
February 23, 2011
UPS OVERNIGHT COURIER
Food and Drug Administration
Center for Drug Evaluation and Research
Division of Drug Marketing, Advertising, and Communications
5901-B Ammendale Road
Beltsville, MD 20705-1266
FILE COPY
RE: NDA # 20-616 KADIAN® (morphine sulfate extended-release) Capsules,
10 mg, 20 mg, 30 mg, 50 mg, 60 mg, 80 mg, 100 mg, and 200 mg
Dear Sir/Madam:
Actavis Elizabeth LLC is hereby submitting, in duplicate, the following promotional material (s),
for KADIAN® (morphine sulfate extended-release) Capsules:
KADIAN® - Co-Pay Assistance Program
Professional
Material Code: KADII101
Please be advised that in accordance with the division’s website, we will
piece, under separate cover, as a consumer piece.
be submitting this
If you have any questions relating to this submission, please do not hesitate to contact the
undersigned at (908) 659-3017, fax number (908) 659-2250, or via secure email to
ReeulatoryAitairsUS @actavis.com.
Sincerely,
AGRAVIS ELIZABETH LLC
\ atlene Salmo
ine
Director of Labé
Regulatory Affairs
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No. 3 on instruction sheet.
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- Morphine Sulfate Extended-Release Capsules
KADIAN
Prod. Code No, N/A
6. PACKAGE INSERT DATE and 1D NO. 7, MANUFACTURER NAME:
(Latest final printed labeling)
_ License No.
Rev. February 2009 Part# 40-9101 (Biologies)
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Please check only one: K) Professional LL Consumer
Material Type Dissemination/ Applicant's Material 1D Code and/or description Previous review No. | COMMENTS:
(usa FDA codes) Publication Date if applicable / date
{PLA Submissions)
a. b. c d.
KADIAN - Co-Pay Assistance Progra
PLT 02/23/11 N - Co-Pay Assistance Program =| xia
Material Code: KADII101
ia
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Charlene Salmorin
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(Latest final printed labeling) 

Rev. February 2009 Part# 40-9101 License No. 
(Biologics) 

Material Type 
(use FDA codes) 

Disseminationl 
Publication Date 

Applicant's MateriallD Code and/or description 

a. 

PLT 02/23/11 

200 Elmora Avenue 
Elizabeth, NJ 07207 USA 

b. c. 

KADIAN - Co-Pay Assistance Program 
Material Code: KADI1101 

b. FAX NO. 

Number: 20-616 
Single product ~ Multiple products 0 
For multiple products, submit completed form and 
specimen of advertising/promotional materials to one 
application of choice, and attach separate sheet 
addressing Items 3·5 for remainder of products. Refer to 
No.3 on Instruction sheet. 

if applicable I date 
(PLA Submissions) 

d. 

N/A 

(909) 659-2250 

Partl/Draft [J Part II/Final 
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KADIAN‘C © ©
Morphine Sulfate
Extended-Release Capsules
YOmge20mgs30mq 50mg 60mg 80mg Io0mg-200mg
Save up to
Please see Boxed WARNING on reverse side of this stand. Please sce
accompanying product information, including Boxed WARNING, with
each brochure.
For questions about this program, please call the Help Desk at 1-877-637-4629.
Cc =
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KADIAN·~ 
Morphine sUHa~ 7 

Extended-Release Capsules 
101I'Il.101I'Il. 101I'Il.501I'Il·(j)1I'Il·iJ)1I'Il·1OO1I'Il·2001I'Il 

Save up to 

$50 

KADIAN C v"" .. _,~~ ... ,....SIMate 
Exlellded ReleaSe CapsUes 

lIo!.lIIo9 ..... ""' ................ 

Please see Boxed WARNING on reverse side of thit stand. Please ~ 
accompanying product information, including Boxed WARNING, with 
each brochure. 
For questions about this program. please call the Help Desk at 1-877-037-4629. 
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be abu~ln a manner similar to other 
opioid agonists legal or mlcit This should 
be consideie"d When prescribing or 
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~~~~ased risk of misuse, abuse 

KADIAN": an! an extende<He1ease 

~~:~:.r~~ 
to severe pain when a continuous 
around-tlMH:lock opiold analgesic Is 
needed for an extended period of time. 

~:~~~·a~:~~~II~~ are NOT fo r use 

KADlAN"l00 mg and 200 mg Capsules ARE 
FOR USE IN OPIOIIJ.. TClLERAHT PATIENTS 
ONLY. Ingestion otthese capsules or ot1he 
pellets within 1he capsules may cause fatal 
respiraIoIy depression when admlnlsll!red 
~~.already tolerant to high 

KADIAN" CAPSULES ARE TO BE 
SWAlLOWED WHOlE OR THE CONTENTS 
OF THE CAPSULES SPRINKLED ON 
APPlE SAUCE. THE PEllETS IN THE 
CAPSULES ARE NOT TO BE CHEWED 
CRUSHED, OR DISSOLVED DUE TO THE 
RISK OF RAPID RElEASE AND 
ABSORPTlON OF A POTENTIAllY FATAL 
DOSE OF MORPHINE. 

For further product information, 
please visit www.KADIAN.com or 
caU1-888-496-3082. 
Please see accompanying Full 
Prescribing Information. 
KADIAN' /s a registered trademartc 
of Actavis Elizabeth LLC. 

CZOl0 Actavis Elilabeth U.C. All rights re5eMd. 
KADI1101 Prin1ed i1 USA 
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KADIAN’C OO
Morphine Sulfate
Extended-Release Capsules
10mg+20mg+30mg+50mg +60mg+80mg+100mg+200mg
Save up to
toward your
KADIAN®
prescriptions.
Please see Boxed WARNING on page 2, Important Safety Information on
pages 2-7, and accompanying Full Prescribing Information.
For questions about this program, please call the Help Desk at 1-877-637-4629
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KADIAN~~([I 
Morphine Sulfate 

Extended-Release Capsules 
lOmg.lGmg·JOmg·50mg·(j)mg·81mg·lOOmg·lOOmg 

Save up to 

$50 
toward your 

KADIAN® 
prescriptions. 

Please see Boxed WARNING on page 2, Important Safety Information on 
pages 2-7, and accompanying Full Prescribing Information. 

FOfqueStionS about this program. please caU the Help Desk at l.an-6374629. 
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WHAT IS THE INDICATION FOR KADIAN® USE?
* KADIAN® capsules are an extended-release capsule taken by
mouth of morphine sulfate that is used to manage moderate to
severe pain that continues around-the-clock and is expected to
last for an extended period of time.
* KADIAN® is NOT for use to treat pain that occurs once in a while
(‘as needed’). Lo
* KADIAN® is not indicated for pain in the immediate post-operative
period (12-24 hours following surgery) for patients who have not
taken drugs called opioids before.
« KADIAN® is not indicated for pain In the post-operative period if
the pain is mild or not expected to persist for an extended period
of time.
RISK AND SAFETY INFORMATION ABOUT KADIAN®
The BOXED WARNING in the prescribing information for
Healthcare Providers states:
Ronly
WARNING:
| | KADIAN® contains morphine sulfate, an opioid agonist and a
Schedule Il controlled substance, with an abuse liability similar
to other opioid analgesics. KADIAN®can be abused in a manner
similar to other opioid agonists, legal or illicit. This should be
_« | considered when prescribing or dispensing KADIAN® in
| Situations where the physician or pharmacist is concemed
«| about an increased risk of misuse, abuse or diversion.
| | KADIAN® capsules are an extended-release oral
|| formulation of morphine sulfate indicated for the
‘| | management of moderate to severe pain when a
| + continuous, around-the-clock opioid analgesic is needed
for an extended period of time.
| KADIAN® Capsules are NOT for use as a prn analgesic.
KADIAN® 100 mg and 200 mg Capsules ARE FOR USE
IN OPIOID-TOLERANT PATIENTS ONLY. Ingestion of
these capsules or of the pellets within the capsules may
cause fatal respiratory depression when administered to '
patients not already tolerant to high doses of opioids.
KADIAN® CAPSULES ARE TO BE SWALLOWED WHOLE OR THE
CONTENTS OF THE CAPSULES SPRINKLED ON APPLE SAUCE.
THE PELLETS IN THE CAPSULES ARE NOT TO BE CHEWED,
CRUSHED, OR DISSOLVED DUE TO THE RISK OF RAPID RELEASE
AND ABSORPTION OF APOTENTIALLY FATAL DOSE OF MORPHINE.
Please see Boxed WARNING on this page, Important Safety Information on
2 pages 2-7, and accompanying Full Prescribing Information.
CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER P-CA-001716.006 ai LERGAN_MDL_02105784
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WHAT IS THE INDiCATION FOR KADlAN® USE? 

• KADIAN® capsules are an extended-release capsule taken by 
mouth of morphine sulfate that is used to manage moderate to 
severe pain that continues around-the-clock and is expected to 
last for an extended period of time. 

• KADIAN® is NOT for use to treat pain that occurs once in a while 
("as needed"). 

• KADIAN® is not indicated for pain in the immediate post-operative 
period (12-24 hours following surgery) for patients who have not 
taken drugs called opioids before. 

• KADIAN® is not indicated for pain in the post-operative period if 
the pain is mild or not expected to persist for an extended period 
of time. 

RISK AND SAFETY INFORMATION ABOUT KADlAN® 
The BOXED WARNING in the prescribing information for 
Healthcare Providers states: 

~only 

WARNING: 
KADIAN® contains morphine sulfate, an opioid agonist and a 
Schedule II controlled substance, with an abuse liability similar 
to otheropioid analgesics. KADIAN®can be abused in a manner 
similar to other oploid agonists, legal or illicit. This should be 
considered when prescribing or dispensing KADIAN® in 
situations where the ph).'sician or pharmacist is concerned 
about an increased risk of misuse, abuse or diversion. 
KADlAN® capsules are an extended-release oral 
formulation of morphine sulfate indicated for the 
management of moderate to severe pain when a 
continuous, around-the-clock opioid analgesic is needed 
for an extended period of time. 
KADIAN® Capsules are NOT for use as a pm analgesic. 
KADlAN® 100 mg and 200 mg Capsules ARE FOR USE 
IN OPIOID-TOLERANT PATIENTS ONLY. Ingestion of 
these capsules or of the pellets within the capsules may 
cause fatal respiratory depression when administered to 
patients not already tolerant to high doses of opioids. 
KADlAN® CAPSULES ARE TO BE SWALLOWED WHOLE OR THE 
CONTENTS OF THE CAPSULES SPRINKLED ON APPLE SAUCE. 
THE PELLETS IN THE CAPSULES ARE NOT TO BE CHEWED, 
CRUSHED, OR DISSOLVED DUE TO THE RISK OF RAPID RELEASE 
AND ABSORPTION OF A POTENTIALLY FATAL DOSE OF MORPHINE. 

Please see Boxed WARNING on this page, Important Safety Information on 
2 pages 2-7, and accompanying Full Prescribing Information. 

CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER P-CA-001716.006 
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WHAT DOES THIS INFORMATION MEAN FOR YOU:
* KADIAN®, which is a federally controlled substance (Cil), can
be abused by people who abuse prescription medicines or
street drugs. To prevent theft, misuse, or abuse of KADIAN®,
keep itin a safe place. Do not give KADIAN® to anyone else.
It may harm them or even cause death. After you stop taking
KADIAN®, flush any unused capsules down the toilet.
Do not crush, dissolve, or chew KADIAN® capsules or the
capsule contents before swallowing. Abuse of KADIAN® by
crushing, chewing, snorting or injecting the dissolved product
will result in the uncontrolled delivery of morphine and pose
a significant risk to the abuser that could result in overdose
or death.
KADIAN® is NOT for use to treat pain that occurs once in.a
while (‘as needed’).
KADIAN® 100 mg and 200 mg capsules are for use only in
opioid tolerant patients. “Opioid tolerant” means that you
regularly use another opioid medicine for constant pain and
that your body is used to it. Ingesting KADIAN® 100 mg and
200 mg capsules when you are not opioid tolerant may
cause serious breathing problems and death.
Do Not Take KADIAN® If:
* You have a known hypersensitivity (allergy) to morphine,
morphine salts, or any of the ingredients in KADIAN® (See the
accompanying Prescribing Information for a complete list of
ingredients in KADIAN®).
+ You are having an asthma attack or have severe asthma,
trouble breathing, or lung problems.
« You have a bowel blockage called paralytic ileus.
* Do not take KADIAN® with alcohol, other opioids, or illicit
drugs because dangerous additive effects may occur
resulting in serious injury or death. In addition, alcohol can
cause very high levels of morphine in your blood and you can
die due to an overdose of morphine.
/
Please see Boxed WARNING on page 2, Important Safety Information
on pages 2-7, and accompanying Full Prescribing Information.
What are the Possible Side Effects of KADIAN®?
» KADIAN® can cause serious breathing problems that may be
life-threatening, especially if KADIAN® is used in the wrong
way. Call your healthcare professional or get medical help
right away if your breathing slows down, you have shallow
breathing, you feel faint, dizzy, confused, or have any unusual
symptoms. These can be symptoms that you have taken too
much KADIAN® or that the dose is too high for you. These
symptoms may lead to serious problems or death if not
treated right away.
+ There is a chance of abuse or addiction with KADIAN®.
+ Serious allergic reactions, while extremely rare, have been
reported with use of KADIAN®. Get medical help right away
if you experience any symptoms of a severe allergic
reactions, such as: feeling dizzy or faint, trouble breathing,
chest pain, or swelling of the face, throat, or tongue.
* Do not drive or operate machinery or perform other potentially
hazardous activities until you know how you react to this
medicine or to a change in the dose.
« Serious side effects that may be associated with KADIAN®
therapy are those observed with other opioid analgesics
and include: respiratory depression, respiratory arrest,
apnea, circulatory depression, cardiac arrest, hypotension,
and/or shock.
+ The less severe side effects seen on initiation of therapy with
KADIAN® are also typical opioid side effects. The most
frequent of these include drowsiness, dizziness, constipation,
and nausea.
* Severe constipation could occur as a result of taking
KADIAN® and appropriate laxatives, stool softeners, and
other appropriate treatments should be started at the
beginning of therapy.
Please see Boxed WARNING on page 2, Important Safety Information
4 on pages 2-7, and accompanying Full Prescribing Information.
WHAT ARE SOME OF THE OTHER RISKS
ASSOCIATED WITH KADIAN®?
WARNINGS
+ Head Injury and Increased Intracranial Pressure: The
respiratory depressant effects of morphine may be markedly
exaggerated in the presence of head injury, other intracranial
lesions, or a pre-existing increase in intracranial pressure.
KADIAN® produces effects which may hide neurologic signs
of further increases in pressure in patients with head injuries.
Morphine should only be administered under such.
circumstances when considered essential and then with
extreme care.
Hypotensive Effect: KADIAN® may cause severe
hypotension (low blood pressure). There is an added risk to
patients whose ability to maintain blood pressure has already
been compromised by a reduced blood volume, oF a
concurrent administration of drugs such as phenothiazines
or general anesthetics. KADIAN® may produce orthostatic
hypotension and fainting in ambulatory patients. :
KADIAN®, like all opioid analgesics, should be administered
with caution to patients in circulatory shock, as vasodilation
"produced by the drug may further reduce cardiac output and
blood pressure.
+ Interactions with CNS Depressants: KADIAN® should be
used with great caution and in reduced dosage in patients
who are concurrently receiving other central nervous system
depressants including sedatives or sleep aids, general
anesthetics, phenothiazines, other tranquilizers, and alcohol
because respiratory depression, low blood pressure, and
profound sedation or coma may result.
* Gastrointestinal Obstruction: KADIAN® should not be given
to patients with gastrointestinal obstruction (bowel blockage),
particularly a type called paralytic ileus, as there is a risk of
the product remaining in the stomach for an extended period
and the subsequent release of a bolus of morphine when
normal gut motility is restored. As with other solid morphine
formulations diarrhea may reduce morphine absorption.
PRECAUTIONS
» General: Opioid analgesics have a narrow therapeutic index
in certain patient populations, especially when combined with
CNS depressant drugs, and should be reserved for cases
Please see Boxed WARNING on page 2, Important Safety Information
on pages 2-7, and accompanying Full Prescribing Information.
P-CA-001716.007
*

P-21465 _ 00007

en 
c 
rn 
c..... 
m 
() 
-i 
-i o 
"'U 
::0 o 
-i 
m 
() 
-i 
<: m 
o 
::0 
o 
m 
::0 

~ 
I 
I 
m 
::0 
G) 
~ 
Z , 
~ . 

o 

" 
a 
I\) 
-" 
a 
01 
-....J 
OJ 
01 

WHAT DOES THIS INFORMATION MEAN FOR YOU: 

• KADIAN®, which is a federally controlled substance (CII), can 
be abused by people who abuse prescription medicines or 
street drugs. To prevent theft, misuse, or abuse of KADIAN®, 
keep it in a safe place. Do not give KADlAN® to anyone else. 
It may harm them or even cause death. After you stop taking 
KADIAN®, flush any unused capsules down the toilet. 

• Do not crush, dissolve, or chew KADIAN® capsules or the 
capsule contents before swallowing. Abuse of KADIAN® by 
crushing, chewing, snorting or injecting the dissolved product 
will result in the uncontrolled delivery of morphine and pose 
a significant risk to the abuser that could result in overdose 
or death. 

• KADIAN® is NOT for use to treat pain that occurs once in a 
while ("as needed"). 

• KADIAN® 100 mg and 200 mg capsules are for use only in 
opioid tolerant patients. "Opioid tolerant" means that you 
regularly use another opioid medicine for constant pain and 
that your body is used to it. Ingesting KADlAN® 100 mg and 
200 mg capsules when you are not opioid tolerant may 
cause serious breathing problems and death. 

Do Not Take KADIAN® If: 

• You have a known hypersensitivity (allergy) to morphine, 
morphine salts, or any of the ingredients in KADIAN® (See the 
accompanying Prescribing Information for a complete list of 
ingredients in KADIAN®). 

• You are having an asthma attack or have severe asthma, 
trouble breathing, or lung problems. 

• You have a bowel blockage called paralytic ileus. 

• Do not take KADIAN® with alcohol , other opioids, or illicit 
drugs because dangerous additive effects may occur 
resulting in serious injury or death. In addition, alcohol can 
cause very high levels of morphine in your blood and you can 
die due to an overdose of morphine. 

/ 
Please see Boxed WARNING on page 2, Importanl Safely Information 
on pages 2·7, and accompanying Full Prescribing Infonmalion. 

What are the Possible Side Effects of KADlAN®? 

• KADlAN® can cause serious breathing problems that may be 
life-threatening, especially if KADIAN® is used in the wrong 
way. Call your healthcare professional or get medical help 
right away if your breathing slows down, you have shallow 
breathing, you feel faint, dizzy, confused, or have any unusual 
symptoms. These can be symptoms that you have taken too 
much KADIAN® or that the dose is too high for you. These 
symptoms may lead to serious problems or death if not 
treated right away. 

• There is a chance of abuse or addiction with KADIAN®. 

• Serious allergic reactions, while extremely rare, have been 
reported with use of KADIAN®. Get medical help right away 
if you experience any symptoms of a severe allergic 
reactions, such as: feeling dizzy or faint, trouble breathing, 
chest pain, or swelling of the face, throat, or tongue. 

• Do not drive or operate machinery or perform other potentially 
hazardous activities until you know how you react to this 
medicine or to a change in the dose. 

• Serious side effects that may be associated with KADlAN® 
therapy are those observed with other opioid analgesics 
and include: respiratory depression , respiratory arrest, 
apnea, circulatory depreSSion, cardiac arrest, hypotension, 
and/or shock. 

• The less severe side effects seen on initiation of therapy with 
KADIAN® are also typical opioid side effects. The most 
frequent of these include drowsiness, dizziness, constipation, 
and nausea. 

• Severe constipation could occur as a result of taking 
KADIAN® and appropriate laxatives, stool softeners, and 
other appropriate treatments should be started at the 
beginning of therapy. 

Please see Boxed WARNING on page 2, Important Safely Information 
on pages 2·7, and accompanying Full Prescribing Infonmation. 

;~ . 

WHAT ARE SOME OF THE OTHER RISKS 
ASSOCIATED WITH KADIAN®? 

WARNINGS 

• Head Injury and Increased Intracranial Pressure: The 
respiratory depressant effects of morphine may be markedly 
exaggerated in the presence of head injury, other intracranial 
lesions, or a pre-existing increase in intracranial pressure. 
KADIAN® produces effects which may hide neurologic signs 
of further increases in pressure in patients with head injuries. 
Morphine should only be administered under such 
circumstances when considered 'essential and then with 
extreme care. 

• Hypotensive Effect: KADlAN® may cause severe 
hypotension (low blood pressure). There is an added risk to 
patients whose ability to maintain blood pressure has already 
been compromised by a reduced blood volume, or a 
concurrent administration of drugs such as phenothiazines 
or general anesthetics. KADIAN® may produce orthostatic 
hypotension and fainting in ambulatory patients. 

KADIAN®, like all opioid analgesics, should be administered 
with caution to patients in circulatory shock, as vasodilation 

. produced by the drug may further reduce cardiac output and 
blood pressure. ' 

• Interactions with CNS Depressants: KADIAN® should be 
used with great caution and in reduced dosage in patients 
who are concurrently receiving other central nervous system 
depressants including sedatives or sleep aids, general 
anesthetics, phenothiazines, other tranquilizers, and alcohol 
because respiratory depression, low blood pressure, and 
profound sedation or coma may result. 

• Gastrointestinal Obstruction: KADIAN® should not be given 
to patients with gastrointestinal obstruction (bowel blockage), 
particularly a type called paralytic ileus, as there is a risk of 
the product remaining in the stomach for an extended period 
and the subsequent release of a bolus of morphine when 
normal gut motility is restored. As with other solid morphine 
formulations diarrhea may reduce morphine absorption. 

PRECAUTIONS 

• General: Opioid analgesiCS have a narrow therapeutic index 
in certain patient populations, especially when combined with 
CNS depressant drugs, and should be reserved for cases 

Please see Boxed WARNING on page 2, Important Safely Infonmalion 
on pages 2·7, and accompanying Full Prescribing Information. 
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where the benefits of opioid pain medication outweigh the
known risks of respiratory depression, altered mental state,
and postural hypotension.
The administration of KADIAN® may obscure the diagnosis
or clinical course in patients with acute abdominal conditions.
KADIAN® may aggravate pre-existing convulsions in patients
with convulsive disorders.
Cordotomy: Patients taking KADIAN® who are scheduled for
cordotomy or other interruption of pain transmission pathways
should have KADIAN® ceased 24 hours prior to the procedure
and the pain controlled by parenteral short-acting opioids. In
addition, the post-procedure titration of analgesics for such
patients should be individualized to avoid either over sedation
or withdrawal syndromes.
Use in Pancreatic/Biliary Tract Disease: KADIAN® may
cause spasm of the sphincter of Oddi and should be used
with caution in patients with biliary tract disease, including
acute pancreatitis. Opioids may cause increases in the serum
amylase level.
Tolerance and Physical Dependence: Tolerance is the
need for increasing doses of opioids to maintain a defined
effect such as analgesia (in the absence of disease
progression or other external factors). Physical dependence
is manifested by withdrawal symptoms after abrupt
discontinuation of a drug or upon administration of an
antagonist. Physical dependence and tolerance are not
unusual during chronic opioid therapy.
Special Risk Groups
* KADIAN® should be administered with caution, and in
reduced dosages in elderly or debilitated patients; patients
with severe kidney or liver insufficiency; patients with
Addison's disease; myxedema; hypothyroidism; prostatic
hypertrophy or urethral stricture.
Caution should also be exercised in the administration of
KADIAN® to patients with CNS depression, toxic
psychosis, acute alcoholism and delirium tremens, and
convulsive disorders.
Please see Boxed WARNING on page 2, Important Safety Information
on pages 2-7, and accompanying Full Prescribing Information.
Drug Interactions
* There is a potential for combined effects when KADIAN® is
used by patients who are also taking other drugs that have
central nervous system depressant effects, including
sedatives, sleep aids, anti-nausea agents, other pain
relievers, tranquilizers, muscle relaxants, alcohol, diuretics,
and cimetidine.
* KADIAN® should not be used by patients who take
Monoamine Oxidase Inhibitors (MAOIs) or within 14 days of
stopping the MAOI.
DOSAGE AND ADMINISTRATION ~ HOW TO USE KADIAN®
* Do not crush, dissolve, or chew KADIAN® capsules or the
capsule contents before swallowing. Abuse of KADIAN® by
crushing, chewing, snorting or injecting the dissolved product
will result in the uncontrolled delivery of morphine and pose
a significant risk to the abuser that could result in overdose
or death.
Do not stop taking KADIAN® or any other opioid without
talking to your healthcare professional. KADIAN® can cause
physical dependence. This means you could become sick
with uncomfortable withdrawal symptoms because your body
has become used to these medicines. Physical dependence
is not the same as drug addiction. Your doctor can tell you
more about the differences between physical dependence
and drug addiction.
IT IS IMPORTANT TO REMEMBER THAT:
* These are not all the risks and side effects associated with
KADIAN®. For more information, please contact your doctor.
* Call your doctor for medical advice about side effects.
You may report side effects to FDA at 1-800-FDA-1088.
BS AIRE
Morphine Sulfate
Extended-Release Capsules
10mge20mge 30mge 50mgs 60mge 80mgs100mg*200mg
Please see Boxed WARNING on page 2, Important Safety information
on pages 2-7, and accompanying Full Prescribing Information.
P-CA-001716.008
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where the benefits of opioid pain medication outweigh the 
known risks of respiratory depression, altered mental state, 
and postural hypotension. 

The administration of KADIAN® may obscure the diagnosis 
or clinical course in patients with acute abdominal conditions. 

KADIAN® may aggravate pre-existing convulsions in patients 
with convulsive disorders. 

• Cordotomy: Patients taking KADIAN® who are scheduled for 
cordotomy or other interruption of pain transmission pathways 
should have KADIAN® ceased 24 hours prior to the procedure 
and the pain controlled by parenteral short-acting opioids. In 
addition, the post-procedure titration of analgesics for s~ch 
patients should be individualized to avoid either over sedation 
or withdrawal syndromes. 

• Use in Pancreatic/Biliary Tract Disease: KADIAN® may 
cause spasm of the sphincter of Oddi and should be used 
with caution in patients with biliary tract disease, including 
acute pancreatitis. Opioids may cause increases in the serum 
amylase level. 

• Tolerance and Physical Dependence: Tolerance is the 
need for increasing doses of opioids to maintain a defined 
effect such as analgesia (in the absence of disease 
progression or other external factors) . Physical dependence 
is manifested by withdrawal symptoms after abrupt 
discontinuation of a drug or upon administration of an 
antagonist. Physical dependence and tolerance are not 
unusual during chronic opioid therapy. : 

Special Risk Groups 

• KADIAN® should be administered with caution, and in 
reduced dosages in ' elderly or debilitated patients; patients 
with severe kidney or liver insufficiency; ,Patients wi~h 
Addison's disease; myxedema; hypothyroidism; prostatic 
hypertrophy or urethral stricture. 

Caution should also be exercised in the administration of 
KADIAN® to patients with CNS depression, toxic 
psychosis, acute alcoholism and delirium tremens, and 
convulsive disorders. 

Please see Boxed WARNING on page 2, Importanl'Safety Information 
on pages 2-7, and accompanying Full Prescribing Information. 

Drug Interactions 

• There is a potential for combined effects when KADlAN® is 
used by patients who are also taking other drugs that have ~ 
central nervous system depressant effects, inc l udi~g , 
sedatives, sleep aids, anti-nausea agents, other p.aln 
relievers, tranquilizers, muscle relaxants, alcohol, diuretics, 
and cimetidine. 

• KADIAN® should not be used by patients who take 
Monoamine Oxidase Inhibitors (MAOls) or within 14 days of 
stopping the MAOI. 

DOSAGE AND ADMINISTRATION - HOW TO USE KADlAN® 

• Do not crush, dissolve, or chew KADIAN® capsules or the 
capsule contents before swallowing. Abuse of KADIAN® by 
crushing, chewing, snorting or injecting the dissolved product 
will result in the uncontrolled delivery of morphine and pose 
a significant risk to the abuser that could result in overdose 
or death. 

• Do not stop taking KADIAN® or any other opioid without 
talking to your healthcare professional. KADIAN® can cause 
physical dependence. This means you could become Sick 
with uncomfortable withdrawal symptoms because your body 
has become used to these medicines. Physical dependence 
is not the same as drug addiction. Your doctor can tell you 
more about the differences between physical dependence 
and drug addiction. 

IT IS IMPORTANT TO REMEMBER THAT: 

• These are not all the risks and side effects associated with 
KADIAN®. For more information, please contact your doctor. 

• Call your doctor for medical advice about side effects. 
You may report side effects to FDA at 1-800-FDA-1 088. 

KAD&AN®~ 
Morphine SUlfa! 7 

Extended-Release Capsules 
IOmg.20019'lOO19' 50019 ' 60019' 80019.100019.100019 

Please see Boxed WARNING on page 2, Important Safety Information 
on pages 2-7, and accompanying Full Prescribing Information. 
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Present this card with your KADIAN® prescription and |
Assistance Card at the pharma Pres
‘ mt insurance card, if applicable. You can use the same card with
Z8ZS0LZ0 TGW NVOYATIV
Answer: Please contact the Help Desk at 1-877-637-4629 or
ask your pharmacist to call the Pharmacy Help Desk at
1-800-422-5604 to address this problem.
Question: Can | use the card with mail order programs?
Answer: No. You cannot use this card with participating mail
order pharmacies. To find a local pharmacy that
participates, please contact the Help Desk at
1-877-637-4629,
Question: What if | lose my KADIAN® Co-Pay Assistance Card?
Answer: Please call the Help Desk at 1-877-637-4629 to request
a replacement card.
If you have any other questions on how to use your
Co-Pay Assistance Card, please call 1-877-637-4629.
Please see Boxed WARNING on page 2, Important Safety Information
on pages 2-7, and accompanying Full Prescribing Information.
8
every prescription of KADIAN®.
Terms and Conditions: Valid only at participating retail
pharmacies in the US and Puerto Rico. Not valid through
mail-order pharmacies. This offer is limited up to one savings
per prescription. This coupon card is not valid for prescriptions
purchased under Medicaid, Medicare, federal or state programs
(including state prescription drug programs, private indemnity
or HMO Insurance plans which reimburse you for the entire cost
of your prescription drugs). This offer is not valid in
Massachusetts, except for cash paying patients. Void where
prohibited by law, taxed or restricted. Actavis reserves the right
to rescind, revoke or amend this offer without notice at any time.
Please see Boxed WARNING on page 2, Important Safety Information
on pages 2-7, and accompanying Full Prescribing Information.
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If you have any questions on how to use your Co-Pay
Assistance Card, please call 1-877-637-4629.
For further product information, please visit
www.KADIAN.com or call 1-888-496-3082.
Please see accompanying Full Prescribing Information.
KADIAN* is a registered trademark of Actavis Elizabeth LLC.
S kapianiccop
( actavis Exendd-Reloee Capes
9 value in pharmaceutical: {Geng «Xing ong eng oer oly ing way
€2010 Actavis Elizabeth LLC. All rights reserved.
rem Printed in USA
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The KADIAN (morphine sulfate extended-release) 
Capsules $50 Co-Pay Assistance Card FAQ sheet 

Question: Do I have to call an 800 number or go onto the internet 
to activate the card? 

Answ No. The card is already active. Simply present the card 
to your pharmacist with a valid prescription for 
KADIAN capsules to receive immediate savings. 

Question: Do I have to present this card every time I have my 
KADI prescription filled? 

Answer Yes. Present this card and your valid prescription 10 your 
pharmacist each time you have your KADIAN' 
prescription filled. This card is mUlti-use so remember to 
keep your card for future savings. 

Question: What If I have a problem redeeming the $50 Co-Pay 
Assistance Card at the pharmacy? 

Answer: Please contact the Help Desk at 1-877-6374629 or 
ask your pharmaCist to call the Pharmacy Help Desk at 
1-800422-5604 to address this problem. 

Question: Can I use the card with mail order programs? 

Answer: No. You cannot use this card with participating mail 
order pharmacies. To find a local pharmacy that 
participates, please contact the Help Desk at 
1-877-6374629. 

Question: What if I lose my KADIAN' Co-Pay Assistance Card? 

Answer: Please call the Help Desk at 1-877-6374629 to request 
a replacement card. 

If you have any other questions on how to use your 
Co·Pay Assistance Card, please call 1·877·6374629. 

Please see Boxed WARNING on page 2, Important Safety Information 
on pages 2-7, and accompanying Full Prescribing Information. 

toward your 

KADIAN~ 
prescriptions. 

Bin t. 004682 RxPCN: eN 
Group ' : LCUKD655 10 t. UKD153194368 

The KADIA (morphine sulfate extended-release) 
Capsules Co-Pay Assistance Program 

The KADIAN- Co·pay Assistance Program provides up to $50 
toward your co-payor out·of·pocket cost for your KADIAN' 
prescriptions_ Please see your pharmacist to help you 
determine your monthly savings amount. 

Present this card with your KADIAN· prescription and 
insurance card, if applicable. You can use the same card with 
every prescription of KADIAN'. 

Terms and Conditions: Valid only at participating retail 
pharmacies in the US and Puerto Rico. Not valid through 
mail-order pharmacies. This offer is limited up to one savings 
per prescription. This coupon card is not valid for prescriptions 
purchased under Medicaid, Medicare, federal or state programs 
(including state prescription drug programs, private indemnity 
or HMO Insurance plans which reimburse you for the entire cost 
of your prescription drugs). This offer is not valid in 
Massachusetts, except for cash paying patients. Void where 
prohibited by law, taxed or restricted. Actavis reserves the right 
to rescind, revoke or amend this offer without notice at any time. 

Please see Boxed WARNING on page 2. Important Safety Information 
on pages 2-7, and accompanying Full Prescribing Information. 

If you have any questions on how to use your Co-Pay 
Assistance Card, please call 1·877·637-4629. 

For further product information, please visit 
www.KAOIAN.com or call 1-888-496·3082. 
Please see accompanying Full Prescribing Information. 
KADIA~ is a registered trademark of Acta vis Elizabeth LLC. 

Pactavis 
10 ActIvis Elizabeth llC. 

KADi1009 
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KADIAN® | (ir
Morphine Sulfate Extended-Release Capsules
KADIAN® 10 mg Capsules
KADIAN® 20 mg Capsules
KADIAN® 30 mg Capsules
KADIAN® 50 mg Capsules
KADIAN® 60 mg Capsules
KADIAN® 80 mg Capsules =~
KADIAN® 100 mg Capsules
KADIAN® 200 mg Capsules
R.only
WARNING: ‘
KADIAN® contains morphine sulfate, an opioid agonist and a Schedule Il controlled substance, with an abuse
liability simitar to other opioid analgesics. KADIAN® can be abused in a manner similar to other opioid
agonists, legal or illicit. This should be considered when prescribing or dispensing KADIAN® in situations
where the physician or pharmacist is concerned about an increased risk of misuse, abuse or diversion.
KADIAN® capsules are an extended-release oral formulation of morphine sulfate indicated for the
management of moderate to severe pain when a continuous, around-the-clock opioid analgesic is needed for
an extended period of time.
KADIAN® Capsules are NOT for use as a prn-analgesic.
KADIAN® 108 mg and 200 mg Capsules ARE FOR USE IN OPIOID-TOLERANT PATIENTS ONLY.: Ingestion of
these capsules or of the pellets within the capsules may cause fata! respiratory depression when administered
to patients not already tolerant to high doses of opioids. KADIAN® CAPSULES ARE TO BE SWALLOWED
WHOLE OR THE CONTENTS OF THE CAPSULES SPRINKLED ON APPLE SAUCE. THE PELLETS IN THE
CAPSULES ARE NOT TO BE CHEWED, CRUSHED, OR DISSOLVED DUE TO THE RISK OF RAPID RELEASE AND
ABSORPTION.OF A POTENTIALLY FATAL DOSE OF MORPHINE.
DESCRIPTION
KADIAN® (morphine sulfate) capsules are an opioid analgesic supplied in 10 mg, 20 mg, 30 mg, 50 mg,
60 mg, 80 mg, 100 mg, and 200 mg strengths for oral administration.
Chemically, morphine sulfate is 7,8-didehydro-4,5 a- epoxy-17-methyl-morphinan-3,6 c.- diol sulfate (2:1) (salt)
pentahydrate and has the following structural formula:
® H2SO, @ 5H20
2
Morphine sulfate is an odorless, white, crystalline powder with a bitter taste and a molecular weight of 758 (as
the sulfate). It has a solubility of 1 in 21 parts of water and 1 in 1000 parts of alcohol, but is practically insoluble in
chloroform or ether. The octanol: water partition coefficient of morphine is 1.42 at physiologic: pH and the pKy is
7.9 for the tertiary nitrogen (mostly ionized at pH 7.4).
Each KADIAN® extended-release capsule contains either 10 mg, 20 mg, 30 mg, 50 mg, 60 mg, 80 mg, 100 mg, or
200 mg of Morphine Sulfate USP and the following inactive ingredients commen to alt strengths: hypromellose,
ethylcellulose, methacrylic acid copolymer, polyethylene glycol, diethyl. phthalate, talc, corn starch, and sucrose.
The capsule shells contain gelatin, silicon dioxide, sodium lauryl sulfate, titanium dioxide, and black ink, D&C
red #28, FD&C blue #1 (10 mg), D&C yellow #10 (20 mg), FD&C red #3, FD&C blue #1 (30 mg), D&C red #28,
FD&C red #40, FD&C blue #1 (50 mg), D&C red #28, FD&C red #40, FD&C blue #1 (60 mg), FD&C blue #1, FD&C
red #40, FD&C yellow #6 (80 mg), D&C yellow #10, FD&C blue #1 (100 mg), black iron oxide, yellow iron oxide, red
iron oxide (200 mg).
CLINICAL PHARMACOLOGY
Morphine is a natural product that is the prototype for the class of natural and synthetic opioid analgesics.
Opioids produce a wide spectrum of pharmacologic effects including analgesia, dysphoria, euphoria,-somnolence,
respiratory depression, diminished gastrointestinal motility, altered circulatory dynamics, histamine release and
physical dependence.
Morphine produces both its therapeutic and its adverse effects by interaction with one or more classes of specific
opioid receptors tocated throughout the body. Morphine acts as a pure agonist, binding with and activating opioid
receptors at sites in the periaqueductal and peri-ventricular grey matter, the ventro-medial medulla and the spinal
cord to produce analgesia.
Effects on the Central Nervous System
The principal actions of therapeutic value of morphine are analgesia and sedation (i.e., sleepiness and
anxiolysis). The precise mechanism of the analgesic action is unknown. However, specific CNS opiate receptors
and endogenous compounds with morphine-tike activity have been identified throughout the brain and spinal
cord and are. likely to play a role in the expression of analgesic effects. Morphine produces respiratory
depression by direct action on brainstem respiratory centers. The mechanism of respiratory depression involves
a reduction in the responsiveness of the brainstem respiratory centers to increases in carbon dioxide tension, and
to electrical stimulation. Morphine depresses the cough reflex by direct effect on the cough center in the
medulla. Antitussive effects may occur with doses lower than those usually required for analgesia. Morphine
causes miosis, even in total darkness, and little tolerance develops to this effect. Pinpoint pupils are a sign of
opioid overdose but are not pathognomonic (e.g., pontine lesions of hemorrhagic ar ischemic origins may
produce similar findings). Marked mydriasis rather than miosis may be seen with worsening hypoxia in the
setting of KADIAN® overdose (See OVERDOSAGE).
Effects on the Gastrointestinal Tract and Other Smooth Muscle -
Gastric, biliary and pancreatic secretions are decreased by morphine. Morphine causes a reduction in motility
associated with an increase in tone in the antrum of the stomach and duodenum. Digestion of food in the small
intestine is delayed and propulsive contractions are decreased. Propulsive peristaltic waves in the colon are
decreased, while tone is increased to the point of spasm. The end result is constipation. Morphine can cause a
marked increase in biliary tract pressure as a result of spasm of the sphincter of Oddi.
Effects on the Cardiovascular System
Morphine produces peripheral vasodilation which may result in orthostatic hypotension or syncope. Release of
histamine may be induced by morphine and can contribute to opicid-induced hypotension. Manifestations of
histamine release and/or peripheral vasodilation may include pruritus, flushing, red eyes and sweating.
Pharmacodynamics
Plasma Level-Anaigesia Relationships
In any particular patient, both analgesic effects and plasma morphine concentrations are related to the morphine
dose,
While plasma morphine-efficacy relationships can be demonstrated in non-tolerant individuals, they are
influenced by a wide variety of factors and are not generally useful as a guide to the clinical use of morphine. The
effective dose in opioid-tolerant patients may be 10-50 times as great (or greater) than the appropriate dose for
opicid-naive individuals. Dosages of morphine should be chosen and must be titrated on the basis of clinical
evaluation of the patient and the balance between therapeutic and adverse effects.
For any fixed dose and dosing interval, KADIAN® will have, at steady-state, a lower Cmax and a higher Crin than
conventional morphine.
Pharmacokinetics
KADIAN® capsules contain polymer coated extended-release pellets of morphine sulfate that release morphine
significantly more slowly than from conventional oral preparations. KADIAN® activity is primarily due to morphine.
One metabolite, morphine-6-glucuronide, has been shown to have analgesic activity, but does not readily cross the
blood brain barrier.
Following oral administration of morphine, the extent of absorption is essentially the same for immediate or
CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER
KADIAN® (morphine sulfate extended-release) Capsules
extended-release formulations, although the time to peak blood level (Tax) will be Jonger and the Cynay will be lower
for formulations that delay the release of morphine in the gastrointestinal tract.
Elimination of morphine is primarily via hepatic metabolism to glucuronide metabolites (55 to 65%) which are
then renally excréted. The terminal half-life of morphine is 2 to 4 hours, hawever, a longer term half-life of about 15
hours has been reported in studies where blood has been sampled up to 48 hours.
The single-dose pharmacokinetics of KADIAN® are linear over the dosage range of 30 to 100 mg. The single dose
and-mutltipte dose pharmacokinetic parameters of KADIAN® in normal volunteers are summarized in Table 1.
Table 1: Mean pharmacokinetic parameters (% coefficient variation) resulting from a fasting single dose study
in normal volunteers and a multiple dose study in patients with cancer pain. .
Regimen/ AUC#+ Cmax* Tmax Cmin® Fluctuation*
Dosage Form (ng.h/mL) (ng/mL) (h) (ng/mL)
Single Dose (n=24)
KADIAN® Capsule 271.0 (19.4) 15.6 (24.4) 8.6 (41.1) na* na
Extended-Release Tablet 304.3 (19.1) 30.5 (32.1) 2.5 (52.6) na na
Morphine Solution 362.4 (42.6) 64.4 (38.2) 0.9 (55.8) na na
Multiple Dose (n=24)
KADIAN® Capsule q24h 500.9 (38.6) 37.3(87.7) 10.3 (32.2) 9.9 (52.3) 3.0 (45.5)
Extended-Release Tablet qi2h 457.3 (40.2) 36.9 (42.0) 4.4 (53.0) 7.6 (60.3) 4,4 (51.5)
# For single dose AUC = AUCp.4gp, for multiple dose AUC = AUCp.o4) at steady state .
+ For single dose parameter normalized to 100 mg, for.multiple dose parameter normalized to 100 mg per 24 hours
" Steady-state fluctuation in plasma concentrations = Cmax-Cmin/Conin
* Not applicable
Absorption
Following the administration of oral-morphine solution, approximately 50% of the morphine absorbed reaches the
systemic circulation within 30 minutes. However, following the administration of an equal amount of KADIAN® to
healthy volunteers, this occurs, on average, after 8 hours. As with most forms of oral morphine, because of pre-
systemic elimination, only about 20 to 40% of the administered dose reaches the systemic circulation.
Food Effects: While concurrent administration of food slows the rate of absorption of KADIAN®, the extent of
absorption is not affected and KADIAN® can be administered without regard to meals.
Steady State: When KADIAN® is given on a fixed dosing regimen to patients with chronic pain due to
malignancy, steady state is achieved in about two days. At steady state, KADIAN® will have a significantly lower
Cmax and a higher Cin than equivalent doses of oral morphine solution and some other extended-release
preparations (see Graph 1).
Graph 1 (Study # MOB 1/90): Mean steady state plasma morphine concentrations for KADIAN® (twice a day), —»
extended-release morphine tablet (twice a day) and oral morphine solution (every 4
hours); plasma concentrations are normalized to 100 mg every 24 hours, (n=24).
KADIAN® — == Morphing sere BID extended-release
40 Solution morphine tablet
Plasma concentration (ng/mL)
Time (h}
When given once-daily (every 24 hours) to.24 patients with malignancy, KADIAN® had a similar Cmax and higher
Cmin at steady state in clinical usage, when compared to twice-daily (every 12 hours) extended-release morphine
tablets, given at an equivalent total daily dosage (see Graph.2 and Table 1). Drug-disease interactions are
frequently seen in the older and more gravely. ill patients, and may result in both altered absorption and reduced
clearance as compared to normal volunteers (see Geriatric, Hepatic Failure, and Renal Insufficiency sections).
Graph 2 (Study # MOR 9/92): Dose normalized mean steady state plasma morphine concentrations for KADIAN®
(once a day}, and an equivalent dose of a 12-hour, extended-release morphine
tablet given twice a day. Plasma concentrations are normalized to 100 mg every
24 hours, (n=24}.
35 ——— KADIAN® ----85ID extended-release
morphine tablet
Plasma concentration (ng/mL)
0 Pepe jg pt tp
0 2 4 6 8 10 12. 14 16 18 20 22 24
Time (h}
Distribution
Once absorbed, morphine is distributed to skeletal muscle, kidneys, liver, intestinal tract, lungs; spleen and
brain. The volume of distribution of morphine is approximately 3 to 4 L/kg. Morphine is 30 to 35% reversibly
bound to plasma proteins. Although the primary site of action of morphine is in the CNS, only small quantities
pass the blood-brain barrier. Morphine also crosses the placental membranes (see PRECAUTIONS - Pregnancy)
and has been found in breast milk (see PRECAUTIONS - Nursing Mothers).
Metabolism
The major pathway of the detoxification of morphine is conjugation, either with D-glucuronic acid in the liver to
produce glucuronides or with sulfuric acid to give morphine-3-etheral sulfate. Although a small fraction (less
than 5%) of morphine is demethylated, for all practical purposes, virtually all. morphine is coriverted to
glucuronide metabolites including morphine-3-glucuronide, M3G (about 50%) and morphine-6-glucuronide,
M6G (about 5 to 15%). Studies in healthy subjects and cancer. patients have shown that the glucuronide
Metabolite to morphine mean molar ratios (based on AUC) are similar after both single doses and at steady state
for KADIAN®, 12-hour extended-release morphine sulfate tablets and morphine sulfate solution.
h M3G has no significant analgesic activity. M6G has been shown to have.opioid agonist and analgesic activity in
umans.
Excretion
Approximately 10% of morphine dose is excreted unchanged in the urine. Most of the dose is excreted in the
P-CA-001716.010 al LERGAN_MDL_02105788
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KADIAN® 
Morphine SulfaleExiended-Release Capsules 
KADlAN® 10 mg Capsules 
KADlAN® 20 mg Capsules 
KADlAN® 30 mg Capsules 
KADlAN® 50 mg Capsules 
KADlAN® 60 mg Capsules 
KADIAN® 80 mg Capsules 
KADIAN® 1 00 mg Capsules 
KADlAN® 200 mg Capsules 
~only 

WARNING: 
KADlAN® contains morphine sulfate, an opioid agonist and a Schedule II controlled substance, with an abuse 
liability similar to other opioid analgesics. KADIANIII> can be abused in a manner similar to other oplold 
agonists, legal or illlcii. This should be considered when prescribing or dispensing KADiAN" In situations 

1V~~~I~~~h~~:i:~,~~ Pa~~r~~c!~t~Sn~~~~~~~:~::oo~~~nf!~~~f:~~~'S:r o~~::~f~~ ~bu~~:t~r i~i~r~~:~~' for the 
management of moderate to severe pain when a continuous, around-the-clock opioid analgesic Is needed for 
an extended period of time. 

KAOIAN® Capsules are NOT for use as a prnanalgesic. 
KADlAN® 100 mg and 200 mg Capsules ARE FOR USE IN OPIOIO-TOLERANT PATIENTS ONLY. Ingestion 'of 

lIlese capsules or of the pellets within Ihe capsules may cause lalal respiratory depression when administered 
to patients not already tolerant to high doses 01 oplolds. KADlAN® CAPSULES ARE TO BE SWALLOWED 
WHOLE OR THE CONTENTS OF THE CAPSULES SPRINKLED ON APPLE SAUCE. THE PELLETS IN THE 
CAPSULES ARE NOT TO BE CHEWED, CRUSHED, OR DISSOLVED DUE TO THE RISK OF RAPID RELEASE AND 
ABSORPTION OF A POTENTIALLY FATAL DOSE OF MORPHINE. 

DESCRIPTION 
KADlAN® (morphine sulfate) capsules are an opioid analgesic supplied in 10 mg, 20 mg, 30 mg, 50mg, 

60 mg, 80 mg, 100 mg, and 200 mg strengths for oral administration. 
Chemically, morphine sulfate is 7,S-didehydro-4,5 u-epoxy-1 7-methyl-morphinan-3,6 u- diol sulfate (2:1 ) (salt) 

pentahydrate and has the following structural formula: 

[ 

H ~;CH2 1 
~ • "",. ' '",0 

HO 0" OH 2 

Morphine sulfate is an odorless, white, crystalline powder with a bitter taste and a molecular weight of 75S (as 
the sulfate). II has a solubility of 1 in 21 parts of water and 1 in 1000 parts of alcohol, but is practically insoluble in 
chloroform or ether. The octanol: water partition coefficient of morphine is 1.42 at physiologic pH and the pKb is 

79E~~~t~~I~i~~ ;!~~~~~_~~~~~~ ~~~~~ ~~~~a~:~itherl0mg, 20 mg,30 mg, 50 mg, 60 mg, SO mg, 100 mg, or 
200 mg of Morphine Sulfate USP and the following inactive ingredients common to all strengths: hypromellose, 
ethyl cellulose, methacrylic acid copolymer, polyethylene glycol, diethyl phthalate, talc, corn starch, and sucrose. 
The capsule shells contain gelatin, silic.on dioxide, sodium lauryl sulfate, titanium dioxide, and black ink, D&C 
red #28, FD &C blue #1 (10 mg), D&C yellow #10 (20 mg), FD&Cred #3, FD&C blue #1 (30 mg), D&C red #28, 
FD&C red #40, FD&C blue #1 (50 mg), D&C red #28, FD&C red #40, FD&C blue #1 (60 mg), FD&C blue #1, FD&C 
red #40, FD&C yellow #6 (80 mg), D&C yellow #10, FD&C blue #1 (100 mg), black iron oxide, yellow iron oxide, red 
iron oxide (200 mg). 
CLINICAL PHARMACOLOGY 

Morphine is a natural product that is the prototype for the class of natural and synthetic opioid analgesics. 
Opioids produce a wide spectrum of pharmacologic effects including analgesia, dysphoria, euphoria, somnolence, 
respiratory depression, diminished gaslrointestinal motility, altered Circulatory dynamics, histamine release and 
physical dependence. 

Morphine produces both its therapeuUc and ilS adverse effects by interacUon with one or more classes of specific 
opioid receptors located throughout the body. Morphine acts as a pure agonist, binding with and activating opioid 
receptors at sites in the peri-aqueductal and peri-ventricular grey matter, the ventro-medial medulla and the spinal 
cord to produce analgesia. 

Effects on the Central Nervous System 
The principal actions of therapeutic val ue of morphine are analgesia and sedation (i.e. , sleepiness and 

anxiolysis). The precise mechanism of the analgesic action is unknown. However, specific CNS opiate receptors 
and endogenous compounds with morphine-like activity have been identified throughout the brain and spinal 
cord and are. like ly to playa role in the expression of analgesic effects. Morphine produces respiratory 
oepression by a'lfact 'action on brainstem respiratory centers. The mechanism of respiratory depression involves 
a reduction in the responsiveness of the brainstem respiratory centers to increases in carbon dioxide tenSion, and 
to electrical stimulation. Morphine depresses the cough reflex by direct effect on the cough center in the 
medulla. Antitussive effects may occur with doses lower than those usually required for analgesia. Morphine 
causes miosis, even in total darkness, and little tolerance develops to th is effect. Pinpoint pupils are a sign of 
opioid overdose but are not pathognomonic (e.g., pontine lesions of hemorrhagic or ischemic origins may 
produce similar findings). Marked mydriasis rather than miosis may be seen w~h worsening hypoxia in the 
setting of KADIAN® overdose (See OVERDOSAGE). 

Effects on the Gastrointestinal Tract and Other Smooth Muscle . 
Gastric, biliary and pancreatic secrelions are decreased by morphine. Morphine causes a reduclion in motility 

associated with an increase in tone in the antrum of the stomach and duodenum. Digestion of food in the small 
intestine is delayed and propulsive contractions are decreased. Propulsive peristaltiC waves in the colon are 
decreased, while tone is increased to the pOint of spasm. The end result is constipation. Morphine can cause a 
marked increase in biliary tract pressure as a result of spasm of the sphincter of Oddi. 

Effects on the Cardiovascular System 
Morphine produces peripheral vasodilation which may result in orthostatic hypotension or syncope. Release of 

histamine may be induced by morphine and can contribute to opioid-induced hypotenSion. Manifestations of 
histamine release and/or peripheral vasodilation may include pruritus, flushing , red eyes and sweating. 

Pharmacodynamics 
Plasma Level-Analgesia Relationships 
In any particular patient, both analgeSic effects and plasma morphine concentrations are related to the morphine 

dose. 
While plasma morphine-efficacy relationships can be demonstrated in non-tolerant ind ividuals, they are 

influenced by a wide variety of facto rs and are not generally useful as a guide to the clinical use of morphine. The 
effective dose in opioid-tolerant patients may be 10-50 times as great (or greater) than the appropriate dose for 
opioid-naive individuals. Dosages of morphine should be chosen and must be titrated on the basis of clinical 
evaluation of the patient and the balance between therapeutic and adverse effects. 

For any fixed dose and dosing interval, KADlAN<£> will have, at steady-stale, a lower em", and a higher Cmi" than 
conventional morphine. 

Pharmacoklnellcs 
KADlAN® capsules contain polymer coated extended-release pellets of morphine sulfate that release morphine 
significantly more slowly lIlan from conventional oral preparations. KADlAN® activity is primari ly due to morphine. 
One metabolite, morphine-6-glucuronide, has been shown to have analgesic activity, but does not readily cross the 
blood brain barrier. 

Fol lowing oral administration of morphine, the extent of absorption is essentially the same for im mediate or 
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extended-release formulations, although the time to peak blood level rrmaxl will be longer and the Cm", will be lower 
for formulations that delay the release of morphine in the gastrointestinal tract. 

Elimination 01 morphine is primarily via hepalic metabolism 10 glucuronide metabolites (55 to 65%) which are 
then renally excreted. The terminal half-life of morphine is 2 10 4 hours, however, a longer term haff-life of about 15 
hours has been reported in studies where blood has been sampled up to 48 hours. 

The single-dose pharmacokinetics of KADIAN® are linear overlhe dosage range of 30 to tOO mg. The single dose 
and multiple dose pharmacokinetic parameters of KADIAN® in normal volunteers are summarized in Table 1. 

Table 1: Mean pharmacokinetic parameters (% coefficient variation) resulting from a fasting single dose study 
in normal volunteers and a muiliple dose study In patients with cancer pain. 

Reglmen/ AUCs,+ Cm,,. Tmax Cml"+ 
Dosage Form (ng.h/mL) (ng/mL) (h) (nglmL) 
Single Dose (n.24) 
KADlAN® Capsule 
Extended-Release Tablet 
Morphine Solution 
Multiple Dose (n.24) 

271.0 (19.4) 
304.3 (19.1) 
362.4 (42.6) 

15.6(24.4) 
30.5 (32.1 ) 
64.4 (38.2) 

8.6 (41.1) 
2.5 (52.6) 
0.9 (55.8) 

nan 
na 
na 

Fluctuation' 

na 
na 
na 

KADlAN®Capsule q24h 500.9 (38.6) 37.3 (37.7) 10.3 (32.2) 9.9 (52.3) 3.0 (45.5) 
Extended-Release Tablet q1 2h 457.3 (40.2) 36.9 (42.0) 4.4 (53.0) 7.6 (60.3) 4.1 (51.5) 

I For single dose AUC~ AUC ..... h, for multiple dose AUC· AUC()-24h at steady stale 
+ For single dose parameter normalized to 100 mg, for multiple dose parameter normalized to 100 mg per 24 hours 
• Steady-state fluctuation in plasma concentrations. Cmax-Gmin/Cmi" 
• Not applicable 

Absorption 
Following the administration of oral morphine solution, approximately 50% of the morphine absorbed reaches the 

systemic ci rculation within 30 minutes. However, following the administration of an equal amount of KADlAN® to 
healthy volunteers, this occurs, on average, after 8 hours. As with most forms of oral morphine, because of pre
systemic elimination, only about 20 to 40% of the .administered dose reaches the systemic circulation. 
~ While concurrent administration of food slows the rate of absorption of KADlAN®, the extent of 

absorption is not affected and KADlAN® can be a.dministered without regard to meals. 
~ When KADlAN® is given ona fixed dosing regimen to palients with chronic pain due to 

malignancy, steady state is achieved in about two days. At steady state, KADlAN<£> will have a significantly lower 
Cmax and a higher Cmi" than equ ivalent doses of oral morphine solution and some other extended-release 
preparations (see Graph 1). 

Graph 1 (Study # MOB 1/90): Mean steady state plasma morphine concentrations for KADlAN® (twice a day), 
extended-release morphine lablet (twice a day) and oral morphine solution (every 4 
hours); plasma concentrations are normalized to 100 mg every 24 hours, (n=24). 
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When given once-daily (every 24 hours). to 24 patlenls with malignancy, KADlAN® had a similar Cm", and higher 
Cmi" at steady state in clinical usage, when compared to twice-daily (every 12 hours) extended-release morphine 
tablets, given at an equivalent total daily dosage (see Graph 2 and Table 1). Drug-disease interactions are 
frequently seen in t he older and more gravely ill patients, and may result in both altered absorption and reduced 
clearance as compared to normal volunteers (see GeriatriC, Hepatic Failure, and Renal Insufficiency sections). 

Graph 2 (Study # MOR 9/92): Dose normalized mean steady state plasma morphine concentrations for KADIAN® 
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Once absorbed, morphine is distributed to skeletal muscle, kidneys, liver, intestinal tract, lungs, spleen and 
brain . The volume of distribution of morphine Is approximately 3 to 4 Ukg. Morphine .is 30 to 35% reversibly 
bound to plasma proteins. Although the primary site of action of morphine is in the CNS, only small quantities 
pass the blood-brain barrier. Morphine also crosses the placental membranes (see PRECAUTIONS - Pregnancy) 
and has been found in breast milk (see PRECAUTIONS - Nursing Mothers). 

Metabolism 
The major pathway of the detoxification of morphine is conjugation, e~her with D-glucuronic acid in the liver to 

produce glucuronides or with sulfuric acid to give morphine-3-etheral sulfate. Although a small fraction (less 
than 5%) of morphine is de methylated, for all practical purposes, virtually all morphine is converted to 
glucuronide metabolites including morphine-3-glucuronide, M3G (about 50%) and morphine-6-glucuronide, 
M6G (about 5 to 15%). Studies in healthy subjects and cancer· patients have shown that the glucuronide 
metabolite to morphine mean molar ratios (based on AUG) are similar after both single doses and at steady state 
for KADlAN®, 12-hour extended-release morphine sulfate tablets and morphine sulfate solution. 

M3G has no significant analgesic activity. M6G has been shown to haveopioid agonist and analgesic activity in 
humans. 

Excretion 
Approximately 10% of morphine dose is excreted unchanged in the urine. Most of the dose is excreted in the 
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urine as M3G and M6G. A small amount of the glucuronide metaholites is excreted in the bile and there is some
minor enterohepatic cycling. Seven to 10% of administered morphine is excreted in the feces,
The mean adult plasma clearance is about 20-30 mL/minute/kg. The effective terminal half-life of morphine
after |V administration is reported to be approximately 2.0 hours. Longer plasma sampling in some studies
. Suggests a longer terminal half-life of morphine of about 15 hours.
Special Populations
Geriatric: The elderly may have increased sensitivity to morphine and may achieve higher and more variable
serum levels than younger patients. In adults, the duration of analgesia increases progressively with age, though
the degree of analgesia remains unchanged. KADIAN® pharmacokinetics have not been investigated in elderly
patients (>65 years) although such patients were included in the clinical studies.
Nursing Mothers: Morphine is excreted in the maternal milk, and the milk to plasma morphine AUC ratio is
about 2.5:1. The amount of morphine received by the infant depends on the maternal plasma coricentration,
amount of milk ingested by the infant, and the extent of first pass metabolism.
Pediatric: Infants under 1 month of age have a prolonged elimination half-life and decreased clearance relative
to older infants and. pediatric patients. The clearance of Morphine and its elimination half-life begin to approach
adult values by the second month of life. Pediatric patients old enough to take capsules should have
pharmacokinetic parameters similar to adults, dosed on a per kilogram basis {see PRECAUTIONS - Pediatric
se).
Gender: No meaningful differences between.male and female patients were demonstrated in the analysis of the
pharmacokinetic data from clinical studies. -
Race: Pharmacokinetic. differences due to race may exist. Chinese Subjects given intravenous morphine in
one study had a higher clearance when compared to caucasian subjects (1852 = 116 mL/min versus 1495 + 80
mL/min).
Hepatic Failure: The pharmacokinetics of morphine were found to be significantly altered in individuals with
alcoholic cirrhosis. The clearance was found to decrease with a corresponding increase in halt-tife. The M3G and
Mé6G to morphine plasma AUC ratios also. decreased in these patients indicating a decrease in metabolic activity.
Renal Insufficiency: The pharmacokinetics of morphine are altered in renal failure patients. AUC is increased
and clearance is decreased. The metabolites, M3G and M6G accumulate several fold in renal failure patients
compared with healthy subjects.
Drug-Drug. Interactions: The known drug interactions involving morphine are pharmacodynamic, not
pharmacokinetic (see PRECAUTIONS - Drug Interactions).
INDICATIONS AND USAGE
KADIAN® Capsules are an extended-release oral formulation of morphine sulfate indicated for the management
of moderate to severe pain when a continuous, around-the-clock apioid analgesic is needed for an extended
period of time (see CLINICAL PHARMACOLOGY),
KADIAN® Capsules are NOT intended for use as a prn analgesic.
KADIAN® is not indicated for pain in the immediate postoperative period (the first 12-24 hours following
surgery), or if the pain is mild. or not expected to persist for an extended period of time. KADIAN® is only
indicated for postoperative use if the patient is already receiving the drug prior to surgery or if the postoperative
pain is expected to be moderate to severe and: persist for an extended period of time. Physicians should
individualize treatment, moving from parenteral to oral analgesics as appropriate. (See American Pain Society
guidelines.)
CONTRAINDICATIONS
KADIAN® is contraindicated in patients with a known hypersensitivity to morphine, morphine salts or any of the
capsule components, or in any situation where opioids are contraindicated. This includes in patients with
respiratory depression (in the absence of resuscitative equipment or in unmonitored settings), and in patients
with acute or severe bronchial asthma or hypercarbia.
KADIAN® is coniraindicated in any patient who has or is suspected of having paralytic ileus.
WARNINGS
KADIAN® Capsules are to be swallowed whole and are not to be chewed, crushed, or dissolved. Taking
chewed, crushed, or dissolved KADIAN® Capsules leads.to rapid release and absorption of a potentially fatal
dose of morphine.
KADIAN® 100 mg and 200 mg Capsules ARE FOR USE IN OPIGID-TOLERANT PATIENTS ONLY. This
capsule strength may cause fatal respiratory depression when ingested or administered to patients who are
not previously exposed te opioids.
Care should be taken in the prescribing of this capsule strength. Patients should be instructed against use
by individuals other than the patient for whom it was prescribed, as such inappropriate use may have severe
medical consequences, including death.
Misuse, Abuse and Diversion of Opioids
KADIAN® contains morphine an opioid agonist and a Schedule II controlled substance. Opioid agonists have
the potential for being abused and are sought by drug abusers and people with addiction disorders and are
subject to criminal diversion.
Morphine can be abused in a manner similar to other opioid agonists, legal or illicit. This should be
considered when prescribing. or dispensing KADIAN® in situations where the physician or pharmacist is
concerned about an increased risk of misuse, abuse, or diversion.
Abuse of KADIAN® by crushing, chewing, snorting or injecting the dissolved product will result in the
uncontrolled delivery of the opioid and pose a significant risk to the abuser that could result in overdose and
death (see WARNINGS and DRUG ABUSE AND DEPENDENCE)
Concerns about abuse, addiction, and diversion should not prevent the proper management of pain.
Healthcare professionals should contact their State Professional Licensing Board, or State Controfled Substances
Authority for information on how to prevent and detect abuse or diversion of this product.
Interactions with Alcohol and Drugs of Abuse
KADIAN® may be expected to have additive effects when used in conjunction with alcahol, other opioids, or
ificit drugs that cause central nervous system depression because respiratory depression, hypotension, and
profound sedation or coma may result.
Impaired Respiration
Respiratory depression is the chief hazard of all morphine preparations. Respiratory depression occurs more
frequently in elderly and debilitated patients, and those suffering from conditions accompanied by hypoxia,
hypercapnia, or upper airway obstruction (when even moderate therapeutic doses may significantly decrease
pulmonary ventilation). .
KADIAN® should be used with extreme caution in patients with chronic obstructive pulmonary disease or cor
putmonale, and in patients having a substantially decreased respiratory reserve (e.g. severe kyphoscoliosis),
hypoxia, hypercapnia, or pre-existing respiratory depression. In such patients, even usual therapeutic doses af
morphine may increase airway resistance and decrease respiratory drive to the point of apnea. In these patients,
alternative non-opioid analgesics should be considered, and opioids should be employed only under careful
medical supervision at the lowest effective dose.
Head Injury and Increased Intracranial Pressure .
The respiratory depressant effects of morphine with carbon dioxide retention and secondary elevation of
cerebrospinal fluid pressure may be markedly exaggerated in the presence of head injury, other intracranial
lesions, or a pre-existing increase in intracranial pressure. KADIAN® produces effects which may obscure
neurologic signs of further increases in pressure in patients with head injuries. Morphine should only be
administered under such circumstances when considered essential and then with extreme care.
Hypotensive Effect
KADIAN® may cause severe hypotension. There is an added risk to individuals whose ability to maintain blood
pressure has already been compromised by a reduced blood volume, or a concurrent administration of drugs
Such as phenothiazines or general anesthetics. (See also PRECAUTIONS - Drug Interactions.) KADIAN® may
produce orthostatic hypotension and syncope in ambulatory patients.
KADIAN®, like all opioid analgesics, should be administered with caution to patients in circulatory shock, as
vasodilation produced by the drug may further reduce cardiac output and blood pressure.
Interactions with other CNS Depressants
KADIAN® should be used with great caution and in reduced dosage in patients who are concurrently receiving
other central nervous system depressants including sedatives or hypnotics, general anesthetics, phenothiazines,
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other tranquilizers, and alcohol because respiratory depression, hypotension, and profound sedation or coma
may result.
Gastrointestinal Obsiruction
KADIAN® should not be given to patients with gastrointestinal obstruction, particularly paralytic ileus, as there
is a risk of the product remaining in the stomach for an extended period and the subsequent release of a bolus of
morphine when: normal gut motility is restored. As with other solid morphine formulations diarrhea may reduce
morphine absorption.
Other
Although extremely rare, cases of anaphylaxis have been reported.
PRECAUTIONS
General
KADIAN® is intended for use in patients who require continuous, around-the-clock opioid analgesia for an
extended period of time. As with any potent opidid, it is critical to adjust the dosing regimen for KADIAN® for
each patient, taking into account the patient's prior analgesic treatment experience. Although it is clearly
impossible to enumerate every consideration that is important tothe selection of the initial dose of KADIAN®,
attention should be given to the points under DOSAGE AND ADMINISTRATION.
Opioid analgesics have a narrow therapeutic index in certain patient populations, especially when combined
with CNS depressant drugs, and should be reserved for cases where the benefits of opioid analgesia outweigh
the known risks of respiratory depression, altered mental state, and postural hypotension.
Selection of patients for treatment with KADIAN® should be gaverned by the same principles that apply to the
use of any potent opioid analgesics, Specifically, the increased risks associated with-its use in the following
populations should be considered: the elderly or debilitated and those with severe impairment of hepatic,
pulmonary, or renal function; hypothyroidism; adrenocortical insufficiency (¢.g., Addison's Disease}; CNS
depression or coma; toxic psychosis; prostatic hypertrophy, or urethral stricture; acute alcoholism; delirium
tremens; kyphoscoliosis, or inability to swallow.
The administration of KADIAN® may obscure the diagnosis or clinical course in patients with acute abdominal
conditions.
KADIAN® may aggravate pre-existing convulsions in patients with convulsive disorders.
Cordotomy
Patients taking KADIAN® who are scheduled for cordotomy or other interruption of pain transmisston
pathways should have KADIAN® ceased 24 hours prior to the procedure and the pain controlled by parenteral
short-acting opioids. In addition, the post-procedure titration of analgesics for such patients should be
individualized to avoid either oversedation or withdrawal syndromes.
Use in-Pancreatic/Biliary Tract Disease
KADIAN® may cause spasm of the sphincter of Oddi and should be used with caution in patients with biliary
tract disease, including acute pancreatitis. Opioids may cause increases in the serum amylase level.
Tolerance and Physical Dependence
Tolerance is the need for increasing doses of opioids to maintain a defined effect such as analgesia (in the
absence of disease progression or other external factors). Physical dependence is manifested by withdrawal
symptoms after abrupt discontinuation of.a drug or upon administration of an antagonist. Physical dependence
and tolerance are not unusual during chronic opioid therapy:
The opioid abstinence or withdrawal syndrome fs characterized by some or alt of the following: restlessness,
lacrimation, rhinorrhea, yawning, perspiration, chills, myalgia, and mydriasis. Other symptoms also may
develop, including: irritability, anxiety, backache, joint pain, weakness: abdominal cramps, insomnia, nausea,
anorexia, vomiting, diarrhea, or increased blood pressure, respiratory rate, or heart rate.
In general, opioids should not be abruptly discontinued (see DOSAGE AND ADMINISTRATION: Cessation of
Therapy): .
Special Risk Groups
KADIAN® should be administered with caution, and in reduced dosages in elderly or debilitated patients;
patients with severe renal or hepatic insufficiency; patients with Addison's disease; myxedema; hypothyroidism;
prostatic hypertrophy or urethral stricture.
Caution should also be exercised in the administration of KADIAN® to patients with CNS depression, toxic
psychosis, acute alcoholism and delirium tremens, and convulsive disorders:
Driving and Operating Machinery
KADIAN® may impair the mental and/or physical abilities rieeded to petform potentially hazardous activities
such as driving a car or operating machinery. Patients must be cautioned accordingly. Patients should also be
warned about the potential combined effects of KADIAN® with other CNS depressants, including other opioids,
phenothiazines, sedative/hypnotics and alcohol (see Drug Interactions).
Information for Patients
If clinically advisable, patients receiving KADIAN®, or their caregivers should be given the following
information by the physician, nurse, or pharmacist:
1. Patients should be advised that KADIAN® contains morphine and should be taken only as directed.
2. Patients should be advised that KADIAN® capsules should be swallowed whole (not chewed, crushed, or
dissolved). Alternately, KADIAN® capsules may be opened and théentire contents sprinkled on a small
amount of apple sauce immediately prior to ingestion. KADIAN® capsules or the contents of the capsules
must not be chewed or crushed due to a risk of fatal overdose.
3. Patients should be advised that KADIAN® 100 mg and 200 mg Capsules are for use only in opioid-tolerant
patients. Special care must be taken to avoid accidental ingestion or use by individuals (including
children) other than the patient for whom it was originally prescribed, as such unsupervised use may have
severe, even fatal, consequences. i
4. Patients should be advised that the dose of KADIAN® should not be adjusted without consulting the
prescribing health care provider.
5. - Patients should be advised to report episodes. of breakthrough pain and adverse experiences occurring
during therapy. Individualization of dosage is essentiaf ie make optimal. use of this medication.
6. Patients should be advised that KADIAN® may impair mental and/or physical ability required for the
performance of potentially hazardous tasks (e.g., driving,. operating machinery). Patients started on
KADIAN® or whose dose has been changed should refrain from dangerous activity until it is established
that they are not adversely affected.
7. Patients should be advised that KADIAN® should not be taken with alcohol or other CNS depressants
(sleeping medication, tranquilizers) except by the orders of the prescribing healthcare provider because
dangerous additive effects may occur resulting in serious injury or death.
8. Women of childbearing potential who become or are planning to become pregnant, should consult their
prescribing healthcare provider prior to initiating or continuing therapy with KADIAN®,
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urine as M3G and M6G. A small amount of the glucuronide metabolites is excreted in the bile and there is some 
minor enterohepatic cycling. Seven 10 10% ot administered morphine is excreted in the leces. 

The mean adult plasma clearance is about 20-30 mUm in ute/kg. The effective terminal half-life of morphine 
after IV administration is reported to be approximately 2.0 hours. Longer plasma sampling in some studies 
suggests a longer terminal half-life of morphine of about 15 hours. 

Special Populations 
Geriatric: The elderly may have increased sensitivity to morphine and may achieve higher and more variable 

serum levels than younger patients. In adults, the duration of analgesia increases progressively with age, though 
the degree of analgesia remains unchanged. KADlAN® pharmacokinetics have not been investigated in e!derly 
patients (>65 years) although such patients were included in the clinical studies; 

Nursing Mothers: Morphine is excreted in the maternal milk, and the milk to plasma morphine AUGratio is 
about 2.5:1. The amount 01 morphine received by the inlant depends on the maternal plasma concentration, 
amount of milk ingested by the infant, and the extent 01 first pass metabolism. 

Pediatric: Infants under 1 month of age have a prolonged elim ination half-life and decreased clearance relative 
to older inlants and pediatric patients. The clearance of morphine and its elimination half-life begin to approach 
adu lt values by the second month of life. Pediatric patients old enough to take capsules should have 
pharmacokinetic parameters similar to adults, dosed on a per kilogram basis (see PRECAUTIONS - Pediatric 
Use). 

Gender: No meaningful differences between male and female patients were demonstrated in the analysis of the 
pharmacokinetic data from clinical studies. -

Race: Pharmacokinetic differences due to race may exist Chinese subjects given intravenous morphine in 
one study had a higher clearance when compared to caucasian subjects (1852 ± 116 mUmin versus 1495 ± 80 
mUmin). 

HepatiC Failure: The pharmacokinetics of morphine were found to be significantly altered in individuals with 
alcoholic cirrhosis. The clearance was found to decrease with a corresponding increase in half-life. The M3G and 
M6G to morphine plasma AUC ratios also decreased in these patients indicating a decrease in metabolic activity. 

Renal Insufficiency: The pharmacokinetics of morphine are altered in renal failure patients. AUC is Increased 
and clearance is decreased. The metabolites, M3G and M6G accumulate several fold in renal failure patients 
compared with healthy subjects. 

Drug-Drug Interactions: The known drug interactions involving morphine are pharmacodynamic, not 
pharmacokinetic (see PRECAUTIONS - Drug Inleractlons). 
INDICATIONS AND USAGE 

KADlAN® Capsules are an exiended-release oral formulation of morphine sulfate indicated for the management 
of moderate to severe pain when a continuous, around-the-clock opioid analgesic is needed for an extended 
period of time (see CLINICAL PHARMACOLOGY) . 

KADlAN® Capsules are NOT Inlended for use as a prn analgesic. 
KADIAN® is not indicated for pain in the immediate postoperative period (the first 12-24 hours following 

surgery), or ·if the pain is mild. or not expected to persist for an extended period of time. KADlAN® is only 
indicated for postoperative use if the patient is already receiving the drug prior to surgery or if the postoperative 
pain is expected to be moderate to severe and persist for an extended period of time, PhysiCians should 
individualize treatment, moving from parenteral to oral analgesics as appropriate. (See American Pain SOCiety 
guidelines.) 
CONTRAINDICATIONS 
KADIAN® is contraindicated in patients with a known hypersensitivity to morphine, morphine salts or any of the 
capsule components, or in any situation where opioids are contraindicated, This includes in patients with 
respiratory depression (in the absence of resuscitative equipment or in unmonitored settings), and in patients 
with acute or severe bronchial asthma or hypercarbia. 

KADlAN® is contraindicated in any patient who has or is suspected of having paralytic ileus. 
WARNINGS 
KADlAN® Capsules are to be swallowed whole and are not to be chewed, crushed, or dissolved. Taking 
chewed, crushed, or dissolved KADlAN® Capsules leads 10 rapid release and absorption of a potentially fatal 
dose of morphine, 

KADlAN® 100 mg and 200 mg Capsules ARE FOR USE IN OPIOID-TOLERANT PATIENTS ONLY. This 
capsule strength may cause fatal respiralory depression when ingested or administered to patients who are 
not previously exposed to opioids. 

Care should be taken in the prescribing of this capsule strength. Patients should be Instructed against use 
by individuals otller than the patient lor whom it was prescribed, as such inappropriate use may have severe 
medical consequences, including death. 

Misuse, Abuse and Diversion of Opioids 
KADlAN® contains morphine an opioid agonist and a Schedule II controlled substance. Opioidagonists have 

the potential for being abused and are sought by drug abusers and people with addiction disorders and are 
subject to criminal diversion. 

Morphine can be abused in a manner similar to other opioid agonists, legal or illicit. This should be 
considered when prescribing or dispensing KADlAN® in situations where the physician or pharmacist is 
concerned about an increased risk of misuse, abuse, or diversion. 

Abuse of KADlAN® by crushing, chewing, snorting or injecting the dissolved product will result in the 
uncontrolled delivery of the opioid and pose a significant riSK to the abuser that could result in overdose and 
dea", (see \\IJ.RNINGS and DRUG ABUSE J.ND DEPENDENCE) 

Concerns about abuse, addiction, and diversion should not prevent the proper management of pain. 
Healthcare professionals should contact their State Professional Licensing Board, or State Controlled Substances 
Authority for inlormation on how to prevent and detect abuse or diversion of this product. 

Interactions wilh Alcohol and Drugs of Abuse 
KADIAN® may be expected to have additive effects when used in conjunction with alcohol, other oploids, or 

illicit drugs that cause central nervous system depression because respiratory depression, hypotension, and 
profound sedation or coma may result. 

Impaired Respiration 
Respiratory depression is the chief hazard of all morphine preparations. Respiratory depression occurs more 

frequently in elderly and debilitated patients, and those suffering trom conditions accompanied by hypoxia, 
hypercapnia, or upper airway obstruction (when even moderate tHerapeutic doses may Significantly decrease 
pulmonary ventilation). , . 

KADlAN® should be used with extreme caution in patients with chronic obstructive pulmonary disease or cor 
pulmonale, and in patients having a substantially decreased respiratory reserve (e.g. severe kyphoscoliosis), 
hypoxia, hypercapnia, or pre-existing respiratory depression. In such patients, even usual therapeutic doses 01 
morphine may increase airway resistance and decrease respiratory drive to the point of apnea. In these patients, 
alternative non-opioid analgesics should be considered, and opioids should be employed only under careful 
medical supervision at the lowest effective dose. 

Head Injury and Increased Intracranial Pressure . 
The respiratory depressant effects of morphine with carbon dioxide retention and secondary elevation of 

cerebrospinal fluid pressure may be markedly exaggerated in the presence of head injUlY, other intracranial 
leSions, or a pre-existing increase in intracranial pressure. KADlAN® produces effects which may obscure 
neurologic signs of further increases in pressure in patients with head injuries. Morphine should only be 
administered under such circumstances when considered essential and then with extreme care 

HypotenSive Effect 
KADlAN® may cause severe hypotenSion. There is an added risk to individuals whose ability to maintain blood 

pressure has already been compromised by a reduced blood volume, or a concurrent administration of drugs 
such as phenothiazines Or general anesthetics. (See also PRECAUTIONS - Drug Interactions.) KADlAN® may 
produce orthostatic hypotension and syncope in ambulatory patients. 

KADlAN®, like all opioid analgesics, should be administered with caution to patients in circulatory shock, as 
vasodilation produced by the drug may further reduce cardiac output and blood pressure. 

Interactions with other CNS Depressanls 
KADlAN® should be used with great caution and in reduced dosage in patients who are concurrently receiving 

other central nervous system depressants including sedatives or hypnotics, general anesthetics, phenothiazines, 
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other tranquilizers, and alcohol because respiratory depression, hypotension, and profound sedation or coma 
may result. 

Gastrointestinal Obstruction 
KADlAN® should not be given to patients with gastrOintestinal obstruction , particularty paralytic ileus, as there 

is a risk of the product remaining in the stomach for an extended period and the subsequent release of a bolus of 
morphine when normal gut motility is restored. As with other solid morphine formulations diarrhea may reduce 
morphine absorption. 

Olher 
Although extremely rare, cases of anaphylaxis have been reported. 

PRECAUTIONS 
General 
KADlAN® is intended for use in patients who require continuous, arounHhe-clock opioid analgesia lor an 

extended period of time. As with any potent opiaid, it is critical to adjust the dOSing regimen for KADlAN® for 
each patient, taking into account the patient 's prior analgesic treatment experience. Although it is clearly 
impossible to enumerate every consideration that is important to the selection of the initial dose of KADlAN®, 
attention should be given to the paints under DOSAGE AND ADMINISTRATION. 

Opioid analgesics have a narrow therapeutic index in certain patient populations, especially when combined 
with CNS depressant drugs, and shOUld be reserved for cases where the benefits of opioid analgeSia outweigh 
the known risks of respiratory depression, altered mental state, and postural hypotension. 

Selection 01 patients for treatment with KADIAN® should be governed by the same prinCiples that apply to the 
use of any potent opioid analgesiCS. SpeCifically, the increased risks associated with its use in the following 
populations should be considered: the elderly or debilitated and those with severe impairment of hepatic, 
pulmonary, or renal lunction; hypothyroidism; adrenocortical insufficiency (e.g., Addison 's Disease); CNS 
depreSSion or coma; toxic psychosis; prostatic hypertrophy, or urethral stricture; acute alcoholism; delirium 
tremens; kyphoscoliosis, or inability to swallow. 

The administration of KADlAN® may obscure the diagnosis or clinical course in patients with acute abdominal 
conditions. 

KADlAN® may aggravate pre-existing convulsions in patients with convulsive disorders. 
Cordotomy 
Patients taking KADlAN® who are scheduled for cordotomy or other interruption of pain transmission 

pathways should have KADlAN® ceased 24 hours prior to the procedure and the pain controlled by parenteral 
short-acting opioids. In addition, the post-procedure titration of analgesics for such patients should be 
individualized to avoid either oversedation or withdrawal syndromes. 

Use in Pancreatic/Biliary Tract Disease 
KADIAN® may cause spasm of the sphincter of Oddi and should be used with caution in patients with biliary 

tract disease, including acute pancreatitis. Opioids may cause increases in the serum amylase level. 
Tolerance and Physical Dependence 
Tolerance is the need for increasing doses of opioids to maintain a delined effect such as analgesia (in the 

absence of disease progression or other external factors). Physical dependence is manifested by withdrawal 
symptomsafler abrupt discontinuation of a drug or upon administration of an antagoniSt. Physical dependence 
and tolerance are not unusual during chronic opioid therapy: 

The opioid abstinence or withdrawal syndrome is characterized by some or all of the following: restleSSness, 
lacrimation, rhinorrhea, yawning, perspiration, chills, myalgia, and mydriasis. Other symptoms also may 
develop, including: irritability, anxiety, backache, joint pain, weakness; abdominal cramps, insomnia, nausea, 
anorexia, vomiting, diarrhea, or increased blood pressure, respiratory rate, or heart rate. 

In general, opioids should not be abruptly discontinued (see DOSAGE AND ADMINISTRATION: Cessalion of 
Therapy): 

Special Risk Groups . . 
KADlAN® should be 'administered with caution, and in reduced dosages in elderly or debilitated patients; 

patients with severe renal or hepatic insufficiency; patients with Addison's disease; myxedema; hypothyroidism; 
prostatic hypertrophy or urethral stricture. 

Caution should also be exercised in the administration of KADlAN® to patients withGNS depression, toxic 
psychosis, acute alcoholism and delirium tremens, and convulsive disorders·. • 

Driving and Dperaling Machinery 
KADlAN® may impair the mental and/or physical abilities needed topeliorm potentially hazardous activities 

such as driving a car or operating machinery. Patients must be cautioned accordingly. Patients should also be 
warned about the potential combioed effects of KADlAN® with other CNS depressants, including other oploids, 
phenothiazines, sedative/hypnotics and alcohol (see Drug Interactions). ' 

Information for Patients 
If clinically advisable, patients receiving KADlAN®, or their caregivers should be given the following 

information by the phYSiCian, nurse, or pharmacist: 
1. Patients should be advised that KADIAN® contains morphine and should be taken only asdirected. 
2. Patients should be advised that KADlAN® capsules should be swallowed whole (not chewed, crushed, or 

dissolved): Alternately, KADlAN® capsules may be opened and the-entire contents sprinkled on a small 
amount of apple sauce immediatelY 'prior to ingestion. KADIAN® capsules or the contents of the capsules 
must not be chewed or crushed due to a risk of fatal overdose. 

3. Patients should be advised that KADlAN® 100 mg and 200 mg Capsules are for use only in opiaid-tolerant 
patients. Special care must be taken to avoid accidental ingestion or use by individuals (including 
children) other than the patient for whom it was originally prescribed, as such unsupervised use may have 
severe, even fatal , consequences. . ' :: 

4. Patients should be advised that the dose of KADlAN® should not be adjusted without consulting the 
prescribing health care provider. 

5. Patients should be advised to report episodes of breakthrough pain and adverse experiences occurring 
during tl1erapy. Individualization of dosage is essential to make optimal use of this. medication. 

6. Patients should be advised that KADlAN® may impair mental andlor physical ability required for the 
performance of potentially hazardous tasks (e.g., driving, operating machinery). Patients started on 
KADIAN® or whose dose has been changed should refrain from dangerous activity until it is established 
that they are not adversely affected. 

7. Patients should be advised that KADlAN® should not be taken with alcohol or other CNS depressants 
(sleeping medication, tranquilizers) except by the orders of the prescribing healthcare provider because 
dangerous additive effects may occur resulting in serious injury or death. 

8. Women of childbearing potential who become or are planning to become pregnant, should consult their 
prescribing health care provider prior to initiating or continuing therapy with KADlAN®. 
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9. -Patients should be advised that if they have been receiving treatment with KADIAN® for more thah-a few
weeks and cessation of therapy is indicated, it may be appropriate to taper the KADIAN® dose, rather than
abruptly discontinue it, due to the risk of precipitating withdrawal symptoms. Their prescribing healthcare
provider should provide a.dose schedute to accomplish a gradual discontinuation of the medication.
10. Patients should be advised that KADIAN® is-a potential drug of abuse. . They should protect it from theft,
and it should never be given to anyone other than the individual for whom it was prescribed.
141. Patienis should be advised that severe constipation could occur as a result of taking KADIAN® and
appropriate laxatives, stoal softeners and other appropriate treatments should be initiated from the
beginning of opioid therapy.
12. Patients should be instructed to keep KADIAN® in a secure place out of the reach of children. When
KADIAN® is no longer needed, the unused capsules should be destroyed by flushing down the toilet.
Drug Interactions
CNS Depressants: Morphine should be used with great caution and in reduced dosage in patients who are
concurrently receiving other central nervous system (GNS) depressants including sedatives, hypnotics, general
anesthetics, antiemetics, phenothiazines, other tranquilizers and alcohol because of the risk of respiratory
depression, hypotension and profound sedation or coma. When such combined therapy is contemplated, the
initial dose of one or both agents should be reduced by at least 50%.
Muscle Relaxants: KADIAN® may enhance the neuromuscular blocking action of skeletal relaxants and
produce an increased degree of respiratory depression.
Mixed Agonist/Antagonist Opioid Analgesics: Agonist/antagonist analgesics (i.8., pentazocine, nalbuphine, and
«.butorphanol) should be administered with caution to-a patient who has received or is receiving:a course of
therapy with a pure opioid agonist analgesic such as KADIAN®. Jn this situation,.mixed agonist/antagonist
analgesics may reduce the analgesic effect of KADIAN® and/or may precipitate withdrawal symptoms in these
patients.
Monoamine Oxidase Inhibitors. (MAQls):.. MAOIs have been reported to. intensify the effects of at least one
opioid drug causing anxiety, confusion and-significant: depression of respiration or coma. KADIAN® should not
be used in patients taking MAOIs or within 14 days of stopping such treatment.
Cimetidine: There is an isolated report of confusion and severe respiratory depression when a hemodialysis
patient was concurrently administered morphine and.cimetidine. .
Diuretics: Morphine can reduce the efficacy of diuretics by inducing the release of antidiuretic hormone.
Morphine may also lead to acute retention of urine by causing spasm of the sphincter of the bladder, particularly
in men with prostatism.
Carcinogenicity/Mutagenicity/Ampairment of Fertility
Long-term: studies in animals to evaluate the carcinogenic. potential of morphine have not been conducted.
There are-no reports of carcinogenic effects.in humans. . /n: vitro studies have reported that morphine.is non-
mutagenic in the Ames test with Salmonella, and induces. chromosomal aberrations in human leukocytes and
lethal: mutation induction in Drosophila. Morphine was found to be mutagenic én vitro in human T-cells,
increasing the DNA fragmentation. /n vivo, marphine was mutagenic in the mouse: micronucleus test and
induced chromosomal aberrations in spermatids and murine lymphocytes.. Chronic opioid abusers (¢.g., heroin
abusers) .and'their offspring display higher rates of chromosomal damage. However,.the rates of chromosomal
abnormalities were similar in nonexposed individuals and in-heroin users enrolled in long term opioid
maintenance programs.
Pregnancy
Teratogenic Effects (Pregnancy Category C)
Teratogenic effects of morphine have been reported in the animal literature. High parental doses during the
- second trimester were teratogenic in-neurological, soft and skeletal tissue. The abnormalities included
encephalopathy and axial skeletal fusions. These doses were often maternally toxic and were 0.3 to 3-fold the
maximum recommended human dose (MRHD) on a-mg/m2 basis. The relative-contribution of morphine-induced
maternal hypoxia and malnutrition, each of which can be teratagenic, has not been clearly detined.. Treatment of
mate rais with approximately 3-fold the MRHD for 10 days prior to mating decreased litter size and viability.
Nonteratogenic Effects :
~: Morphine given subcutaneously, at non-maternally toxic doses, to rats during the third trimester with
approximately 0.15-fold the MRHD caused reversible reductions in-brain and spinal-cord volume, and testes size
and body weight in the offspring, and decreased fertility in female offspring. The offspring of rats and. hamsters
treated orally or intraperitoneally throughout pregnancy: with 0.04- to 0:3-feld the :MRHD of morphine have
demonstrated delayed growth, motor and sexual. maturation.and decreased male: fertility. Chronic morphine
exposure of fetal animals resulted in mild withdrawal, altered reflex and: motor skill development, and altered
responsiveness to morphine that persisted inte adulthood. : :
There are no well-controlled studies of chronic in utero exposure te morphine sulfate in. human subjects.
However, uncontrolled retrospective studies of human.neonates chronically exposed to other opioids in utero,
demonstrated redtced brain volume which normalized over the first month.of life. Infants born to’ opioid-abusing
mothers are more often small for gestational age, have a decreased ventilatory response to CO, and.increased
risk of sudden infant death syndrome. KADIAN® should only be used during pregnancy. if. the need for strong
opioid analgesia justifies the potential risk tothe fetus.
Labor and Delivery
KADIAN® is: not recommended for use in. women: during and immediately: prior to labor, where shorter acting
analgesics or other analgesic techniques are more appropriate. Occasionally, opioid analgesics may profong
labor through actions which temporarily reduce the strength, duration and frequency of uterine contractions.
However, this effect is-not-consistent and may be. offset by an increased -rate of Cervical: dilatation. which tends to
shorten labor. Neonates whose mothers received opioid analgesics. during labor should be observed closely for
signs of respiratory depression. A specific opioid antagonist, suchas naloxone or-nalmefene, should be available
for reversal of opioid-induced respiratory depression in the neonate.
Neonatal Withdrawal Syndrome :
Chronic maternal use of opiates or opicids during pregnancy coexposes the fetus. The newborn may
-experience subsequent neonatal withdrawal.syndrome (NWS). Manifestations of NWS include irritability,
hyperactivity, abnormal sleep pattern, high-pitched cry, tremor, vomiting, diarrhea, weight loss, and failure to
gain. weight. The onset, duration, and severity of the disorder differ based on such factors as the-addictive drug
used, time and amount of mother’s last dose,.and-rate of elimination of the drug from the newborn.. Approaches
to the treatment of this syndrome have included suppoitive care and, when indicated, drugs such as paregoric or
phenobarbital. : : : :
Nursing Mothers .
Low levels of morphine sulfate have-been detected inhuman milk. Withdrawal symptoms can occur in breast-
feeding infants. when maternal administration of morphine sulfate is stopped. Because of the potential for
adverse reactions in nursing infants from KADIAN®, a decision should bemade whether to- discontinue nursing
or discontinue the drug, taking into-account the importance of the drug to the mother.
Pediatric Use : .
The safety of KADIAN®, both the entire capsule and the pellets sprinkled on apple sauce, have not been directly
investigated in pediatric patients below the age-of 18 years. The range of doses available is not suitable for the
treatment of very young pediatric patients or those who are not old enough to take capsules safely. The apple
sauce sprinkling method is not an appropriate alternative for these patients.
Geriatric Use whet Te
Clinical studies of KADIAN® did not include sufficient numbers of subjects aged 65 and over to determine
whether they respond differently from younger subjects. Other reported clinical experience has not identified
differences in responses between the elderly and younger patients. In general, dose selection for an elderly
patient.should be cautious, usually starting at the low end of the dosing range, reflecting the greater frequency of
décreased hepatic, renal, or cardiac function, and of concomitant disease or other drug therapy.
ADVERSE REACTIONS :
Serious adverse reactions that may be associated with KADIAN® therapy in clinical use are those observed with
other opioid analgesics and include: respiratory depression, respiratory arrest, apnea, circulatory depression,
cardiac arrest, hypotension, and/or shock (see OVERDOSAGE, WARNINGS). :
The less severe adverse events seen on initiation of therapy with KADIAN® are also typical opioid side effects.
These events are dose dependent, and their frequency depends an the clinical setting, the patient's level of opioid
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tolerance, and host factors specific to the individual. . They should be expected and managed as a part of opioid
analgesia. The most frequent of these-include drowsiness, dizziness, constipation and.nausea. In many cases,
the frequency of these events during initiation of therapy may be minimized by careful individualization of starting
dosage, siow titration, and the avoidance of large rapid swings in plasma concentrations of the opioid. Many of
these adverse events, will cease or decrease as.KADIAN® therapy is continued and some. degree of tolerance is
developed, but others may be expected to remain troublesome throughout therapy.
Management of Excessive Drowsiness .
Most patients receiving KADIAN® will experience initial drowsiness. This usually disappears within:3-5 days
and is not a cause of concern unless it is excessive, or accompanied by.unsteadiness or confusion... Dizziness
and unsteadiness may be associated with postural hypotension, particularly in elderly or debilitated patients,-and
has been associated with syncope and falls in non-tolerant patients started on opioids. . .
Excessive or persistent sédation should be investigated. Factors to be considered should include: concurrent
sedative medications, the presence of hepatic or renal insufficiency, hypoxia or hypercapnia due to exacerbated
respiratory failure, itoleranice to the dose used (éspecially in older patients), disease. severity and the patient's
general condition.”
“ The dosage sholild be adjusted according to individual needs, but additional care should be used in the
sélection of initial doses for the élderly patient, the cachectic or gravely ill patient, or in patients not already
familiar with opioid analgesic medications to prevent excessive sedation at the onset of treatment. |
Management of Nausea and Vomiting
Nausea and vomiting are common after single’ doses of KADIAN® or as an early undesirable effect of chronic
opioid therapy. The prescription of a suitable antiemetic should be considered, with the awareness that sedation
may result (see Drug Interactions). The frequency of nausea and vomiting usually decreases within a week or so
but may persist dué to opioid-induced gastric stasis. Metoclopramide is often useful'in such patients.
Management of Constipation
Virtually all patients suffer from constipation while taking opioids, such as KADIAN®, on a chronic basis.
Some patients, particularly elderly, debilitated or bedridden patients may become impacted. Tolerance does not
usually develop for the constipating effects of opioids. ' Patients must'be ‘cautioned accordingly and laxatives,
softeners and other appropriate treatments should be used prophylactically from the beginning of opioid therapy.
Adverse Events Probably Related to KADIAN® Administration
In clinical studies in patients with chronic cancer pain the most common adverse events reparted by patients
at least once-durinig therapy were drowsiness (9%), constipation (9%), nausea (7%), dizziness (6%), and anxiety
(6%). Other less common side effects expected from KADIAN®:or seen in less than 3% of patients in the clinical
studies were:
Bady as a Whole: Asthenia, accidental injury, fever, pain, chest pain, headache, diaphoresis, chills, flu
syndrome, back pain, malaise, withdrawal syndrome
Cardiovascular: Tachycardia, atrial fibrillation, hypotension, hypertension, pallor, facial flushing, palpitations,
bradycardia, syncope
Centrat Nervous System: Confusion; dry mouth, anxiety, abnormal thinking, abnarmal dreams; lethargy,
depression, tremor, loss of concentration, insomnia, amnesia, paresthesia, agitation, vertigo, foot drop, ataxia,
hypesttiesia, slurred speech, hallucinations, vasodilation, euphoria, apathy, seizures, myoclonus
Endocrine: Hyponatremia due to inappropriate ADH secretion, gynecomastia
Gastrointestinal: Vomiting, anorexia, dysphagia, dyspepsia, diarrhea, abdominal pain, stomach atony disorder,
gastro-esophageal reflux, delayed gastric emptying, biliary colic
Hemic & Lymphatic: Anemia, leukopenia, thrombocytopenia
Metabolic & Nutritional: Peripheral edema, hyponatremia, edema
Musculoskeletal: Back pain, bone pain, arthralgia : :
Respiratory: Hiccup, rhinitis, atelectasis, asthma, hypoxia, dyspnea, respiratory insufficiency, voice alteration,
depressed cough reflex; non-cardiogenic pulmonary edema : :
Skin and Appendages: Rash, decubitus ulcer, pruritus, skin flush
.. Special Senses: Amblyopia, conjunctivitis, miosis, blurred vision, nystagmus, diplopia
Urogenital: Urinary abnormality, amenorrhea, urinary retention, urinary hesitancy, reduced. libido;. reduced
potency, prolonged labor :
Post-marketing Adverse Events Probably Related to. KADIAN®
The safety of KADIAN® has been evaluated in a randomized, prospective, open-label, 4-week treatment period,
post-marketing study consisting of 1418 patients ages 18-85 with chronic, non-malignant pain (¢.g., back pain,
osteoarthritis, neuropathic pain). No control arm.was included in this study. The most common adverse events
reported at least once during therapy.were constipation (12%), nausea (9%) and somnolence (3%)... Other less
common side effects occurring in less than 3% of patients were vomiting, pruritus, dizziness, sedation, ‘dry
mouth, headache, fatigue and rash. . ele
DRUG ABUSE AND DEPENDENCE
KADIAN® is a mu-agonist opicid-with an abuse liability similar to other opioid agonists and is a Schedule Il
controlled substance. KADIAN® and other opioids uséd in analgesia can be abused and are subject to
criminal diversion:
KADIAN® is an opioid’ witti no approved use in the management of addiction disorders. ts. proper usage in
individuals with drug or alcohol dependence, either active or in remission, is for the management of pain
requiring opioid analgesia.
Drug addiction is characterized by compulsive use, use’for non-medical purposes, and continued use despite
harm of risk of harm. Drug addiction is a treatable disease, utilizing a multi-discipiinary approach, but relapse is
common. ‘
“Drug-seeking” behavior is very common in addicts and drug abusers. Drig-seekinig-tactics include
emergency calls or visits near the end of office’ hours, refusal to undergo appropriate examination, testing or
referral, repeated “loss” of prescriptions, tampering with prescriptions and reluctance to provide prior medical
records or contact‘information for other treating physician(s). “Doctor shopping” to obtain additional
" prescriptions is common among drug abusers and people suffering from untreated addiction.
Abuse and addiction are separate and distinct from physical dependence and tolerance. Physicians should. be
aware that addiction may not be accompanied by concurrent tolerance and symptoms of physical dependence in
all addicts. . In addition, abuse of opioids can occur. in the absence of true addiction and is characterized by .
misuse for non-medical purposes, often in combination with other psychoactive substances. KADIAN®, like other
opidids, has been diverted for non-medical use. Careful record-keeping of prescribing information, including
quantity, frequency, and renewal requests is strongly advised.
Proper assessment of the patient, proper prescribing practices, periodic re-evaluation of therapy, and proper
dispensing and storage are-appropriate measures that. help.to limit abuse of opioid drugs. : :
KADIAN® is intended for oral use only. Abuse of chewed, crushed, or dissolved capsules or pellets poses
a hazard of overdose and death. This risk is increased with concurrent.abuse of alcohol and: other
substances. Due to the presence of talc as one of the excipients in capsules, parenteral abuse can be
expected to result in local tissue necrosis, infection, pulmonary granulomas, and increased risk of
endocarditis and valvular heart injury. Parenteral drug abuse is commonly associated with transmission of
infectious diseases such as hepatitis and HIV. :
OVERDOSAGE
Symptoms .
Acute overdosage with morphine is manifested by respiratory depression, somnolence progressing to.stupor
or coma, skeletal muscle ‘flaccidity, cold: and clammy skin, constricted. pupils, and, sometimes, pulmonary
édema, bradycardia, hypotension and death. Marked mydriasis rather than miosis may he seen due to severe
hypoxia in overdose situations. !
Treatment
Primary attention should be given to the: re-establishment of a patent airway and institution. of assisted or
controlled ventilation. Gastric contents may need.to be émptied to. remove unabsorbed drug wher an extended-
release formulation such as KADIAN® has been taken: Care should be taken: to secure the airway before
attempting treatment by gastric emptying or activated charcoal:
Supportive measures (including oxygen, vasopressors) should be employed.in the management of circulatory
shock and pulmonary edema accompanying overdose as indicated. Cardiac arrest or. arrhythmias may require
P-CA-001716.012
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9. Patients should be advised that if they 'have been receivinQ treatment with KADlAN® for more than a few 
weeks and cessation of therapy is indicaied; It may be appropriate to taper the KADlAN® dose, rather than 
abruptly discontinue it, due to the risk of preCipitating withdrawal symptoms. Their prescribing healthcare 
provider should provide a dose schedule to accomplish a gradual discontinuation of the medication. 

10. Patients should be advised that KADlAN® isa potential drug of abUSe . . They should protect it from theft, 
and it should never be given to anyone other than the individual for whom it was prescribed . 

11. Patients should be advised that severe constipation could occur as a result of taking KADlAN® and 
appropriate laxatives, stool softeners and other appropriate treatments should be initiated from the 
beginning of opioid therapy. 

12. Patients should' be instructed to keep KADlAN® in a secure place out of the reach of children. When 
KADlAN® is no longer needed, the unused capsules should be destroyed by flushing down the toilet. 

Prug Interactions 
CNS Depressants: Morphine should be qseq with great caution and in reduced dosage in patients who are 

concurrently receiving other central nervous system (CNS) depressa~ls induding sedatives, hypnotics, general 
?nesthetics, antiemelics, phenothiazines, other lranquilizers and alCohol because 01 the riSk of respiratory 
depression, hypotension and profound sedation or coma. When such combined therapy is contemplated, the 
initial dose of one or both agents should be reduced by at least 50%. 

Muscle Relaxants: KADlAN® may enhance the neuromuscular blocking action of skeletal relaxants and 
produce an increased degree of respiratory depression. 

Mixed AgonisVAntagonist Opioid Analgesics: AgonisVantagonist analgesics (i.e., pentazocine, nalbuphine, and 
. . butorphanol) should be administered with caution to a patient who has received or is recei ving ' a 'course of 

therapy with a pure opioid .agonist analgesic such as KADlAN®. In this situation, mixed agonist/antagonist 
analgesics may reduce the analgesic effect of KADlAN® anq/or may precipitate Withdrawal symptoms in these 
P?tients. 

MOnoamine Oxidase Inhibitors (MAOls): MAOls have been reported to · intensity the effects of at least one 
opioid drug causing anxiety, confusion and 'signlficanloepression of respiration or coma. KADlAN® should not 
be used in patients taking MAOls or within 14 days of stopping such treatment. 

Cimetidine: There is an isolated report of confusion and severe respiratory depression when a hemodialysis 
patient was concurrently administered morphine and cimetidine. 

Diuretics: Morphine can reduce the efficacy of diuretics by inducing the release 01 antidiuretic hormone. 
Morphine may also lead to acute retention pf urine by causing spasm of the sphincter Of the bladder, pljrticularly 
in men with prostatism. 

CarcinQ9~niciiyiM~ta9.riICI\Y/lrnpairment 01 Ferllllly 
Long-term studie.s in anim.ds to evaluate the Carcinogenic potential of morphine have not been Conducted. 

There. are no reports of carCinogenic effects in humans. In vitro studies haye reported that morphine; is non
mutagenic in the Ames test with Salmonella, and induces chromosomal ' aberrations in human leukocytes and 
lethal mutation induction in Drosophila. Morphine was lound to be mutageniC in vitro in human T-cells, 
increasing the DNA fragmentation. In vivo, mQrphine wasmutagenie in the mouse micronucleus test and 
induced chromosomal aberrations inspermatids and murine lymphocytes .. Chronic ·opioid abusers (e.g., heroin 
abusers).and their offspring display higber rates of cnromosomaldamage. However, the rates of chromosomal 
abnormalities were similar in nonexposed individuals and in heroin users enrolled in long term opioid 
maintenance programs. 

Pregnancy 
TeratogeniC Effects (Pregnancy Category C) 
Teratogenic effects of morphine have been reported in the animal literature. High parental doses during the 

second trimester were teratogenic in neurological, soft and skeletal tissue . . The abnormalities included 
encephalopathy and axial skeletal fusions. These doses were often maternally toxic and ,liere Q.3 to 3-fold the 
maximum recommended human dose (MRHD) on a mg/m' basis. The relative contribution of morphine-induced 
maternal hypoxia and malnutrition, each Of which can be teratogeniC, has not been clearly defined. Treatment of 
male rats with approximately 3-fold the MflHD lor 10 days prior to mating decreased litter size and viability. 

Nonteratogenic Effects 
Morphine given subcutaneously, at non-TTiaternally toxic doses,to rats during the third trimester with 

approximately 0.15-lold the MRHD caused reversible reductions In brain and spinal cord volume, and testes size 
and body weight in the offspring , and decreased fertility in lemale offspring. The offspring of rats and hamsters 
treated orally or intraperitoneally Ihroughout pregnancy with 0.04- to 0.3-fold theMRHD of morphine have 
demonstrated delayed growth, motor and sexual. maiurationand decreased male:fe[lility. Chronic morphine 
exposure of fetal animals resutted in mild wlth~raY'al , altered reflex and· motor ~kill develoP.l1)ent"and altered 
responsiveness to morphine that persisted into adulthood. . .. . 

There 'are no well-controlled studies of,hronic in utero exposure to morphine sulfate in:human subjects. 
However, uncontrolled retrpspective studies 01 human neonates chronicallyexpo~ecf to other opioids in utero, 
demonstrated reduced brain volume Which normalize.d over the lirst month. of life . . Infants born. to opioiq-abusing 
mothers are more often small for gestational age, haVe a decreaseo ventilatory response to CO, and)ncreased 
risk Of sudden infant death syndrome. KADI~N® should only be used during pregnancy. if th.e need for strong 
opioid analgesia justifies the. potential risk to the fetus. 

Labor and Delivery 
MDIAN® is not recommen.dedforusein women during and immediately prior to labor, where shorter acting 

analgesics or other analgesiC techniques are more appropriate. Occasionally, opiord analgesics maY prolong 
labqr through actions which temporanly red4ce the strength, duration and frequency 01 uterine contractions. 
However, this effectis .not ·consistent andmav be o\\sel oy on increase~rate of Cervical dilat.tiqn. yihlch tends to 

~~~~e;f 1~~~;ra~~~~!~~e~1~~~ ~~~~~~i:~cg;~aq ari\~~ignftt~~J~C~.d~~:~~~~~oJr.~~~~~f~te~~~~~~~db~I~~;:(a~~; 
for reversal of opiold-induced respiratory depreSSion in the neonate. 

Neonatal Withdrawal Syndrome 
Chronic maternal use of opiates or opioids during pregnancy coexposes the fetus. The newborn may 

·experience ,subsequent neonatal withdrawal. syndrome (NWS), Manilestations of NWS include irritability, 
hyperactivity, abnormal sleep pattern, high-pitched cry, tremor, vomiting, diarrhea,weight loss: and failure to 
gain weight The onset, duration, and severity of the disorder differ based on such factors as ,the ad.dictlve drug 
used, time and amount of mother's last dO$e, and ,ate ofelimination pf the drug from the newDorn. Approaches 
~oh~~~~~r~ti~fnt of this syndrome have included supportive care an.d, when indicat~d, drugs such as p~regoric or 

Nursing Mothers . ,. 
Low levels of morphine sulfate have been detected in. human milk. Withdrawal symptom. can occur in breast

feeding infants when maternal administratiOn of morphine sulfate is stopped . . Because of the potential for 
adverspeactions in nursing inlants from KADlAfoJ®, a deCision should be 'made whether to discontinue nursing 
or discontinue lhe drug, taking intQaccount .the importance of the drug to the mother. 

Pediatric Use . . 
The safety 01 KADIAN®, both the entire capsule and the pellets sprinkled on apple sauce, have not been directly 

investigated in pediatric patients belowlhe age of 18 years. The range 01 doses available is nOI suitable lor the 
treatment of very young pediatric patients or .thqse who are not old enough to take capsules salely. The apple 
sauce sprinkling method is not an appropriate alternative for these patients. 

Geriatric Use ' . 
Clinical studies of KADIAN® did not inclupe sufficient numbers of subjects aged 65 and over to determine 

whether they respond differently from younger subjects. Other reported clinicale~perience ~as not identified 
differences in responses between the elderly and younger patients. In general, dose selection for an elderly 
patient should be cautious, usually starting at the low endof the dosing range, reflecting the greater frequency of 
decreased.hepati" renal, or cardiac function, and of concomitant disease or other drug therapy. 
ADVERSE REACTIONS 
Serious adverse re~ctipns that may be associated with KADlAN® therapy in clinical use are thps~ observed with 
other opioid analgesics and include: respiratory depression, respiratory arrest, apnea, circulatory depression, 
Cardiac arrest, hypotenSion, and/or shock (see OVEROOSAGE, WARNINGS). 

The less severe adverse events seen on initiation 01 therapy with KADIAN® are also typical opioid side effects. 
These events are dose dependent, and their frequency depends on the clinical setting, th'e patient's level 'ol opioid 
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tolerance, and host factors specilic to the individual . . They should be expected and managed as a part 01 oploid 
analgesia. The mosllrequent of these· include drowsiness, di" iness, constipation and nausea. In many cases, 
the frequency of these events during initiatiOn of therapy may .be minimized by careful individualization of starting 
dosage, slow titration, and l~e avoidance of large rapiq swjngs in plasma concentrations 01 the opioie!. Many of 
these adyerse events, will cease or decrease .asKADIAN® therapy is continued ~nd some degree of tolerance is 
developed, but others may be expected to remain troublesome throughout therapy. 

Management at Excessive Prowslness 
Most patients receiving KADIAN® will experience initial drowsiness. This usually disappears within 3-5 days 

and is nota cause of concem unless it is excessive, or acc.ompanied by. unsteadiness or confusion. Dizzi~ess 
and unsteadiness may be associated with postural hypot.ension; particularly in elderly or debilitated patients, and 
has been associated with syncope and falls in non-tolerant patients started on opioids. .... .. . 

Excessive or perSistent sedation should be investigated. Factors to be considered should include: concurrent 
sedative medications, the presence of hepatic or renal insufficiency, hypoxia or hypercapnia due to exacerbated 
reSpi ratory failure, intolerance to the dose used (espeCially in older patients), disease. severity and the patient's 
general condition. 

The. dosage should be adjUsted according to individual needs, but additipnal c?re should be used in. the 
selection of initial doses for the elderly patient, the cachectic or gravely ill patient,or in patients not already 
familiar with opioid analgesic medications to prevent excessive sedation at the onset 01 treatment. . 

Management 01 /jausea and Vomiting 
Nausea and vomiting are common after single ' doses of KADlAN® or as an early undesirable effect 01 chronic 

oploid therapy. The prescription of a suitable antiemetic should be considered, with the awareness thai sedation 

~u? ~~~u~~i~fs~ ~~~~nJ~r~id~i~~~ce~hciatt~~U;t~~sOf~tt~6r;p~~~~ge~~i~~e~S~~~w;~eJ;~t~:~~t~aweek or so 
Man~Q~ment Of Constipallon 
Virtually all patients suffer from constipation while taking opioids, such as KAOIAN®, on a chroni, b ~s is. 

Some pati~nts, particularly elderly, debilitated or bedridden patients may become impacted. Tolerance does not 
usually develop for the constipating effects of opioids. ' Patients must be cautioned accordingly and laxatives, 
softeners and other appropriate treatments should be used prophylactically from the beginning of opioid therapy. 

Adverse EvenlS Probably Related to KAPIAN® AdmInistration . .' 
Inclinical studies in patients with chronic cancer pain the most common adverse events reported by patients 

at least once during therapy were drowsiness (9%), constipation (9%), nausea (7%), diZZiness (6%), and anxiety 
(6%). Other less common side effects expected from MDIAN®or seen in less than· S% of patients in the clinical 
studies were: 
~odyas a. Whole: Asthenia, accidental injury, fever, pain, chest pain, headaChe, diaphoresis, chills , flu 

syndrome, back pain , malaise, with.drawal syndrome . • . , 
Cardiovas.cular: Tachycardia, atrial fibrillation, hypotenSion, hypertension, pallor; Jacial flushing, palpitations, 

bradycardia, syncope . 
Central Nervous System:' .Confusion, dry mouth, anxiety, abnormal thinkln9, abnormaldreallis, lethargy, 

depreSSion, tremor, loss 01 concentration, insomnia, amnesia, 'paresthesia, agitation, vertigo, loot drop, ataXia, 
hypesthesia, slurred speeCh, hal lUCinations, vasodilation, euphoria, apathy, seizures, myoclonus 

Endqcrine: Hyponatremia due to inappropriate ADH secretion, gynecomastia 
GastrOintestinal: Vomiting, anorexia, dysphagia, dyspepsia, diarrhea, abdominal pain, stomach atony disorder, 

gastro-esophageal reflux, delayed gastriC emptying, biliary colic 
Hemic & Lymphatic: Anemia, leukopenia, thrombocytopenia 
Metabolic & Nutritional: Peripheral edema, hyponatremia, edema 

' . Musculoskeletal: Back pain, bone pain, arthralgia . . , 
Respiratory: Hiccup, rhinrtis, atelectaSiS, asthma, hypoxia, dyspnea, respiratory insufficiency, voice a~eration, 

depressed cough reflex, non-cardiogenic p.ulmonary ede.ma " . . 
Skin ane! Appendages: Rash, decubitus ulcer, pruritus, skin flush 
Special ~enses: .Amblyopia, conjUnctivitis, miosis, blufrep vision, nystagmus, diplqpia " 
Urogenital: Urinary abnormality, amenorrHea, urinary retention, urinary hesitancy, reduced libido, reduced 

potency, prolonged labor 
Post-marketing Adverse Events Probably Related to KAPIAN® 
The salety of KADlAN® has been evaluated in a randomized, prospective, open-label; 4-week treatment period, 

posHnarRetingstudy consisting 01 1418 patients ages 18-85 with chronic, non-malignant pain (e.g., back pain, 
.osteoarthritis, neuropathic paib). No control arm was included in this study. The most common adverse·events 
reported at least once during therapy were constipation (12%). nausea (9%) and somnolence (3%) .. Other less 
common side effects occurring in less than 3% Of palients were vomiting, pruritus,<dizziness,sedation, ·dry 
mouth, Headache, fatigue and rash. 
PRU~ AQ~SE AI>JO DEPENPENCE 
KAPlAN® .Is a mu-agonlsl opioidwith an abuse liabili!y similar to otheropioid aQo~ists and is a SchedUle II 
controlled substance. KADII\N® and other opioids used In analgesia can be abused and are subject to 
criminal diversion: ., 

KADlAN® is an opioid witH no approve~ use in the managementoladdiction disorders. Its proper usage in 
individuals with drug or alcohol dependenc~ , either active or in remission, is for .the 'management ilf 'pain 
requiring opioid analgesia. .. . .. . 

Drug ,addiction is characterized by compulsive USB, use 'lor non-medical purposes, and continued use despite 
harm or risk 01 harm. Drug addiction is a treatable disease, utilizing a multi-disciplinary approach, but relapse is 
common. ' . 

"Drug 'seeking" behavior is ve ry common in addict~ and drug abusers. Drug-seeking tactics include 
emergency calls or visits near the end of office hours, refusal to undergo appropriate examination, testing or 
referral, repeated "loss" of prescriptions, tampering with prescriptions and reluctance to provide prior medical 

. records or contact' information lor other treating physician(s) . . ' Doctor shopping" to obtain additional 
. prescriptions is common among' drug abusers and people suffering from untreated addiction. . 

Abuse and addiction are separate and distinct lrom physical dependence and tolerance. Physicians should be 

~~~~d1~f~. adl~ic:~od~t~~; ~~~s~e ;t"~Op~Jgii~~nb~;~~rCr~r~~! ~~~~n"c~e ;F~r~~~~~~6ti~~1 1n~T~c6Ih~ii;t~~i~~~e 6~ 
miSUSe lor non-medical pwposes, often in combination with other Psychoactive substances. KADlAN"', like other 
oploids, has been diverted lor non-medical use. Carelul record-keeping of prescribing information, including 
quantity, frequency, and renewal requests is strongly advised. 

Proper assessment of the patient, proper prescribing practices, periodic re-evaluation of therapy, and proper 
dispensing and storage are appropriate measures thathelp.to limit abuse of opioid drugs. 

a ::z~l~dN:1 i~!~,~1se! !~~ O~~la~~~ o~tI~~~~srs °ln~~:~;:d c~~~~ec~u~:~~~I~ebdu~:p:~I;~c~~~~I~e~~ ~~~~~ 
su~stances. Due to the pres~n~e 01 ialc as one ql the exciplents in capsules, parenteral abuse can be 
expected to result In local tissue necrosis, Infection, pulmonary gr~nulomas , and incre~sed risk of 
endocar~itis and valvular heart injury. Parenleral drug abuse is commonly~sspciated with transmission 01 
Inl~ctiqus diseas~s such as hep~titis and HIV. . 
OVERPOSAGE 

Symptpms 
Atute overdosage with morphine is manifested by respiratory depressio~ , somnolence progressing to stupor 

or coma, skeletal muscle flaccidity, cold· and clammy skin, constricted. pupils, and, sometimes, pulmonary 
edema, bradycardia, hypotension and ~eath. Marked mydriasis rather than miosis may be seen due to severe 
hypoxia in overdose situations. 
. Treatment 

PrimarY attention should b~ given to the re-establishment of a patent airway and institution of assisted or 
coWolle.d ventilation. Gastric contents may need .to be emptied to remove unabsorbed drug when an extended
release formulation such as KADIAN® has been taken : Care should be taken to secure the airway belore 
attempting treatment by gastric emptying or activated charcoal. 

Supportive measures (including oxygen, vasopressors) should be employed' in .the rnanagementof circulatory 
shock and pulmonary edema accompanying overdose as indicated. Cardiac arrest or arrtJYthmias may require 
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cardiac massage or defibrillation.
The pure opioid antagonists, naloxone or: nalmefene, are 8 specific antidotes to respiratory depression which
results from opioid overdose. Since the duration of reversal would be expected to be.less than the duration of
action of KADIAN®, the patient must be carefully monitored until spontaneous respiration is reliably re-
established. KADIAN® will continue to release. and add to the morphine load-for up to-24 hours after
administration and the management of an overdose should be monitored accordingly. If the response to opioid
antagonists is suboptimal.or not sustained, additional-antagonist-should be given as directed by.the manufacturer
of the product.
Opioid ‘antagonists should not be administered.in the absence of clinically significant respiratory or circulatory
depression secondary to morphine overdose...Such agents should’ be administered. cautiously to- persons who
are known, or’suspected to be physically dependent on KADIAN®. {n such cases, an abrupt or complete reversal
of opioid effects may precipitate an acute abstinence syndrome.
Opioid Tolerant Individuals: In an individual physically dependent on opioids, administration of the usual dose
of the antagonist will precipitate an acute withdrawal. The severity of the withdrawal produced will depend onthe
degree of physical dependence and-the dose of the antagonist administered. Use of an opioid antagonist should
be reserved for cases where such treatment is clearly needed. If it is necessary to treat serious respiratory
depression in the physically dependent patient, administration of the antagonist should be begun with care and
by titration with smaller than usual doses of the antagonist.
DOSAGE AND ADMINISTRATION
KADIAN® may be administered once or twice daily.
KADIAN® capsules should be swallowed whole. The pellets in KADIAN® capsules should not be chewed,
crushed, or dissolved due to the risk of rapid release and absorption of a potentially fatal dose of morphine.
Alternatively, KADIAN® capsules may be administered as a sprinkle on apple sauce. or.thtough a 16 French
gasirostomy tube (see Alternative Methods of Administration section).
The 100 mg and 200 mg capsules are for use only in opicid-tolerant patients.
KADIAN® is not indicated for pre-emptive analgesia (administration pre-operatively for the management of
post-operative pain), or for pain in the immediate post-operative period (the first 12 to 24 hours. following
surgery) for patients not previously faking the drug, because ‘its safety in these settings have not been
established.
KADIAN® is only indicated for post-operative use if the patient is already receiving the drug prior to
surgery or if the postoperative pain is expected to be moderate to severe and persist for an extended period
of time. ' :
Patients who are already receiving KADIAN® Capstiles as part of ongoing analgesic therapy may be’ safely
continued on the drug if appropriate dosage adjustments are made considering the procedure, other drugs given,
and the temporary changes in physiology caused by the surgical intervention.
Initiating Therapy with KADIAN® Capsules
Physicians should individualize treatment using a progressive plan of pain management such as outlined by
the World Health Organization, the American Pain Society and the Federation of State Medical Boards Model
Guidelines. Health care professionals should follow appropriate pain management principles of careful
assessment and ongoing monitoring.
It is critical:to adjust the dosing regimen for each patient individually, taking into account the patient's prior
analgesic treatment experience.’ In the selection of the initial dose of KADIAN®, attention should be given to:
1) the total daily dose, potency and kind of opioid the patient has been taking previously;
2) the reliability of the relative potency estimate used to calculate the equivalent dose of morphine needed
(Note: potency estimates may vary with the route of administration),
3) the patient's degree of opioid experience and opioid tolerance;
4) the general condition and medical status of the patient;
5) concurrent medication;
6) the type and severity of the patient's pain.
Care should be taken to use low initial doses of KADIAN® in patients who are not already opioid-tolerant,
especially those who are receiving concurrent treatment with muscle relaxants, sedatives, or other CNS
active medications (see PRECAUTIONS).
During periods of changing analgesic requirements including initial titration, frequent communication is
recommended between physician, other members of the healthcare team, the patient, and the caregiver/family.
The following dosing recommendations, therefore, can only be considered suggested approaches to what is
actually a series of clinical decisions over time in the management of the pain of an individual patient.
Conversion from Other Oral Morphine Formulations to KADIAN®
Patients on other oral morphine formulations may be converted to KADIAN® by administering one-half of the
patient's total daily oral morphine dose as KADIAN® capsules every 12 hours (twice-a-day) or by administering
the total daily oral morphine dose as KADIAN® capsules every 24 hours (once-a-day). KADIAN® should not be
given-more frequently-than every 12 hours. .
Conversion from Parenteral Morphine or Other Parenteral or Oral Opioids to KADIAN®
KADIAN® can be administered to patients previously receiving treatment with parenteral morphine or other
opioids: While there are useful tables of oral and parenteral equivalents in cancer analgesia, there is substantial
interpatient variation in the relative potency of different opioid drugs and formulations. For these reasons, it is
better to underestimate the patient's 24-hour oral morphine requirement and provide rescué medication, than to
overéstimate and manage anadverse event. The following general-points should be considered:
1. Parenteral to’ Oral Morphing Ratio: It may take anywhere from 2-6 mg of oral morphine to provide
analgesia equivalent to 1 mg of parenteral morphine. A dose of oral morphine three times the daily
parenteral morphine requirement may be sufficient in chronic use settings.
2. Other Parenteral or Oral Opioids to Oral Morphine Sulfate: There is lack of.systematic evidence bearing on
these types of analgesic substitutions. Therefore, specific recommendations are not possible. Physicians
are advised to refer to published relative potency data, keeping in mind that such ratios are only
approximate. In general, it is safest to give half of the estimated daily morphine demand as the initial dose,
and to manage inadequate analgesia by supplementation. with immediate-release morphine. (See
discussion which follows.)
The first dose of KADIAN® may be taken with the last dose of any immediate-release (short-acting) opioid
Medication due to the long delay until the peak effect after administration of KADIAN®.
Use of KADIAN® as the First Opioid Analgesic
There has been no evaluation of KADIAN® as an initial opioid analgesic in the management of pain. Because it
may be more difficult to titrate a patient to adequate analgesia using an extended-release morphine, it is
ordinarily advisable to begin treatment using an immediate-release morphine formulation.
Individualization of Dosage
The best use of opioid analgesics in the management of chronic malignant and non-malignant pain is
challenging, and is well described in materials published by the World Health Organization and the Agency for
Health Care Policy and Research. KADIAN® is a third step drug which is most useful when the patient requires a
constant level of opioid analgesia as.a ‘floor’ or “platform” from which to manage breakthrough pain. When a
patient has. reached the point where comfort. cannot be provided with a combination of rien-opioid medications
{NSAIDs and acetaminoptien) and intermittent use of moderate or strong opioids, the patient's total opioid
therapy should be converted into’a 24 hour oral morphine equivalent.
KADIAN® should be started by administering one-half of the estimated total daily oral morphine dose every 12
hours (twice-a-day) or by administering the total daily oral morphine dose every 24 hours (once-a-day).. The
dose should be titrated no more frequently than every-other-day to allow the patients to stabilize before
escalating the dose. If breakthrough pain occurs, the dose may be supplemented. with a small dose (less than
20% ‘of the total daily dose) of a short-acting analgesic. Patients who-are excessively sedated after a once-a-day
dose or who regularly experierice inadequate analgesia before the next dose should be switched to twice-a-day
dosing.
Patients who do not have a ‘proven tolerance to opioids should be started only on the 10 mg or 20 mg
strength, and usually should be incréased at a rate not greater'than 20 mg every-other-day. Most patients will
rapidly develop some degree of tolerance, requiring dosage adjustment until they have achieved their individual
best balance: between baseline analgesia and opioid’ side effects suchas confusion, sedation and constipation.
No guidance can be given as to the recommended maximal dose, especially in patients with chronic pain of
malignancy. In such cases the total dose of KADIAN® should be advanced until the desired therapeutic: endpoint
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is reached or clinically significant opioid-related adverse reactions intervene.
Alternative Methods of Administration
In a study of healthy volunteers, KADIAN® pellets sprinkled over apple sauce were found to be bioequivalent to
KADIAN® capsules swallowed whole with apple sauce under fasting conditions. Other foods have not been
tested. Patients who have difficulty swallowing whole capsules or tablets may benefit from. this alternative
method of administration.
1) Sprinkle the pellets onto a small amount of apple sauce. Apple sauce should be room temperature or
cooler.
2) The patient must be cautioned not to chew the pellets which could result in the immediate release of a
potentially dangerous, even fatal dose of morphine.
3) Use immediately.
4) - Rinse mouth to ensure all pellets have been swallowed.
5) Patients should consume entire portion and should not divide apple sauce into separate doses.
The eniire capsule contents may-alternatively be administered through a 16 French gastrostomy tube.
1) Flush the gastrostomy tube with water to ensure that it is wet.
2) Sprinkle the KADIAN® Pellets into 10 mL of water.
8) Use a swirling motion to'pour the pellets and water into the gastrostomy tube through a funnel.
4) ‘Rinse the beaker with a further 10 mL of water and pour this into the funnel.
5) Repeat rinsing until no pellets remain in the beaker.
THE ADMINISTRATION OF KADIAN® PELLETS THROUGH A NASOGASTRIC TUBE SHOULD NOT BE
ATTEMPTED.. ;
Considerations in the Adjustment of Dosing Regimens
If signs of excessive opioid. effects are absetved-early in the dosing interval, the next dose should be reduced.
if this adjustment leads to- inadequate analgesia, that is, if breakthrough pain occurs when KADIAN® is
administered on an every:24 hours dosing regimen, consideration should be given to dosing every 12 hours. If
breakthrough pain occurs on a 12 hour dosing regimen a supplemental dose of a short-acting analgesic may be
given. As experience is gained, adjustments in both dose and dosing interval can be made to obtain an
appropriate balance between pain relief and opioid side effects. To avoid accumulation the dosing interval of
KADIAN® should not be reduced below-12 hours.
Cessation of Therapy
When the patient no longer requires therapy with KADIAN® capsules, doses should be tapered gradually to
prevent signs and symptoms of withdrawal in the physically dependent patient.
Conversion from KADIAN® to Other Extended-Release Oral Morphine Formulations
KADIAN® is not bioequivatent to other extended-release morphine preparations. Although fora given dose the
same total amount of morphine is available from’ KADIAN® as from morphine solution or extended-release
morphine tablets, the slower release of morphine from KADIAN® results in reduced maximum and increased
minimum plasma morphine concentrations than with shorter acting morphine products. Conversion from
KADIAN® to the same total daily dose of extended-release morphine preparations may lead to either excessive
sedation at peak or inadequate analgesia at trough and close observation and appropriate dosage adjustments are
recommended.
Conversion tram KADIAN® to Parenteral Opioids
When converting a patient from KADIAN® to parenteral opioids, it is best to calculate an equivalent parenteral
dose, and then initiate treatmént at half-of this calculated value. For example, to estimate the required 24 hour
dose of parenteral morphine for a patient taking KADIAN®, ane would take the 24 hour KADIAN® dose, divide by
an‘ oral to parenteral-conversion ratio of 3, divide the estimated 24 hour parenteral dose into’ six divided doses
(for a four hour dosing interval), then halve this dose as an initial trial,
For example; to estimate the required parenteral thorphine dose for a patient taking 360 mg of KADIAN® a day,
divide the 360: mg-daily oral morphine dose by a conversion ratio ‘of 1 mg of parenteral morphine for every 3 mg
of oral morphine. °Thé estimated 120 mg. daily parenteral requirement is then divided into six 20 mg doses, and
half of this, or 10°mg, is then giveh every 4 hours.as an initial trial dose.
This approach is likely to require a dosage increase in the first.24 hours for many patients, but is
recommended because it is less likely to cause overdose than trying to establish an equivalent dose without
titration.
Safety and Handling
KADIAN® Capsules contain morphine sulfate which is a controlled substance under Schedule II. of the
Controlled Substances Act. Morphine, like all opioids, is-liable to diversion and misuse and should be handled
accordingly. Patients and their families should be instructed to flush any KADIAN® capsules.that are no longer
needed.
KADIAN® may be targeted for theft and diversion by criminals. Healthcare professionals should contact their
State Professional Licensing Board or State Controlled-Substances Authority for information.on how to preverit
and detect abuse or diversion of this product. :
KADIAN® consists of closed hard gelatin capsules containing polymer coated morphine sulfate. pellets that
pose no. known handling risk to health care workers. KADIAN® Capsules are liable to diversion and misuse both
by the general public and health care workers, and should be handled accordingly.
HOW SUPPLIED
KADIAN® capsules contain white to off-white or-tan colored polymer coated extended-release pellets of morphine
sulfate and’are available in eight dose strengths:
10-mg size 4 capsule, light blue opaque cap printed with KADIAN and light blue opaque body printed with 10
mg. Capsules are supplied in bottles of 100 (NDC 46987-410-11
20 mg size 4 capsule, yellow opaque cap printed with KADIAN and yellow opaque body printed with 20 mg.
Capsules are Supplied in bottles of 100 (NDC 46987-322-11):
30 mg size 4 capsule, blue violet opaque cap printed with KADIAN and blue violet opaque body printed with 30 mg.
Capsules are supplied.in‘bottles of 100 (NDC 46987-325-11).
50 mg sizé 2 capsule, blue opaque cap printed with KADIAN and blue opaque body printed with 50 mg.
Capsules are supplied in bottles of 100 (NDC 46987-323-11).
60 mg size 1 capsule, pink opaque cap printed with KADIAN and pink opaque body printed with 60 mg.
Capsules are supplied in bottles of 100 (NDC 46987-326-11):
80 mg size 0 capsule; light orange opaque cap. printed with KADIAN and light orange opaque body orinied with
80 mg. Capsules are supplied in bottles of 100 (NDC 46987-412-11).
100 mg size 0 capsule, green opaque cap printed with KADIAN and green opaque body printed with 100 mg.
- Capsules are‘supplied in bottles of 100 (NDC 46987-324-11).
200. mq size 0 capsule, light brown opaque cap printed with: KADIAN and light brown opaque body printed with
200 mg. Capsules are supplied in bottles of 100 (NDC 46987-377-11).
-Store at 25°C (77°F); excursions permitted:to:15°-30°C (59°-86°F): Protect from light and moisture.
Dispense ina sealed. tamper-evident, childproof, light-resistant container.
CAUTION: DEA Order Form Required:
KADIAN® js a registered trademark of Actavis Elizabeth LLC
Revised — February 2010
Distributed by: -
Actavis Kadian LLC
60 Columbia Rd., Bldg. B
Morristown, NJ 07960 USA
40-9401
a
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cardiac massage orlJefibriliation, , ' 
The pure opioid antagonists, naloxone or nalmefene, are specific antidotes to respi,ratory depression which 

results from opioid overdose. Since the puration,of revers~1 would be expe,cted to be,less than the duration of 
action of KADlAN®, .the patient must be carefully monitored until spontaneous respiration is reliably re
established. KADlAN® will continue to release,and add to the morphine' loadfprup to 24 hours after 
administration and the management of an'overdose should be mOnitored accordingly. If Ihe response 10 opioid 
~~~~o~:~~Su~S~boPtimalor not sustained,additional antagonist should be given as directedbythe manufacturer 

Opioid antagonists'should not be administered in the absence of clinically significant respiratory or circulatory 
depression secondary to morphine overdose. Such agents should be administered cautiously to persons who 
are k~own, Or suspected to be physically dependent on KAOIAN®. In such cases, an abrupt or complete reversal 
of opioid effects may precipitate an acute abstinence syndrome, 

Opi~id Tolerant IndIvIduals: In an individual physically dependent on opioids, administration of the usual dose 
of the antagonist will precipitate an acute withdrawal. The severity of the withdrawal produced will depend onthe 
degree of physical dependence and the dose of the antagonist administered. Use of an opioid antagonist s~ould 
be reserved for cases where such treatment is clearly needed. If it is ,necessary to treat serious respiratory 
depression In the physically dependent patient, administration of the antagonist should be begun with care and 
by titration with smaller than usual doses of the antagonist. 
DOSAGE AND ADMINISTRATION 
KADIAN® may be administered once or twice daily,. 

KADlAN® capsules should be swallowed whole. The pellets In KADlAN® capsulesshouldnot be chewed , 
crushed, or dissolved due to the risk of rapid relea,se and absorption of a potentially fatal dose of morphine. 

Alternatively, KADlAN® capsules may be administered as a sprinkle on apple sauce,orthrough a 16 French 
gastrostolTlY tube (see Alternative Methods 01 Admlnlstrallon section). , 

The 100 mg and 200 mg capsules are lor use only In o,plold-tolerant patients. 
KADlAN® IS not Indicated for pre-emptive analgesia (administration pre-operatively lor the management 01 

post:operativepain), Dr lor pain in the Immediate post-oPerative period (the lirst 12 to 24 hours lollowlng 
surgery) for patients not previously taking the drug, beca~se 'its salety in these seHirigs have not ~een 
established. ' ". ' , ' ", , ' ,. " 

'KADlAN® Is only indicated for post-operati~e use If the patient is already receiving the drugprioi to 
s~rgery or iI ,lhe postoperative pain is expected to, be moderate to severe and persist for an extended period 
_~t . " .. " " " . 

Patients who are already receiving KADlAN® Capsules as part of ongoing analgesic therapy may be safely 
continued on the drug if appropriate dosage adjustmentnre made conSidering the procedure, other drugsglyen, 
and the temporary changes in physiology caused by the surgical intervention. •. 

Initiating Therapy with KADlAN® Capsules 
PhysiCians shOUld individualize treatment using a progressive plan of pain management such as outlined by 

the World Health Organization, the American Pain Society and the Federation 01 State Medical Boards Model 
'Guidelines. Health care projessionalsshould follow appropriate pain management principles of careful 
assessment and ongoing mOnitoring. ' , ,,' 

It is critical to adjust the dosing regimen far each patient individually, taking into account the Patient's prior 
analgesic treatment experience.' In the selection 01 the initial dose of K!\DlAN®, attention should be given to: 

1) the total daily dose, potency and kind of opioid the patient has been taking previously; 
2) the reliability 01 the relative potency estimate used to calculate the equivalent dose 01 morphine needed 

(Note: potency estimates may vary with the route 01 administration); 
3) the patient's degree 01 opioid experience and opioid tolerance; 
4) the general condition and medical status of the patient; , 
5) concurrent medication; 
6) the type and severity 01 the patient's pain. 
Care should be taken to use low initial doses 01 KAptAN® In patients who are not already oplold-tolerant, 

especIally those who are receiving concurrent tre~tment with m~scle relaxants,sedatives, Dr other CNS 
active medicatio~s (see PRECAUTIONS). 

During periods of changing analgesic requirements including initial titration, frequent communication is 
recommended between physician, other members of the health care team, the patient, and the caregiver/family. 

The following dosing recommendations, therefore, can only be considered suggested approaches to I'!hat is 
actually a series of clinical decisions over time in the management of the pain of an individual patient. 

ConversIon from Other Oral Morphine Formulations 10 KADlAN® 
Patients on other oral morphine formulations mrJ),¥ be converted to KADIAN® by administering one-half of the 

f;!i~~~~, ~~lf~ ~~~r ~~~~~{~~~~~~s~61~~~I~aps~I~~s~~~~e~~~~~~(~~~~~:~ntx61~J¥ ;~:\~i~~;i~~ 
given more freqtiently: than every 12hours. ' , , 
, Conversion !rorrfParenteralMorphine or Other Parenteral orOral OpioidstpKADIAN® . .. ': 

op~~~;A~hi~~tl~~~a~rTi~!~i~et~~~t~~~~~~ ~~dv~~~~~:r~~e~~~iea1~~,~~~nda~~1~ E~~f~!~r:!tW~:f~~":u~~t~~~i;; 
interpatient variation in the relative potency of different opioid drugs and lormutations, For these reasons, it is 
beHer to underestimate the patient 's 24-hour oral morphine requirement and provide rescue medication, than to 
overestimate and manage an adverse event. The following general paints should be considered: 

1. Parenteral to Oral Morphine Ratio: It may take anywhere from 2-6 mg of oral morphine to provide 
analgesia equivalent to 1 mg of parenteral morphine: A pose of oral morphine three times the daily 
parenteralfl)~rphine requirement may be suffi,lent In cnronlC use settings, 

2. Other Parenter~ 1 or Oral Opioids to Oral Morphine Sulfate: There is lack of systematic evidence bearing on 
these types of analgesic substitutions, Therefore, specific recommendations are not possible. Physicians 
are advised to refer to published relative potency data, keeping in mind that such ratios are only 
approximate. In general, it is safest to give half of the estimated daily morphine demand as the initial dose, 
and to manage inadequate analgesia by supplementation with immediate-release morphine. (See 
discussion which follows,) 

The first dose 01 KADIAN"'may be taken with II" last dOSe of any immediate-release (short-acting) opioid 
medication due to the long delay until the peak effect after administration of KADlAN®. 

Use 01 KADIAN® as the First Opioid Analgesic ' , 
There has been no evaluation 01 KADlAN® as an initial opiOid amllgesic in the inanagement 01 pain. Because It 

may be more dillicult to titrate a patient to adequate analgesia uSi,ng an extended-release morphine, it is 
ordinarily advisable to begin treatment using an immediate-release morphine lormulation. 

!ndiyidualization of Dosage , ' 
The best use of opioid analgeSics in the management of chronic malignant and non-malignant pain is 

challenging, and is well described in materials published by the World Health Organization and the AgenCY for 
Health Care Policy and Research, KADlAN® is a third step drug whiCh is most useful when the patient requires a 
constant/evelOf ppioid analgesia as a 1100r" or "platform' fromwhich to manage breakthrough pain. 'When a 
patient haneached the point where comfort cannot i.le provided with a combination of non-o pi aid medicatiOnS 
(NSAlqs and acetam inophen) and intermittent use Of moderate or strong opioids, the patient's totaloplo,ld 
therapy s~ould be ,cO,nverted into a 24 hour oral morphine equivalent. 
, KADIAN® should be started by administering one-half of the estimated total daily oral morphine doseeyery 12 

hours (twice-a-day) or by ad ministering the total daily oral morphine dose every 24 hours (once~a-day) . The 
dose s~ould be titrated no more frequently than every~other- day to allow the patients to stabilize before 
escalatIOg the dose. If breakthrough pain occurs, the dose may be supplemented with a small dose (less than 
20% of the total daily dose) ofa shqrt-acting analgesie. Patients who are excessively sedated after a once-a-day 
dose or who regularly .experience inadequate analgesia before the neXt dose should be switched to twice-a-day 
dosing. ,' .,.. .. , , , ,' ; . ". . ." ..... , ', ' 

Patients who do not have a proven tolerance to opioids should be started only on the 10 mg .or 20 mg 
strength; and :usually should be [ncreased at a rate not greater than 20 mg every-ather-day." Most patients Will 
rapidly develop s6me. degree 01 tolerance, requiring dosage adjustment until they have achieved their IOdil/idual 
best balance between baseline analgesia and opioid side effects such 'as confusion, sedation and constipation. 
No guidance can be given as to the recommended maximal dose, especially in patients with chronic pain of 
malignancy. In such ca~es the total dose of KAD,IAN® should be advanced until the desired therapeutic endpoint 

CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER 

KADlAN!!> '(morphine sulfate eJdended-release) Capsules 

is reached or clinically significant opioid-related adverse reactions intervene. 
Alternative Methods 01 Administrati~n 
In a study of healthy volunteers, KADlAN® pellets sprinkled over apple sauce were found to be bioequivalent to 

KADlAN® capsules swallowed whole with apple sauce under lasting conditions. Other foods have not been 
tested. Patients who have difficulty swallowing whole capsules ortablets may benefit from this alternative 
method 01 administration. . 

1) Sprinkle the pellets onto a small amount 01 apple sauce. Apple sauce should be room temperature or 
cooler. 

2) The patient must be cautioned not to chew the pellets which could result in the 'immediate release 01 a 
potentially dangerous, even fatal dose 01 morphine. 

3) Use immediately. 
4) Rinse mouth to ensure all pellets have been SWallowed. 
5) Patients should consume entire portion and should not divide apple sauce into separate doses. 
The entire'capsule contents may alternatively be administered through a 16 French gastrostomy tUbe. 

~l ~1~~~~I~et~:s~~5~~4~~~I~t1ii~\:~~~n~~lt~~hat it is wet. 
3) Use a swirling motion to. pour the peilets ~np Viater into the gastrostomy tube through a f~nnel. 

~~ ~~npSeeaihrrn~r;teSn~:t~oa ;~I~~~rrl~~~ i~f t~:t~~ilak1~pour this into the funnel. 

THE ADMINISTRATION OF KADlAN® PELLETS THROUGH ANASOGASTRIC TUQE ,SHDULD NOT BE 
ATIE.MPTED. , 

Considerations in the Adjustment 01 DOSing RegImens ' . 
If signs of excessive opioid effects are observed. early in the dosing interval, the neJd dose should be reduced. 

If this adjustment leads'lo inadequate analgeSia, that is, if breakthrough pain occurs when KADlAN® is 
administered on an every·24 hours ~osing regimen, consideration should be given to dosing every 12 hours. II 
breakthroughpain occ~rs on a 12 hour dosing regimen a supplemental dose 01 a short-acting analgesic may be 
given, As experience is Qained, ad justments in both dose and dosing interval can be made to obtain an 
~J~~~t;h~t~n~~tbbe~j:~~c~~i~e;~~~~nhdo~rsi.Oid side effects To avoid accumulation the dosing interval of 

~essation 01 Therapy 
When the patient no longer reqUires therapy with KADlAN® capsules, doses should be t~pered gradually to 

prevent signs and sYmPtoms pI wlthdral'!al in the phYSIcally dependent patient. 
Conversion fro", KADlAN® to Other Exte~ded-Release Oral Morphine Formulations 
KADIAN® is not bioequivalent to other extended-release morphine preparations. Although fora given dose the 

same total amount of morphine is available from' KADlAN® as from morphine sol~tlon or extended-release 
morphine tablets, the slower release of morphine lrom KADIAN® results in reduced maximum and Increased 
minimum plasma morphine cpncentrations than with shorter acting morphine products. Conversion from 
I5ADIAN® to the same total daily dose of extended-release morphine preparations may lead to' either excessive 
sedation at peak or inadequate anaJgesla at trough and close observation and appropriate dosage adjustments are 
recommended. 

Conversion trom KADlAN® to Parenteral Opioids 
When conVerting a patient from KADlAN® to parenteral opioids, it is best to calculate an equivalent parenteral 

dose, and then initiate treatment at half 01 t~is calculated value. For example, to estimate the required 24 hour 
dose of parenteral morphine lor a patient taking KADlAN®, one would take the 24 hO,ur KADlANiW dose, divide by 
an oral' to parenteral conversion ratio 01 3, divide the estimated 24 hour parenteral dose into six 'divided doses 
(for a fo~r hour dosing interval), then halve this dose as an injtial!rial. 

For example, to estimate the required parenteral morphine dose lor a patienttaking 360 mg of KADlAN® a day, 
divide the 360 mg daily oral morphine dose by a conversion ratio of 1 mg of parenteral morphine for every 3 mg 
of oral morphine. The estimated 120 mg, daily parenteral requirement is then divided into six 20 mg do~es, and 
hall of this, or 10 mg, is then given every4hdu r~as an initial trial dose, 

This approach is likely to require ijdosage increase in the first 24 hours for many piltien!s, but is 
recommended because it is less likely to cause overdose than trying to establish an eq uivalent dose without 
titration, 

Salety and Handling 
KADIAN® Capsules contain morphine sulfate which is a controlled substance under Schedule II of the 

Controlled Substances Act. Morphine, like all apia ids, is liable to diversion and misuse and should be handled 
accordingly, Patientsand' their families should be instructed tollush any KADlAN® capsules that are no longer 
needed. '. • ', " ,.... .', ' ' , 

KAOIAN® may be targeted 'for theft and diversion' by criminals .. Healthcare prolessionals should contact their 
State Professional Licensing Board or State Controlled 'Substances Authority for inlormation.on how to prevent 
and ,detect abuse or diversion 01 this product. ' 

KADlAN® consists of closed hard gelatin capsules containing polymer coated morphine sulfate pellets that 
pose no known handling risk to health care workers. KADlAN® Capsules are liable to diversion and misuse both 
by the general public and health care workers, and should be handled accordingly. 
HOW SUPPLIED ' 
KADIAN® capsules contain white to off-white or tan colqred polymer coated eJdended-release pellets of morphine 
sulfate and are available in eight dose strengths: 
. 10mg size 4 capsule, light blue opaque cap printed with KADIAN and light blue opaque bOdY printectwith 10 
mg. Capsules are supplied in bottles ofl00 (NDC 46987"410-11), . ', ," ". '. ' ' 

20 mg size 4 capsule, yellow opaque cap printed with KADIAN and yellow opaque body printed witH 20 mg. 
.' Capsules are supplied in bottles ofl00 (N DC 46987-322-11). 

30 mg size 4 caps41e, blue violet oPaq4e cap printed with KADIANand blue violet opaque bOdY printed with 30 mg, 
Capsules are supplied in bottles of 100 (NDC 46987-325-11). ' ", ,',' , ,". 

50 mg size 2 capsule, blue opaque cap piinted with KADIAN and blue opaque body printed with 50 mg. 
Capsules are supplied in bottles of 100 (NDC 46987-323-11). 

60 mgsize 1 capsule, pink opaque oap printed with KADIANandpi'nk opaque body printed with 60 mg. 
Capsules are supplied in bottles of 100 (NPC 46987-326-11): , ; 

80 mg size 0 capsule, light orange opaque cap printed with KADiAN ijnd light orange opaque body printed with 
80'mg. Capsules are supplied in bottles 01100 (NDC 46987-412-11). ' 

100 rfJg size o capsule, green ppaquecap printed with KADIAN and greenopaque body printed with 100 mg. 
. Capsules are 'supplied in bottles 01100 (NDG 46987-324-11). . ' 

200 mgsize 0 capsule, light brown opaque cap .printed with' KADiAN and light brown opaque body printed with 
200 mg,Capsules are supplied in bottles of 100 (NDG 46987-377-11). 

Store at 25°C (77°F): excursions permitted' to 15°-300 G (W-86°Ff PfOtect from light and moisture. ' 
Dispense in a sealed tamper-evident, childproof, light-resistant container. ' 

CAUTIO~: DEAOrder Form Required:' ' 

KAPIAN® is a registered trademark of Actavis Elizabeth LLC 

Revised.,. February 2010 

Distributed by: 
Actavis Kadian LLC 
60 Golumbia Rd., Bldg. B 
Morristown, NJ 07960 USA 
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CARLA HEDRICK 
908"659-2527 
ACTA VIS ELIZABETH LLC 
200 ELMORA AVENUE 
ELIZABETH NJ 072021106 

SHIP TO: 
FDA, CDER, DDMAC 

4LBS 

5901-B AMMENDALE ROAD 

DWT: 18,13,3 

BELTSVILLE MD 20705-1266 

1 OF 1 
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UPS NEXT DAY AIR 
TRACKING #: 1Z 062 077 0192804035 1 

IIII 
BILLING: PIP 

Reference#l: NDA20616 
SIR 1m U1S 13.1,08, WXPIESD 12.0A 01/2011 
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UPS: Tracking Information
Proof of Delivery Close Window
QS Dear Customer,
This notice serves as proof of delivery for the shipment listed below.
Tracking Number:
1206207701 92804035
Service: UPS Next Day Air®
Weight: 4.00 Ibs
Shipped/Billed On: 02/23/2011
Delivered On: 02/24/2011 9:17 A.M.
Delivered To: BELTSVILLE, MD, US
Signed By: MATTHEWS
Left At: Receiver
Thank you for giving us this opportunity to serve you.
Sincerely,
UPS
Tracking results provided by UPS: 02/24/2011 10:36 A.M. ET
Print This Page Close Window
Page 1 of 1
http://wwwapps.ups.com/WebTracking/processPOD?lineData=Laurel%5EKB%5EUnited... 2/24/2011
CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER
P-CA-001716.016
ALLERGAN_MDL_02105794
*
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UPS: Tracking Information 

Proof of Delivery 
Close Window 

Dear Customer, 

This notice serves as proof of delivery for the shipment listed below. 

Tracking Number: 

Service: 
Weight: 
Shipped/Billed On: 
Delivered On: 
Delivered To: 
Signed By: 

Left At: 

1Z0620770192804035 
UPS Next Day Air® 
4.001bs 
02/23/2011 
02/24/20119:17 A.M. 
BELTSVILLE, MD, US 
MATTHEWS 

Receiver 

Thank you for giving us this opportunity to serve you. 

Sincerely, 

UPS 

Tracking results provided by UPS: 02/24/2011 10:36 A.M. ET 

Print This Page Close Window 

Page 1 of 1 

http://wwwapps.ups.com/WebTracking/processPOD?lineData=Laurel%5EKB%5EUnited... 2/2412011 
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