
appetite, abdominal
pain/distress,
dyspepsia, dizziness,
fatigue, tremors,
weight loss

Counseling
Information/
contraindications

May impair ability to
drive or operate
machinery

Contraindicated to
galantamine
hypersensitivity

Nnc 8247714 | | " I I

*Each tablet contains:

H Galantamine hydrobromide, USP
alantamine  <uedass i,
Usual See package insert for
Tablets. USP conplete prescrbing rformation.
) Store at 20° 10 25°C (88" to 77°F) [See
USP Controlled Room Temperature).
Dispense n a iht confaer
oy . KEEP THIS AND ALL DRUGS OUT
@ | OF THE REACH OF CHILDREN,
S Code No.: GUIDRUGI1486
Manufactured
Cadia Healthcare Lid.
A [
i 60 TABLETS  Distributed by- 2 3
lus Zydus Pharmaceuticals USA Inc. 2 %
@ Rxonly  Pennington, NJ 08534 38

**QOral Galantamine strength:

4mg Tab

to restart at lowest CrClr <9 ml/min: Max

dose dose 8mg/day
o MOA: NMDA receptor antagonist
that inhibits the effects of pathologi-
cally elevated levels of glutamate
which then lead to neuron destruc-
Glutamate ° tion
) ® o
o NMDAra use for AD treatment is
Glial cell Memantine
Memantine
Memantine
Dose & Frequency Adjustment Common adverse Counseling
effects Information

Dosing (mg/day):
Initial: 5 mg once daily;

Liver impairment:
Severe: Use with

Hypertension,
dizziness, confusion,

May impair ability to
drive or operate

increase dose by 5 mg caution headache, diarrhoea, machinery
every week as constipation, vomiting, = Counsel pt on patch
tolerated to a target Renal impairment: back pain, cough, application

CrCL 30 - 49 ml/min:
Initial 5 mg once daily;
CrCL 5 - 29 ml/min
Initially 5 mg once daily

maximum dose of 20
mg/day

Dose may be
administered once daily
or two divided doses

dyspnoea
Contraindicated to
memantine
hypersensitivity

20 Tuslets I

E_bixa 10 mg

Memantine hydrochloride

*Oral Memantine strength: 10mg tab
# Prescriber category: A*

*Available in HKP

**Not Available in HKP
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How to use Rivastigmine TD Patch?

Left or Right Upper Arm Left or Right Side of Chest To use it

Wash hand

Open packaging
Choose application site
Peel the adhesive film

Front
- .
OR § % OR .
/)‘ 4¢ /L . Apply patch on application
site
Back
OR %
U %

Side

AL WOWN =

| =

To remove it
OR 1. Peel the edge of film

2. Fold patch inwards the
7 adhesive side, seal it

3. Discard in closed bin

[

Left or Right Upper Back Left or Right Lower Back
Pouch Exelon Patch
: Protective Liners
Rx only )
EXELONPATCH i§
(vasigmine ransdermal sysiem) E
T é — EXELON*PATCH
For T ™ 0 v -
Cmtu:ﬁvﬂ::‘ . 2 Adhesive with
: § medlclne\
g
3
PO
Protective Liners Oucsids Backing
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