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A
D

ls A
speê -Ó

f B
ehavior

E
X

C
E

L
II

it's tÎ'ñiétb turn taË
*E

l()N
~.

~

S
afety P

rofile
D

osing/R
eferences

T
urn to E

X
E

LO
N

 for efficacy
. Im

proved cognition versus placebo in controlled
clinical trials'

. A
 m

ajority of patients not responding to
d
o
n
e
p
e
z
i
l
 
r
e
s
p
o
n
d
e
d
 
t
o
 
E
X
E
L
O
N
 
i
n

open-label studies'.'

. H
elps m

aintain activities of daily living (A
O

Ls)
and aspects of behavior'.'

. Inhibits both acetylcholinesterase (A
C

hE
) and

butyrylcholinesterase (B
uC

hE
)'

- T
he clinical significance of B

uC
hE

 inhibition
has not been established

T
urn to E

X
E

LO
N

 for a favorable
safety profile
. N

o know
n pharm

acokinetic drug-drug
interactions (0015)'

- C
holinesterase inhibition not affected by

N
am

enda0 (m
em

antine H
C

I)"

. N
o increased incidence in cardiac adverse events

as m
easured by electrocardiogram

 (E
C

G
)'

T
u
r
n
 
t
o
 
E
X
E
L
O
N
 
-
 
A
n
 
e
f
f
e
c
t
i
v
e

choice in A
lzheim

er's disease therapy

E
X

E
LO

N
 is indicated for the treatm

ent of m
ild

to m
oderate A

lzheim
er's disease (A

D
)

*B
ased on in vitro and in vivo studies.

N
am

enda is a registered tradem
ark of F

orest laboratories, Inc.

F
o
r
 
m
i
l
d
 
t
o
 
m
o
e
r
a
e
 
A
l
t
s
 
d
i

:::E
X

E
L

O
N

~
(rivastigm

ine tartrate)
1.5, 3. 4.5, 6 m

g C
apsules

2 m
g/m

l O
re! Solution



')i
I\~

In an open-label study, the m
ajority of donepezil nonresponders

r
e
s
p
o
n
d
e
d
 
t
o
 
E
X
E
L
O
N

. P
rim

ary end point E
ffects of E

X
E

LO
N

 on global functioning in donepezil nonresponders'

-
 
M
e
a
s
u
r
e
d
 
b
y
 
C
l
i
n
i
c
i
a
n
'
s
 
G
l
o
b
a
l
 

Im
pression of C

hange (C
G

IC
)'

~-t M
 '.,a_

~
 
.
 
2
:
2
 
p
o
i
n
t
 
M
i
n
i
-
M
e
n
t
a
l
 
S
t
a
t
e
 
E
x
a
m
i
n
a
t
i
o
n
 
(
M
M
S
E
)
 
d
e
c
l
i
n
e

I
 
w
i
t
h
i
n
 
p
r
e
v
i
o
u
s
 
6
 
m
o
n
t
h
s

I
 
o
r

. Investigator-determ
ined clinical decline in 2:1 of the follow

ing:
-
 
A
D
L
s

-
 
B
e
h
a
v
i
o
r
a
l
 
a
s
p
e
c
t
s

-
 
G
l
o
b
a
l
 
f
u
n
c
t
i
o
n
i
n
g

or

. C
aregiver dissatisfaction w

ith patient's response to treatm
ent

-
 
L
a
c
k
 
o
f
 
e
f
f
i
c
a
c
y
 
o
r
 
b
e
n
e
f
i
t
s

~,~
~

"": ~
~

.. ~
 ~

 "i'" ,
~
!
:
.
 
"
.
'
,

i~1 Please see enclosed com
plete prescribing inform

ation.
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D
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A

R
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N

D
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N
=
2
7
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¡

D
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a
n
a
l
y
s
i
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i
t
~
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i
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I
m
p
r
o
v
e
d

.
 
S
t
a
b
i
l
i
z
e
d

~
J N

o response

70%
responded

R
esults of a 26-w

eek, open-label, single-arm
, prospective, U

S m
ulticenter study (N

=
270)

during w
hich patients received E

X
E

LO
N

 1.5 m
g/day B

ID
 w

ithin 1 w
eek after last dose of

donepezil after a m
inim

um
 of 3 m

onths of poor response to donepezil10 m
g/day (m

ean
duration =

 2 years), A
 m

ajority initiated the next day (average 1.6 days).2 Percent response
based on m

ean C
G

1C
 scores at end point. O

C
 refers to observed case,2

. 70%
 of donepezil nonresponders responded to E

X
E

LO
N

 in this open-label study'

-
 
R
e
s
p
o
n
s
e
 
d
e
f
i
n
e
d
 
a
s
 
n
o
 
c
h
a
n
g
e
 
o
r
 
i
m
p
r
o
v
e
m
e
n
t
 
i
n
 
C
G
I
C
'

. T
he m

ost com
m

on adverse events (A
E

s) reported in the study w
ere nausea (32%

),
vom

iting (23%
), dizziness (10%

), and w
eight loss (10%

)-w
ith a discontinuation

rate of 8%
 due to gastrointestinal (G

I) A
E

s'

For m
il 10 m

orcø A
løit$ di

=
::E

X
E

L
O

N
$

(rivastigm
ine tartrate)

1 .5. 3. 4,5. 6 m
g C

apsules
2 m

gim
l O

ral selution

E
fficacy m

atters m
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2.0

Im
provem

ent
1.3

1.0

0

I
0

0

~~z
-1.0

I

~~

-2.0

W
orsening

O
C

 analysis
-3.0

II E
X

E
L

O
N

 (n=
164)

II Placebo (n=
208)

.;
3.2

J
..~'P~_.

-1.9'

P.cO
.04

R
esults from

 a random
ized, double-blind, parallel-group trial involving 725 patients w

ith A
D

 and M
M

S
E

scores of 10 to 26. A
fter a 12-w

eek dose escalation phase, patients received 6 to 12 m
g/day based on

m
axim

um
 tolerated dose.~

. P
rogressive D

eterioration S
cale (P

D
S

) dom
ains included':

-
 
S
o
c
i
a
l
 
i
n
t
e
r
a
c
t
i
o
n
 
-
 
A
w
a
r
e
n
e
s
s
 
o
f
 
t
i
m
e

-
 
H
o
u
s
e
w
o
r
k

-
 
H
o
b
b
i
e
s

- H
andling financial m

atters

- D
ressing, eating abilities

F
or the prim

ary end points:
. P

atients taking E
X

E
lO

N
 had a 3.93 C

linician's Interview
-B

ased
Im

pression of C
hange S

cale w
ith C

aregiver Input (C
IB

IC
-plus)

score versus 4.34 w
ith placebo (P"O

.05)'

- eisie-pius globally assesses cognition, behavior, functioning, and A
D

Ls'

. E
X

E
lO

N
 im

proved A
lzheim

er's D
isease A

ssessm
ent Scale C

ognitive
S

ubscale (A
D

A
S

-eog) by 1.17 points versus a 1.41-point decline w
ith placebo (P

.cO
.001)'

- A
D

A
S-eog m

easures cognition, including aspects of m
em

ory, language, orientation,
and praxis'

flease see'éndosed com
plete prescrif:ing inform

atioii.

A
D

~/)\:'pè of B
ehavior ,

S
afety P

rofile
D

osing/R
eferences

II

:aHII

fj

E
X

E
LO

N
 m

ay help m
anage som

e aspects of behavior

,(A
' R

Ê
T

R
O
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C

T
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E
':SU

B
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T
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N
Ã
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H
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A
ggressiveness H

~
l1udnations A

ffective D
iurnal rhythm

 A
ctivity

d
i
s
t
u
r
b
a
n
c
e
 
d
i
s
t
u
r
b
a
n
c
e
 
d
i
s
t
u
r
b
a
n
c
e

A
nxieties a

n
d
 
P
a
r
a
n
o
i
d
 and

phobias delusional ideation

. E
X

E
lO

N
 6 to 12 m

g/day (n=
62) G

 Placebo (n=
55) "P=

0.023 vs placebo

r'~~J:/"

P
ooled results from

 3, 26-w
eek tri.als inv~

lving patients w
ith M

M
S

E
 scores of 10 to 26 taking either E

X
E

LO
N

6-12 r:g/day or placebo, O
nly patients w

.lth the behavioral sym
ptom

s present at baseline ~ere included in th~
analysis. T

herefore, only the oe analysis is presented, and the baseline frequency of behavioral sym
ptom

s vanes.6

T
he analysis is based on the B

ehavioral P
athology in A

lzhein:er's disease (aE
H

A
V

E
-A

D
) scale, a 2-part scale based

on caregiver's evaluation of im
pact of sym

ptom
s o~

 the patient and caregiver. In the onginal studies, B
E

.H
A

V
E

-A
D

w
as reported as part of the eIB

le-plus.s A
ffective disturbance signifies affective or m

ood disturbance. D
iurnal

rhythm
 disturbance is a disorder of the sleep-w

ake cycle.

. S
ignificantly reduced aggression at 26 w

eeks'

- N
um

erically reduced hallucinations and affective disturbance, diurnal rhythm
, and activity

disturbances after 26 w
eeks w

ith daily dosages of 6 to 12 m
g/day. S

tatistical significance
w

as not show
ns

. N
o im

provem
ent versus placebo w

as seen in anxieties and phobias as w
ell as paranoid and

delusional ideation'
".I

W
eight loss (7%

 of baseline w
eight) associated w

ith E
X

E
LO

N
 occurred m

ore com
m

only am
ong

w
om

en (26%
) versus m

en (18%
) receiving high doses (;.9 m

g/day) in clinical trials.

F
or m

i to m
oerate A

1elm
ets ~

as

:::E
X

E
L

O
N

e
(rivastigm

ine tartrate)
15,3,4.5.6 m

g C
cpsules

2 rng/m
i O

rol Solullon

6
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E
X
E
L
O
N
 
H
A
S
 
A
 
S
A
F
E
T
Y
 
P
R
O
F
I
L
E
 
T
H
A
T
 
P
R
O
V
I
D
E
S
 
C
O
N
F
I
D
E
N
C
E
'
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E
X

E
L

O
N

-
-
"
.
.
.
 
_

.I
N

o know
n pharm

acokinetic D
D

ls

P
lasm

a proteÎn binding
Low

 (approx. 40%
)

--;-,.
.I.I
--.I

...._.. ---
.I

N
o hepatic m

etabolism

Inactive m
etabolite elim

ination
-~

- - II --- -""
N

orequired dose adjustm
ents for renal/hepatic im

pairm
ent

~-i N
o increased incidence of E

C
G

 abnorm
ality

.
 
N
o
 
k
n
o
w
n
 
p
h
a
r
m
a
c
o
k
i
n
e
t
i
c
 
i
n
t
e
r
a
c
t
i
o
n
s
 
w
i
t
h
 
m
a
n
y
 
c
o
m
m
o
n
l
y

prescribed m
edications (eg, fluoxetine, w

arfarin, digoxin)'

F
R

O
M

 B
A

S
E

LIN
E

 T
O

 E
N

D
 P

O
IN

T
 IN

 O
T

e IN
T

E
R

V
A

L'
M
E
A
N
 
C
H
A
N
G
E

f
'
.
,
~
.
.
,
,
;
;
 
~
;
i

iI ~
-H
eart rate (bpm

)

-
"
"
,
J
 
'
.
;
i
.
,
.
.
""

'i .~
"~.._ .~":..

l~~

_I..G
-'

_..-1
___ __lllN

, ..,.
Q

T
c interval (m

sec)*I_ :~"".

0.6
--..
0.0

Pooled results from
 an E

C
G

 analysis of 4 26-w
eek phase II double-blind trials

involving patients w
ith m

ild to m
oderate A

D
, Q

r corrected using B
azett form

ula.

. N
o increased incidence of cardiac A

E
s per E

C
G

'

_ N
o clinically m

eaningful differences w
ere apparent betw

een E
X

E
LO

N
 and placebo

in heart rate and corrected Q
T

 (Q
T

c) intervals'

D
ue to increased cholinergic activity, cholinesterase inhibitors m

ay be expected to increase gastric acid
secretion and/or have vagotonic effects on heart rate. T

herefore, E
X

E
LO

N
 should be used w

ith caution
in patients w

ith peptic ulcers, gastrointestinal bleeding, "sick sinus syndrom
e" or other supraventricular

cardiac conduction conditions, and in those w
ho use nonsteroidal anti-inflam

m
atory drugs (N

S
A

ID
S

).

(Please see im
portant W

A
R

N
IN

G
S in com

plete prescribing inform
ation.)

*O
T

c is the O
T

 corrected for heart rate (O
T

 decreases as heart rate increases).
O

T
 corrected in this study w

as calculated by the B
azett form

ula: O
T

c=
Q

T
IR

R
,05

Please see enclosed côinpleteprescribing inform
ation.
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R
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a
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o
p
e
n
-
l
a
b
e
l
 
n
o
n
 

c
o
m
p
a
r
a
t
i
v
e
 
s
t
u
d
y

of E
X

E
LO

N
 +

 N
am

endail (m
em

antine H
eW

:.C
O

M
p'LE

T
10Ii.V

E
R

S
U

S
 D

IS
C

O
N

T
IN

U
A

T
IO

N
 R

A
T

E
S

 A
T

 12 W
E

E
K

S
 ,

10090

i
80

.r
70

c-0"-""
60

",c
o
 
w

";E
So

-
 
~

:¡ :z
40

''¡ +

II :z:¡
30

.
1;

2010
, -

0

.-r!~tm
ent eom

plet!~_
~1 D

iseontinuatjp.n ,_

n=
95

~.t.'~

~'~"f;:

t
ii_

-i
R

esults of a 12-w
eek, open-label. single-arm

, historically-controlled pilot study În
E

X
E

lO
N

 for a m
axim

um
 of 24 w

eeks prior to initiating N
am

enda. E
fficacy baseline

established on E
X

E
LO

N
.6

t~
;"-' ".5r~

~
;)t" ç:v,"

.9_5%
 of patients discontinued w

hen N
am

enda w
as added

to E
X

E
LO

N
'

_ O
verall, A

E
s affected 31.6%

 of patients; A
E

s ,,5%
 w

ere nervous system
 (10.5%

),
G

I (8.4%
). and psychiatric (6.3%

)'

_ D
iscontinuation rate due to A

E
s w

as 4.2%
'

. M
ean change in A

D
A

S-C
og score w

as -1.73 (n=
90)'

_ M
ean daily E

X
E

LO
N

 dose w
as 6.8 m

g/day; m
ean N

am
enda dose w

as 19.0 m
g/day'

. B
oth E

X
E

LO
N

 and N
am

enda are dosed B
ID

, m
aking adm

inistration convenient for
patients and caregivers

. T
he inhibition of cholinesterase by E

X
E

LO
N

 is not affected
during the concom

itant adm
inistration of N

am
enda"

Fo m
i to m

oeratø A
lm

e(s cI

=
::E

X
E

L
O

N
iI

(rivastigm
ine lartrate)

1.5, 3, 4,5. 6 m
g C

apsules
2 m

glm
l 0101 Solution

*B
ased on in vitro and in vivo studies

E
fficacy m

atters m
ost
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O
nê step to a"therapsutit dese
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~'

~
1,5 m

g B
ID

Starting dose
r!l '1' .i i J.... r:

.~

. P
atients should take E

X
E

LO
N

 w
ith a full m

eal to help m
anage potential G

I A
E

s'

. L
inear dose response'

. T
itrate based on individual patient needs:

- 4.5 m
g and 6 m

g capsules available; also 2 m
g/m

L oral solution

- H
igher doses m

ay lead to increased incidence of A
E

s, especially during dose titration

. 4-w
eek titration intervals are suggested for all doses

~:.~

E
X

E
LO

N
 has show

n no significant increase, relative to placebo, in the incidence of either
peptic ulcer disease or gastrointestinal bleeding in clinical trials. H

ow
ever, because of their

pharm
acological action, cholinesterase inhibitors m

ay be expected to increase gastric acid
secretion due tei increased cholinergic activity. T

herefore, E
X

E
LO

N
 should be used w

ith

caution in patients w
ith peptic ulcer disease or gastrointestinal bleeding and in those w

ho
use nonsteroidal anti-inflam

m
atory drugs.

l..d~
 
P
~
a
s
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S
e
e
 
e
n
c
l
o
s
e
t
 
c
o
m
p
l
e
t
e
 
p
r
e
s
c
r
i
b
i
n
g
 
i
n
f
o
r
m
a
t
i
o
n
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c
e
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~. L
ow

 discontinuation rate (1 %
) due to nausea and vom

iting during m
aintenance'

_ 8%
 and 4%

 discontinuation rate due to nausea and vom
iting during titration'

. Incidence of G
I A

E
s during the m

aintenance phase of the pivotal trials (6 to 12 m
g/day)

w
as 17%

 for nausea, and 14%
 for vom

iting'

. W
hen vom

iting and nausea occur, they are generally transient and m
ay be m

anageable'"

- Last a m
edian of 1 and 3 days, respectively"

_ Incidence of nausea and vom
iting during the forced-dose titration w

as
43%

 and 24%
, respectively"

E
X

E
LO

N
 has been associated w

ith significant gastrointestinal adverse reactions,
including nausea and vom

iting (47%
 and 31 %

), anorexia, and w
eight loss_ If

therapy is interrupted for longer than several days, treatm
ent should be

reinitiated w
ith the low

est daily dose in order to avoid the possibility of severe
vom

iting and its potentially serious sequelae_

*E
X

E
lO

N
 dosage w

as 6 m
g/day.

T
 P

ivotal trial design required 1 ~
 to 2-w

eek forced.dose titration during the dose~
titration phase,

R
eferences:

1. E
X

E
lO

N
 ¡package insertj. E

ast H
anover, N

J: N
ovartis P

harm
aceuticals C

orp; O
ctober 2004.

2. Figiel G
, et al. Poster presented at: 57th A

nnual Scientific M
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erontological Society
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m
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23, 2004; W
ashington, D

C
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. Improved cognition versus placebo in controlled clinical trials'

. A majority of patients not responding to donepezil responded to EXELON
in open-label studies'.J

. Helps maintain AOLs and aspects of behavior"s

. Inhibits both AChE and BuChE'

- The clinical significance of BuChE inhibition has not been established

~i; Túrn :t~"r)(~LO~'for ~. f~~a'ra~Iè..~~f~~y:pt~rH~lt~t::~~~g;~::~Lï.i~~:C

. No known pharmacokinetic drug-drug interactions (OOls)'

- Cholinesterase inhibition not affected by Namenda~(memantine HCI)"

. No increased incidence of cardiac adverse events as measured by EC G'

!; 'Turò"to EXElON-An:,~ffikt.Ï\'e' CliO!C'È!' ih:ÀD~ ilj~'r~py';: !:,;;f;~;.~:~::'-

Available on 97% of Medicare Part D plans
Help for MedlcarePallenlS on Novaitis Median

(all the Ilovarlis Medit3re Rx
ASS;SI311(eUMforlierpunde,slandingy()i
Medîure Piemiplkin Orug Coverage Oplions:

1-888-827-2783
(1-888-82 PART 0)

"Based on in vitro and in vivo studies For mild to moderote Alzheimer's diseme

:::EXELON~
(rivas(igmine larlrale)

Please see enclosed complete
prescribing information.

(I) NOVARTIS i .5, J, 4.5. 6 mg Cop~ul6's
2 mgfml 0101 SO!u110:i

NoiiartisPharmaceuticalsCorporolion
East Hanover, New Jersey 07936 Effcacy matters most

lt)2006Novartis PrintedinUSA 5/06 ¡XL-FC.Q10Q-A Printed Oil Retyclecl Pape(9:i

I

~

~

1;

~

l
id

~

i

I
f

l

,
i

I


