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“ Cholinesterase inhbitors.
(ChEls) prevent the
breakdown of ACh in the
synaptc cleft by hampering the function of
cholinesterases. ChEls result in sustained or
increased levels of AChH in the synagtic claft.

Source: Geriatrics Aging © 2006 1453987 Ontario. Lid.

= & Medications and treatment which are in
the developing process.




Table 1. Phamacological ¢lharacteristics of cholinestesase inhibitors,
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Characteristics and Properties of Acetylcholinesterase Inhibitors*

Maintenance Dose Serum Halfife | Taken with Food?
10mg 70 hours No Take s?.

Drug Name
Donepezil

23-mg once-daily tablet
after patients are stable dreams/nightmares
on a dose of 10 mg daiy
for 6 months

6 mg bid

1.5 mgbid

46mg24 hours | 9.5mg24 hours

4 mg bid or 12mg bid or 24 mg Drink with plenty of
8mgERdaly | ERdaiy waler, may cause
diziness

,WU> approved for mild-moderate stage of
~dementia, Alzheimer type and mild to moderate
dementia related with Parkinson’s disease

e Adverse effects: nausea, vomitting, rash

Abbreations: b, iwice 2 dsy, ER, extenced riease; NA, nof agplcatie.
* Contains informsfion from reference 13,
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er IR: 4 mg bid for 4 <<mm_Am then increase
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Memantine Selectively Blocks Pathological
>0ﬂ_<m~.03 of NMIDA Receptors
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of NMDA Receptors by Memantine Neurotransmission or
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Cognitive
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e EDA approved for mild-moderate stage of . :

Noise

dementia, alzheimer type. Also have several oo
studies on mild-moderate vascular dementia. Crotamate

e Magnesium
= Memantine
Adapted from Parsons CG et al. Neuropharmacology. 1999; 38:735

-> approved for moderate to severe
m,ﬁm@m of Alzheimer’s disease.

» Adverse effects: confusion, dizziness,
drowsiness, headache, insomnia,
agitation, hallucination
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Fig. 1. Model for prediction of rate of decline in cognitive ability {Blessed
Dementia Scale) in memory clinic patients receiving treatment for AD. P
values are of difference in Cohen deffect size estimates at each time point:
*P < 05 versus no medication; **P <2 1 versus no medication; ¥ **P <
D01 versus ro medication; *¥P = .01 versus ChE]l monotherapy; *¥p =
{001 versus ChEl monotherapy. Reproduced with permizsion from At A,
Shaughnessy LW, Locascio 1, Growdon JH. Long-term course and effec-
tiveness of combination therapy in Alzheimer's diseaze. Alzheimer Dis As-
Di NE22 921 Figure 3. Mean Scores on the Standardized Mini—Mental State Examination (SMMSE) and the Bristol Activities
o Dizord L . of Daily Living Scale (BADLS), According to Visit Week and Treatment Group.
Scores on the SMMSE range from O to 30, with higher scores indicating better cognitive function; scores on the
BADLS range from O to 60, with higher scores indicating greater impairment. Shown are raw estimates of the mean
score at each visit. I bars denote the standard error.
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Fg. 2. Maodel for prediction of mte of decline in functional ability {Wein-
traub Activities of Daily Living Scale) in memory clinic patients receiving
ireatment for AD. Pvalues are of difference in Cohen d effect size estimates
at each time point: *P < 03 versus no medication; ***P < 001 versus no
medication; **P < D01 vesus ChEL monotherapy. Reproduced with

ission from Atri A, Shaugh LW, Locascio 1), Growdon JH.
Long-term course and effecti of imation therapy in A i 5
disease. Alzheimer Dis Assoc Disord 2008;22:209-21.
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| Alzheimer’s disease |

$ 3 .
design study of 24 weeks duration included 667 participants who were at <_

w - . . .. .
St 50 years of age with a diagnosis of probable Alzheimer s disease with : Decrease in brain ability to metabolize glucose,
= = the energy resource for the brain

T

=& 342 patients were randomized to receive memantine ER 28 mg and ChEI; and

335 patients were randomized to receive placebo and ChEIL
|Axona® metabolized to BHB |

k

Provides ketone bodies as energy
resource for the brain

Figare 1
P o mechanism of action of Axona®
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k24, patients treated with memantine ER 28 mg/ChEI showed a statistically significant
ement (LOCF) over the placebo/ChEI group on both the SIB (p = 0.001) and CIBIC-
=0.008).
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Figure 2
Mean change in ADAS Cog scores from Bassaline in
the ITT populaticon wiLOWCF and scratified by AP CES
carriage scatws. 7 axs ls change from Baseline. 2 axs Iz
dme In days. Red crces and lines represent subjects taking
AC_1202. Blue squares and lines represanc subjects taking
Placebo. Error bars represent scandard error of the mean.
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—] Eom aE@m that target tau _uﬂoﬁm_: m,ﬁmSmnm_u,ﬁ

”,...\Kh_Em_m that stimulate cholinergic receptors (M1
= receptor agonist, nicotinic receptor agonist) etc.

As of 2012, >300 clinical trials under way to
understand and treat AD and 30 of these were
in human phase III trials.

BEstvaccine, AN-1792,in 20002, had to be

iErminated due to meningoncephalitis.

.w..n-oor a modified version of AN-1792 is

.‘.K: phase II study.

~ & Others: CAD-106, ACI-24,UB-31,V950,
affitopes AD-01/AD-02 are in early
developing phase.




ORIGINAL ART

Two Phase 3 Trials of Bapineuzumab
in Mild-to-Moderate Alzheimer’s Disease

ABSTRACT

BACKGROUND
Eapinerzumal, a humanized ant—anyloid-beta monoclonal antibody, s in clinical
development for the traatment of Alzheimer’s disease.
METHODS
W conucred teo doubhe-tlind, mndomized, placebo-controlled, phase 3 mials ety
ing pat invalving 1171 carriers
af eae apalipoprotein E (APOE) e4 allale and the other invalving
doses varying oy sudy, was adm
ks for 78 weeks. The primary outcome meast res wears
em cognitive subscale of the Alzheimer’s Disease Assessment
Scale (ADAS-cogll, with scores ranging from © to 70 and higher scores i
greater impairment) and the Disability Assessment for Demen tia (DAL,

1090 camiers and 1114 non carriers were ncluded in the efficacy analysis. Second-
ary outcome measures inchided findings on positron-emission tomographic amy-
loid imaging with the use of Tittsburgh compound E (HME-PET) and cerebrospinal
fluid phosphorylated tau (phospho-tau) concentrations.
RESULTS
There were no significant between-group differences in the primary outcomes. At
waak 7E, the between-group differences in the change from bas<line in the ADAS cog11
and DAD scores ?:yum_ﬁ:u_uu group minus placebo group) were —0.2 (P= 0.60)
and —1.2 (P=0.24), saudy; the in
Meranatries caudy wero_.3 (Pm 0,641 ol 25 (P 0107) with te 0.5-mig.per o logram
dose of bapinamzumab and 0.4 (P=0.62) and 0.9 (F=055) i
doss. The major safety fnd: id-related imaging at i ith edema
among patisnts receiving bapinauzmab, W ncreased with an?_..n_.n_ya b doss
which led o di

i ¥ amomn.aﬁm -PET and cevebiepi-
nal Fluid phospho-cas concen trations in APOE e4 allela carriers butoe in noneartiers.
COMELUSIONS
Eapineuzumab did not improve clinical outcomes in patients with Alzheimer's
diseass, despite treatment differences in biomarkers cbserved in AFCE e4 carriers.
(Funded by Janssen Alzheimer Immunctherapy and Dfizer; Bapineuzumab 301 and
202 ClinicalTrials.gov numbers, NCTOOS75055 and HCTO0574132, and EudeaCT
number, 2009-012748-17.)
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Phase 3 Trials of Solanezumab for
Mild-to-Moderate Alzheimer’s Disease

ABSTRACT

zheimer's diseaseis ized by i fagues, illary tangles,

mitd-to-moderate A'zheimer's dis-
ata dose of 400 mg)

After analysis of data from EXPEDITION 1, the primary outcome for EXPEDITION 2
was revised hange i
Disease Assessment Scale (ADAS-cog:

15 (95% CI, ~2.5 to 0.3; P=0.06) and 1.6 points
EXPEDITION 2. Between-group ol

mitd Alzheimer's disease (95% CI, ~3.5 0 0.1; P=
erate Alzheimer's disease (95% CI —4.1 to 1.1; P=0.26). In the combined safety dara
set, the incidence of amyloid-related imaging abnormatities with edema or hemor-
thage was 0.9% with solanezumab and 0.4% with placebo for edema (P=0.27) and
4.9% and 5.G%, respectively, for hemorrhage (P=0.49).
conciusions
Solanezumab, a humanized monoclonal antibody that

ion or functional ability. (Funded by EI
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Intravenous immunoglobulin for treatment of mild-to-
moderate Alzheimer’s disease: a phase 2, randomised,

double-blind, placebo-controlled, dose-finding trial

Richard Dodel, Axxel Rominger, Peter Bartenstein, Frederik wi_i. Kaj Blennow, Stefan Férster, YaroslavWinter, Jan-Philipp Bach, Julius Popp,
Judith Alferink fang, Kathe B r Mark Michael Jacoby, Ralph Richter, James Stevens, IsaacMelamed,
Jerome: nninm_; Stefan Haag, Stefan Wietek Martin Farlow, msur Jessen
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A Phase 3 Trial of Semagacestat
for Treatment of Alzheimer’s Disease

S

slioguinol/PBIL, PBI2

PBIIE trial found no benefit on cognition and

e SUreloegical effects (visual acuity and color
Blifidness) that resolved on cessation of

- w\ = —.mm.ﬁgm_ﬁ” The planned phase III trial of PBT1 has been abandoned and

m “this compound'has been withdrawn from development.

~ % PBT2trial showed that after 12 weeks this
compound appeared to be safe and well
tolerated in people with mild aizheimer'

This drug has been in a phase II trial.

s dementia.

hylthioninium chloride, _<_|_|n ina _m—@m ijmm pi m.an_«\ in 321
bjects, was found to stabilize t rogression of AD
ver 50 weeks in both mild and moderate AD.
A ,um;»w_o_o reduced version of methylthioninium (LMTX) has been developed which has better
= stolCrability and'absorption than MTC and can be administered orally twice daily.
= & | MTX is the active agent in three parallel phase 3 studies
= in AD and frontotemporal dementia now ongoing in 250
_centres in 22 countries world-wide, including 140 centres

in-the US.
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