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· P
roven efficacy w

ith continuous 24-hour pain control'

· Significant im
provem

ent in physical and

social function!

· P
roven safety and tolerability2

· Sim
plified drug accountability

~~~
30 fi!. f,,"~

'J..' 't 30 .t t7
I
 
~
 
u
.
.
 
a
J
l
1
,

JJ~
 .u rlU

24-H
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g

60 m
g

120 m
g

C
apsules are show

n at actual size,

P
lease see full P

rescribing Inform
ation enclosed,

F
or questions regarding A

V
IN

Z
A

, please call the A
V

IN
Z

A
 Inform

ation S
ervice
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V
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Z

A
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E

T
o G

et B
ack to A

ctive Living

T
he B

enefits of C
ontinuous 24-H

our P
ain C

ontrol and
L

ong-L
asting R

elief
Long D

uration of A
ction2

P
lasm

a M
orphine C

oncentration (ng/m
L)

R
eduction in Pain Inlensity*l

24222018161412108642o

A
 V

IN
Z

A
30 m

g Q
D

(n=
146)

Placebo
(n=

73)
PsO

.05

o
5

10
15

20
%

 Im
provem

ent in Pain Index
8
'
 
1
0
 
1
2
 
1
4
 
1
6
 
1
8
 
2
0
 
2
2
 
2
4

T
im

e (hr)
*D

ouble.blind, placebo.controlled, fixed.dose, parallel.group trial of 295 patients w
ith m

oderate
to severe pain due to osteoarthritis ID

A
) of hip andlor knee, S

tatistically significant reductions

in pain w
ere seen w

ith A
V

IN
Z

A
 as com

pared to placebo, R
esults w

ith A
V

IN
Z

A
 reflect average of

A
M

 and PM
 dosing,

· A
V

IN
Z

A
 has a unique delivery system

 that slow
ly

and consistently releases over 24 hours

· M
ore stable plasm

a concentration

· P
harm

acokinetic profiles m
ayor m

ay not im
ply

efficacy2
· Sim

plified drug regim
en and accountability

- O
ne dose per day m

akes it easy to
keep track of capsules and prescriptions
for physicians, office staff, patients, and
caregivers

· R
educes need for clock-w

atching

· L
ess interruption to daytim

e activities
and nighttim

e rest
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L
ong-L

asting Im
provem

ents in Physical Function1

250
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12T
Im

e (w
k)

16
20

24
28

* Im
provem

ent m
easured by the W

estern O
ntario and M

cM
aster U

niversities (W
O

M
A

C
) O

A
 Index

Pain Scale, a com
prehensive, w

ell-validated, self.adm
inistered Q

uestionnaire consisting of
subsets of Q

uestions that are answ
ered by the patients, R

esults w
ith A

V
IN

Z
A

 reflect average of

A
M

 and P
M

 dosing, W
eek 0 (baseline) is W

eek 4 of the double-blind triaL. F
or som

e patients,

titration occurred over the 26-w
eek period to achieve optim

al pain relief,

· Im
provem

ent seen as early as W
eek i

·
 
S
u
s
t
a
i
n
e
d
 
i
m
p
r
o
v
e
m
e
n
t
 
o
v
e
r
 
6
 
m
o
n
t
h
s

;; ---

T
o G

et B
ack to A

ctive Living

Im
provem

ent in D
aily A

ctivities Includest1

W
alking on a flat surface

Standing or sitting

C
lim

bing stairs

G
etting in and out of bed or bath

A
bilty to perform

 dom
estic duties

..~~~
t R

esults from
 a 26-w

eek, open.label extension trial involving patients w
ho successfully

com
pleted a 4-w

eek, m
ulticenter, random

ized, double.blind, double-dum
m

y, placebo.
controlled, parallel trial com

paring the safety and efficacy of once-daily A
V

IN
Z

A
 30 m

g and

tW
ice.daily M

S
 C

ontinO
 15 m

g, U
pon entering the extension trial, patients w

ere random
ized to

receive A
V

IN
Z

A
 30 m

g once daily in the m
orning (A

V
IN

Z
A

 O
A

M
) or A

V
IN

Z
A

 30 m
g once daily in

the evening (A
V

IN
Z

A
 Q

P
M

), If optim
al pain relief w

as not achieved, the A
V

IN
Z

A
 dose w

as

allow
ed to be increased,

A
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Im
provem

ent in Q
uality of Sleepl

Im
provem

ent in Sleep Scores From
 B

aseline (0-100 m
m

)*
20181614

i,12
~10
'
¡
 
8642o

15

11

.A
V

IN
Z

A
~O

m
g

.fM
SC

on!rn"
. P

lacebo
13

L
P::O

.05'

W
eekl

W
eek 4

* R
esults from

 a 4-w
eek, m

ulticenter, random
ized, double. 

blind, double.dum
m

y,
placebo-controlled, parallel triaL. U

pon entering the trial, patients w
ere random

ized to 1 of 4

treatm
ents: A

V
IN

Z
A

 30 m
g once daily in the m

orning (A
V

IN
Z

A
 Q

A
M

), A
V

IN
Z

A
 30 m

g once daily

in the evening (A
V

IN
Z

A
 Q

P
M

), M
S

 C
ontinO

 15 m
g tw

ice daily, or placebo tw
ice daily,

t P
value for A

V
IN

Z
A

 vs placebo,

ý ,.

.,.: ;::

.
.
 
.

T
o G

et B
ack to A

ctive Living

Im
proved Q

uality of Sleep Includes1
· S

ustained sleep im
provem

ent over 6 m
onths

· R
educed need for sleep m

edication
· Increased ability to fall asleep
· Increased duration of sleep each night
· L

ess aw
akening at night
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C
ontinuous 24-H

our P
ain R

elief in
A
 
S
i
n
g
l
e
 
D
a
i
l
y
 
D
o
s
e
3

V
icodin'"

(hyd rocodone/aceta m
 i nophen

eiii):
6
 
t
i
m
e
s
 
a
 
d
a
Y
'

'f:':r):.'~
) C

r!~
')Ö

JI),~
7)

* E
quianalgesic ratio of m

orphine to hydrocodone is U
S.'

R
ounded dow

n to the nearest A
V

IN
lA

 dose,

F
or S

im
plified A

ccountabilty

3
0
 
m
g
*
 
A
V
I
N
I
A

O
nce D

aily3

Individualization of D
osage2

· In all patients, the dose of A
V

IN
Z

A
 should be

titrated to achieve a balance betw
een therapeutic

and adverse effects
· A

s w
ith any opioid, it is critical to adjust the dose

of A
V

IN
Z

A
 for each individual patient, taking into

account the patient's prior analgesic treatm
ent

experience
· Practitioners should consider other factors w

hen
starting a patient on opioid therapy (eg, age,
m

edical history, concom
itant m

edications)

· A
V

IN
Z

A
 has been proven to be safe and

w
e
l
l
 
t
o
l
e
r
a
t
e
d

~Ë
J

S
im

plified drug regim
en and accountabilty

·
 
3
0
 
D
a
y
s
 
=
 
3
0
 
D
o
s
e
s

· O
ne dose per day m

akes it easy to keep track of
capsules and prescriptions to physicians, office
staff, patients, and caregivers
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D
o
s
i
n
g
 
a
n
d
 
C
o
n
v
e
r
s
i
o
n
s

· A
ll A

V
IN

Z
A

 doses are intended to be
adm

inistered once daily, T
reatm

ent should be
i
n
d
i
v
i
d
u
a
l
i
z
e
d
 
u
s
i
n
g
 
a
 
p
r
o
g
r
e
s
s
i
v
e
 
p
l
a
n
 
o
f
 
p
a
i
n

m
anagem

ent such as outlined by the

-
 
W
o
r
l
d
 
H
e
a
l
t
h
 
O
r
g
a
n
i
z
a
t
i
o
n

-
 
A
m
e
r
i
c
a
n
 
P
a
i
n
 
S
o
c
i
e
t
y

-
 
F
e
d
e
r
a
t
i
o
n
 
o
f
 
S
t
a
t
e
 
M
e
d
i
c
a
l
 
B
o
a
r
d
s

M
odel G

uidelines

· T
he follow

ing guidelines should be considered
for reference only. A

s w
ith any opioid, it is

critical to adjust the dose of A
V

IN
Z

A
 for each

individual patient. B
ecause every patient

responds differently tó opioid drugs and
form

ulations, a conservative approach is
advised w

hen determ
ining the total daily

dose of A
V

IN
Z

A

"I

F
o
r
 
S
i
m
p
l
i
f
i
e
d
 
A
c
c
o
u
n
t
a
b
i
l
i
t
y

..

· 30 m
g capsules are indicated for opioid-naïve

patients, 60 m
g, 90 m

g, and 120 m
g capsules

a
r
e
 
f
o
r
 
u
s
e
 
i
n
 
o
p
i
o
i
d
-
t
o
l
e
r
a
n
t
 
p
a
t
i
e
n
t
s
 
o
n
l
y

. W
hen selecting the initial dose of A

V
IN

Z
A

, it's
advisable to pay attention to

- T
he patient's prior experience w

ith analgesic
t
r
e
a
t
m
e
n
t
,
 
i
n
c
l
u
d
i
n
g

- T
he total daily dose, potency, and specific

characteristics of the opioid previously taken

- T
he reliability of the relative potency

estim
ate used to calculate the equivalent

m
orphine dose needed

- T
he patient's degree of opioid tolerance

-
 
T
h
e
 
g
e
n
e
r
a
l
 
c
o
n
d
i
t
i
o
n
 
a
n
d
 
m
e
d
i
c
a
l
 
s
t
a
t
u
s

of the patient

-
 
C
o
n
c
o
m
i
t
a
n
t
 
m
e
d
i
c
a
t
i
o
n
s

- T
he type and severity of the patient's pain
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Im
portant: C

onversion F
rom

 N
on-M

orphine O
pioids

In general, it is safest to adm
inister half of the

estim
ated daily m

orphine requirem
ent as the initial

A
V

IN
Z

A
 dose once per day, and then m

anage
insufficient pain relief by supplem

entation w
ith

im
m

ediate-release m
orphine or other short-acting

analgesics, C
linical judgm

ent is advised w
hen dosing

for each individual patient.

T
itration

In all patients, the dose of A
V

IN
Z

A
 should be titrated

to achieve a balance betw
een therapeutic and adverse

effects.

T
olerance and R

eassessm
ent

T
olerance is the need for increasing doses of opioids

to m
aintain a defined effect such as analgesia (in the

absence of disease progression or other external
factors), A

s w
ith all opioids, som

e degree of tolerance
m

ay occur, requiring a dosage adjustm
ent. W

hen it
does, the total dose of A

V
IN

Z
A

 should be increased
until pain relief is reached or clinically significant
opioid-related adverse reactions occur.

Ir,¡ II:
 
F
o
r
 
S
i
m
p
l
i
f
i
e
d
 
A
c
c
o
u
n
t
a
b
i
l
i
t
y

'\'1v

M
anaging S

ide E
ffects

C
om

m
on adverse events seen on initiation of therapy

w
ith A

V
IN

Z
A

 are dose dependent, and are typical
opioid-related side effects, including constipation,
nausea, and som

nolence,

In general, A
V

IN
Z

A
 has been proven to be safe and

w
e
l
l
 
t
o
l
e
r
a
t
e
d
,

P
hysicians should start patients on a bow

el regim
en

from
 the onset of therapy to m

anage opioid-induced
consti pation,

D
iscontinuation of A

V
IN

Z
A

 T
herapy

In general, opioids should not be abruptly
discontinued, Instead, doses should be tapered
gradually to prevent signs and sym

ptom
s of

w
ithdraw

al in the physically dependent patient.
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F
o
r
 
O
p
i
o
i
d
-
N
a
ï
v
e
 
P
a
t
i
e
n
t
s

Initiate A
V

IN
Z

A
30 m

g once daily

Individually A
ssess E

ach P
atient and T

itrate
to the O

ptim
al A

 V
IN

Z
A

 D
ose

· A
ssess patient's m

edical condition and A
V

IN
Z

A
therapy objectives

· Initial dose: 30 m
g once daily

· A
dm

inister at 24-hour intervals

· D
o not increase dosing frequency

·
 
D
o
s
e
 
a
d
j
u
s
t
m
e
n
t
:
 
n
o
 
m
o
r
e
 
t
h
a
n
 
3
0
 
m
g
 
e
v
e
r
y

4
 
d
a
y
s
!

11j
N

O
Y

E
S

I;IIL
-.

A
s tolerated, increase dose

by 30 m
g as often

as everY
 4 days

M
aintain dose,

m
onitor patient*

C
ontinually m

onitor the patient; m
anage adverse events as needed,

If breakthrough pain occurs, supplem
ent w

ith im
m

ediate.release m
edication

(5%
 to 15%

 of total daily dose of m
orphine equivalent),

'S
teady.state concentrations of m

orphine are achieved 2 to 3 days after initiation of
once.daily A

V
IN

Z
A

. In som
e cases, steady state m

ay be reached in 4 to 5 days,

'For unacceptable side effects, reassess/reduce the dose,
.:rn=

-fi'r.~A
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For O
pioid. T

olerant Patients

F
or O

pioid- T
olerant P

atients
Individually A

ssess E
ach P

atient and T
irate

to the O
ptim

al A
V

IN
Z

A
 D

ose

· A
ssess patient's m

edical condition and A
V

IN
Z

A
therapy 

objectives

· R
eview

 the product inform
ation of prior m

edication
regarding conversion to other opioids

· T
itration frequency: as often as every other day

· D
ose should be taken at 24-hour intervals

· D
o not increase dosing frequency

· Steady-state concentrations of m
orphine can be

achieved 2 to 3 days after initiation of once-daily
A

V
IN

Z
A

. T
herefore, it m

ay take 3 to 4 days to see
the clinical benefit of increased dosage

C
onverting F

rom
M

orphine Products
C

onverting F
rom

N
onm

orphine Products

-i'
~iIII

, F
rom

 oral nonm
orphli¡e opioids: U

se the equianalgesic table in the follow
ing section to determ

ine

the daily dose of A
V

IN
Z

A
 based on current opioid total daily dose, D

ue to interpatient variability

and incom
plete cross-tolerance, it is generally safest to adm

inister half of the estim
ated daily

m
orphine requirem

ent as the initial A
V

IN
Z

A
 dose once per day, and then m

anage insuffcient

pain relief by supplem
entation w

ith im
m

eciate-release m
orphine or other short-acting analgesics,

llf excessive side effects occur, reduce the A
V

IN
Z

A
 dose and reassess.

A
s tolerated,

increase dose as often
as every other day

M
aintain dose,

m
onitor patient!

'II C
ontinually m

onitor the patient; m
anage adverse events as needed,

If breakthrough pain occurs, supplem
ent w

ith im
m

ediate-release m
edication (5%

 to 15%
 of

total daily dose of m
orphine equivalent),

_:F.~li'T
i~

tl

* F
rom

 oral m
orphine: T

he am
ount of m

orphine absorbec from
 A

V
IN

Z
A

 follow
ing oral adm

inistration
is sim

ilar to that absrbed from
 other oral m

orphine form
ulations, F

rom
 intravenous (IV

) m
orphine:

A
 reasonable strting dose of A

V
IN

Z
A

 w
ould be approxim

ately 3 tim
es the daily IV

 m
orphine

requirem
ent. (3 m

g to 6 m
g of oral m

orphine m
ay be required to provide pain relief equivalent to

1 m
g of IV

 m
orphine.)

A
II(f
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l,
E

quianalgesic T
ables

T
hese tables should be considered for guidance only, providing the total

daily cum
ulative equianalgesic dosing for various opioids,

T
hese tables should be considered for guidance only, providing the total

daily cum
ulative equianalgesic dosing for various opioids,

IItj

M
o
r
p
h
i
n
e
 
A
g
e
n
t
s
 
t
o
 
A
V
I
N
Z
A

.
Im

m
ediate R

elease
iV

 dose/day
E
x
t
e
n
d
e
d
 
R
e
l
e
a
s
e

A
V

IN
Z

A
*

5 m
g q4h

10 m
g

15 m
g q12h

30 m
g q24h

10 m
g q4h

"
2
0
 
m
g

3
0
 
m
g
 
q
1
2
h

60 m
g q24h

15 m
g q4h

30 m
g

4
5
 
m
g
 
q
1
2
h

90 m
g q24h

20 m
g q4h

40 m
g

60 m
g q12h

120 m
g q24h

25 m
g q4h

50 m
g

75 m
g q12h

150 m
g q24h

30 m
g q4h

60 m
g

90 m
gq12h

180 m
g q24h

35, m
g q4h

70 m
g

105 m
g q 12h

2
1
0
 
m
g
 
q
2
4
h

40m
g q4h

80 m
g

120 m
g q12h

2
4
0
 
m
g
 
q
2
4
h

4
5
 
m
g
 
q
4
h

90 m
g

135 m
g q12b

2
7
0
 
m
g
 
q
2
4
h

~
50 m

g q4h
100 m

g
150 m

g q12h
3
0
0
 
m
g
 
q
2
4
h

O
xycodone P

roducts:

Im
m

ediate R
elease: O

xy IR
", O

xydose", O
xyast', R

oxicodone" Intensol,

R
oxicodone", E

ndocet', Percocet', R
oxicet", T

ylox", E
ndodan", Percodan",

C
ontrolled R

elease: O
xyC

ontin",

O
ral O

xycodone A
gents to A

V
IN

Z
A

II

Im
m

ediate R
elease

C
ontrolled R

elease
A

V
IN

Z
A

*

5 m
g q6h

10 m
gq12h

3
0
 
m
g
 
q
2
4
h

10 m
g q6h

20 m
g q12h

60 m
g q24h

15 m
g q6h

30 m
g q12h

,
90 m

g q24h

2
0
 
m
g
 
q
6
h

4
0
 
m
g
 
q
1
2
h

120 m
g q24h

25 m
g q6h

50 m
g q12h

150 m
g q24h

30 m
g q6h

60 m
g q12h

180 m
g q24h

35 m
g q6h

80 m
g q12h

2
4
0
 
m
g
 
q
2
4
h

E
quianalgesic ratio is 1:,55

'C
onsider the need for

dose reduction,
'-

E
quianalgesic ratio is 1:1.'

'C
onsider the need

for dose reduction,

M
orphine Products:

Im
m

ediate R
elease: M

S
IR

~
, R

oxanol™
,

ß/: M
orphine sulfate (inciuding Infum

orph", D
uram

orph"),
E

xtended R
elease: K

adian", M
S

 C
antin", O

ram
orph S

R
",

For oxycodone com
bination products w

ith acetam
inophen,

higher doses m
ay exceed m

axim
um

 recom
m

ended
daily doses of acetam

inophen (4 g),'

N
ote: C

onlinn the actual opioid dosage being taken per day to delennine the totl daily A
V

IN
Z

A
 dose,

N
ote: C

onlnn the actal opioid dosage being taken

per day to delennine the total daily A
V

IN
Z

A
 dose,
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H
ydrom

orphone A
gents to A

V
IN

Z
A

O
ral H

ydrom
orphone

2 m
g q4h

2 m
g q6h

4 m
g q4h

4 m
g q6h

6 m
g q4h

6 m
g q6h

8 m
g q4h

8 m
g q6h

10 m
g q4h

10 m
g q6h

A
V

IN
Z

A
*

30 m
g q24h

30 m
g q24h

90 m
g q24h

60 m
g q24h

120 m
g q24h

90 m
g q24h

180 m
g q24h

120 m
g q24h

2
4
0
 
m
g
 
q
2
4
h

150 m
g q24h

E
quianalgesic ratio is 1:4?

'C
onsider the need for dose reduction,

!iII

O
ral H

ydrom
orphone P

roducts:
D

ilaudid", D
ilaudid"-5,

N
ot: C

onfirm
 the actual opioid dosage being taken per day to determ

ine the tol daily A
V

IN
Z

A
 dose,

¡ '1
t\~~1;

E
quianalgesic T

ables

H
y
d
r
o
c
o
d
o
n
e
 
A
g
e
n
t
s
 
t
o
 
A
 
V
I
N
Z
A

O
ral H

ydrocodone

5 m
g q4h

7,5 m
g q4h

7,5 m
g q6h

10 m
g q4h

10 m
g q6h

15 m
g q4h

15 m
g q6h

2
0
 
m
g
 
q
4
h

20 m
g q6h

A
V

IN
IA

*

3
0
 
m
g
t
 
q
2
4
h

60 m
gt q24h

3
0
 
m
g
t
 
q
2
4
h

90 m
g q24h

60 m
g q24h

120 m
gt q24h

90 m
g q24h

180 m
g q24h

120 m
g q24h

E
quianalgesic ratio is U

.5:
'C

onsider the need for dose reduction,

C
om

bination O
ral H

ydrocodone P
roduct:

A
nexsia", B

ancap. H
C

, Lorcet" 10/650, Lorcet" P
lus, Lortb", Lorcet".H

D
,

N
orco" (V

icodin", V
icodin H

P", V
icodin E

S"), Z
ydone",

, R
ounded dow

n to nearest A
V

IN
Z

A
 dose,

F
or hydrocodone com

bination products w
ith acetam

inophen, care should be taken not to

exceed recom
m

ended daily doses of acetam
inophen (4 g),'

N
ote: C

onfirm
 the actual opioid dosage being taken

per day to) determ
ine the toll daily A

V
IN

Z
A

 dose,
A

l/rJ
(l1hine~lfatee~eidedrele~e(ap~le5)

Iit
1.0

---
-:



F
entanyl T

ransderm
al S

ystem
 to A

V
IN

IA

F
entanyl T

ransderm
al

A
V

IN
IA

*

System

25 fhcg/h
60-90 m

g q24h

50 m
cg/h

9
0
-
1
8
0
 
m
g
 
q
2
4
h

75 m
cg/h

1
8
0
-
2
7
 
m
g
 
q
2
4
h

100 m
cg/h

2
7
0
-
3
6
0
 
m
g
 
q
2
4
h

'C
onsider the need for dose reduction,

A
V

IN
Z

A
 doses are suggested equianalgesic ranges based on A

m
erican P

ain S
ociety

recom
m

endations.5

Fentnyl T
ransderm

al System
 Product:

D
uragesic.,

C
onservatively, 30 m

g of A
V

IN
Z

A
 couid be substituted for each 25 m

cg/h fentanyl transderm
al

"' patch fer initial conversion.

A
fter patch rem

oval, 17 hours or m
ore are required for a 50%

 decrease in serum
 fentanyl

concentrations in healthy individuals,' A
V

IN
Z

A
 treatm

ent can be initiated 18 hours follow
ing

rem
oval of the transderm

al fentanyl patch, or as clinically indicated,
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D
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orth C
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m
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m
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N
ot: C

onfirm
 the actual opioid dosage being taken per day to determ

ine the total daily A
V

IN
Z

A
 dose,

-'\1

L
,
 
.
.
"
'
.
.

u

E
quianalgesic T

ables

IF\'iiI

O
ther O

ral M
edications to A

V
IN

IA

O
ral M

ethadone
O

ral M
eperidine

A
V

IN
IA

*

50 m
g q4h

30 m
g q24h

100 m
g q4h

60 m
g q24h

5 m
g q4h

150 m
g q4h

90 m
g q24h

200 m
g q4h

120 m
g q24h

10 m
g q4h

180 m
g q24h

15 m
g q4h

270 m
g q24h

E
quianalgesic ratio.t

rfl'

. C
onsider the need for

dose reduction,
'T

he half.life of m
ethadone varies from

 15-4 hours and, w
ith chronic adm

inistration, m
ethadone

accum
ulates in body tissue.' U

se care w
hen rotating patients from

 m
ethadone to other opioids,'

O
ral M

ethadone P
roducts:

D
olophine" H

C
L, M

ethadose", M
ethadone H

C
L, M

ethadone H
C

L Intensol'", M
ethadose",

O
ral M

eperidine Products:
D

em
erol" H

C
L

, M
eperidine H

ydrochioride,

A
nexsia~

 is a registered tradem
ark of M

allinckrodt Inc. B
ancap~

 H
C

 is a registered tradem
ark of F

orest
P

harm
aceuticals Inc. D

em
erolØ

 is a registered tradem
ark of S

anofi.S
ynthelabo Inc. D

ilaudid~
 and D

ilaudid~
.-5

are registered tradem
arks of A

bbott Laboratories. D
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oxane Laboratories
Inc. D

uragesic~
 is a registered tradem
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 is a registered

tradem
ark of E
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ndoce~ is a registered tradem

ark of E
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 is a
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 is a registered tradem

ark of E
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S O
ral Pharm
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V
icodin~

, V
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P
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S
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E
quianaigesic ratio is 1:0,1.'
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