Form Approved: OMB No. 0810-0001, Expiration Date: May 31, 2011; see OMB Statement on Page 3.

TRANSMITTAL OF ADVERTISEMENTS
AND PROMOTIONAL LABELING FOR

1. DATE SUBMITTED

09/02/2010

3. NDA/ANDA/AADA OR BLA/PLA/IPMA
Number:  20-616
Single product @ Multipte products [}
For - multiple products, submit completed form and

DRUGS AND BIOLOGICS
FOR HUMAN USE

2. LABEL REVIEW NO. (Biologics}

specimen of advertising/promotional materials to one
application of choice, and attach separate sheet
addressing items 3-5 for remainder of products. Refer io
No. 3 on instruction sheet.

NOTE: Form 2253 is required by law. Reports are required for approved NDAs and ANDAs (21 CFR 314.81)

4. PROPRIETARY NAME

KADIAN

Prod. Code No.

5. ESTABLISHED NAME
Morphine Sulfate Extended-Release Capsules

N/A

6. PACKAGE INSERT DATE and 1D NO.
(Latest final printed labeling)

7. MANUFACTURER NAME:

envelope and package insert

- , " License No.
Rev. February 2010 Part# 40-9101 (Blologios)
FDNCBER USE ONLY
§ REVIEWED BY ] DATE 1 RETURNED BY ; DATE
8. ADVERTISEMENT / PROMOTIONAL LABELING MATERIALS
Please check only ona: E Professional E Consumer
Material Type Dissermination/ Applicant's Material ID Code and/or description Previous review No. . | COMMENTS:
(use FDA codes) Publication Date if applicable / date
(PLA Submissions)
a. b. . d.
Dear Healthcare Professional letter with
PLT September 2, 2010 | —° N/A

| Add g ontinuation Page l

. TYPED NAME AND TITLE OF AESPONSIBLE OFFICIAL OR AGENT
Terri Nataline ~
Vice President, Regunlatory and Medical Affairs /

200 Elmora Avenue
Elizabeth, NJ 07207 USA

CCSF v Purdue Pharma, et al.
3:18-CV-7591

AL-SF-007938

11. APPLICANT'S RETURN ADDRESS \

a. PHONE NO. E’

i
(908) 659-2347

b. FAX NO.

(908) 659-2250

' (/
/

Admitted: 6/8/2022

13. FOR CBER PRODUCTS ONLY: (Check one)

7] Part UDraft [ ] Part iFinal
FORM FDA 2253 (5/05) PREVIOUS EDITION IS OBSOLETE. Page 10f 4 PSC Craphics (301) 443-1090  EF
CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER
AL-SF-00798.00001 ALLERGAN_MDL_02104775



creating vatue in pharmaceuticals

September 2, 2010

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

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:

Dear Healthcare Professional letter with envelope and package insert

If you have any questions relating to this submission, please do not hesitate to contact
the undersigned at (908) 659-2317.

Sincerely,

ACTAVIS ELIZA ETHLLC

o pl gt

Tetri Nataline
Vice Preside
Regulatory and Medical Affairs

TN/cg
Enclosures
i 200 Elmora Avenue | ¢ 908 527 9100 | .
! Elizabeth, NJ 07207 | /908 659 2250 | ‘“Lew.actavis.com
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@ctavis

creating value in pharmaceuticals

IMPORTANT:
Correction of Drug Information about
KADIAN® (morphine sulfate extended-release) Capsules, CII

August 18, 2010
Dear Healthcare Professional,

Between June 2009 and February 2010, Actavis sales representatives distributed KADIAN®
promotional materials that contained claims and presentations that were the subject of a Warning
Letter (dated February 18, 2010) issued by the U.S. Food and Drug Adm1mstrat10n (“FDA”). The
cover page of this material read: “Why settle for generic MS Contin® tablets....” Additionally,
from May 2009 until May 2010, Actavis telemarketing representatives contacted physicians and
promoted KADIAN® using similar claims and presentations.

In the Warning Letter, FDA raised the following concerns regarding the material: (1) it omitted
and minimized serious risks associated with KADIAN®; (2) it broadened KADIAN®’s indication
and failed to present limitations to its approved indication; and (3) it presented unsubstantiated
superiority claims. Upon receiving this letter, Actavis immediately ceased using or distributing
this material.

Actavis would like to take the opportunity to correct and clarify the statemenls and representatlons
made in its promotional material titled, “Why settle for generic MS Contin® tablets...” and by its
telemarketmg representatives. Please note that the issues discussed below apply to other
KADIAN® promotional materials distributed between June 2009 and February 2010, including:

(1) the KADIAN® Visual Aid; (2) 2 KADIAN® Conversion Guide; and (3) a material titled

“Behind the Scenes, the KADIAN® Capsules Story.” Actavis has also ceased using or distributing
these materials.

i. Broadening of Indication/Failure to State Full Indication

FDA objected to certain representations in the material, stating that these representations
suggested that KADIAN® is appropriate to treat broad types of chronic pain.

Please sec below the full indication statement for KADIAN®, including limitations on use, as
reflected in the Indications and Usage section of the full Prescribing Information:

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 (see
CLINICAL PHARMACOLOGY).

i 60 Columbia Rd., Bldg. B

Actavis Inc. ! Morristown, NJ 07960 ; t (973) 993-4501 : www. actavis.com
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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.)

II. Omission and Minimization of Risk Information

FDA stated that while the material disclosed certain risks (including information on the boxed
warning), the material failed to include other important and serious risk information.

Please see below the most important and serious risks associated with KADIAN®, and please refer
to the enclosed full Prescribing Information for additional discussion of these risks:

WARNING:

KADIAN® contains morphine sulfate, an opioid agomist and a Schedule II 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 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 opiocid
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 A POTENTIALLY FATAL
DOSE OF MORPHINE.

S
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Other important and serious risks associated with KADIAN® include:

CONFIDENTIAL

- SUBJECT TO PROTECTIVE ORDER

Contraindictions:

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 contraindicated 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 OPIOID-
TOLERANT PATIENTS ONLY. This capsule strength may cause fatal
respiratory 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 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 Opicids

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 (seec WARNINGS and
DRUG ABUSE AND DEPENDENCE sections in the full Prescribing
Information)

AL-SF-00798.00006
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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
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
alcohol, other opioids, 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 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 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 of 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.

CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER
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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, other tranquilizers, and
alcohol because respiratory depression, hypotension, and profound sedation or
coma may result.

Gastrointestinal Obstruction

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 opioid, 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 to the 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 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 function; 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 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.

CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER
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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 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 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

In general, opioids should not be abruptly discontinued (see DOSAGE AND
ADMINISTRATION: Cessation of Therapy in the full Prescribing Information).

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 needed to perform
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 (sce Drug
Interactions in the full Prescribing Information)

-
-

CONFIDENTIAL - SUBJECT TO PROTECTIVE CSRI:TER ‘
AL-SF-00798.00009 ALLERGAN_MDL_02104783



[11 Unsubstantiated Superiority Claims and Unsubstantiated Effectiveness Claims

FDA objected to several claims in the mgterial that reference MS Contin® (morphine sulfate
controlled-release) Tablets, CII, Avinza® (morphine sulfate extended-release), Capsules, CII, and
generic controlled-release morphine tablets. Specifically, the material:

o Stated “Why settle for generic MS Contin® tablets... When you can prescribe the benefits
of KADIAN® capsules.”

e Made claims regarding the superior pharmacokinetic properties of KADIAN® versus
generic controlled-release morphine tablets which implied that KADIAN® will lead to less
breakthrough pain and more consistent pain relief.

o Made claims regarding “better pain control and improved sleep scores” versus generic
controlled-release morphine tablets.

e Made claims about the superior dosing flexibility of KADIAN® versus MS Contin and
Avinza which implied that KADIAN® offers fewer barriers to prescribing compared to MS
Contin or Avinza.

FDA objected to each of the above claims as misleading, and objected to any representation in the
distributed material that KADIAN® is safer or more effective than these other products because
the references cited in support of these claims do not represent substantial evidence or substantial
clinical experience. FDA is not aware of any evidence demonstrating that KADIAN® treatment
results in less breakthrough pain, more consistent pain relief, or fewer barriers to prescribing than
any other approved extended-release morphine product.

e ofeofe ke sl 3k

Please see the enclosed full Prescribing Information for KADIAN®. If you have any questions,
please call 1-888-496-3082.

Sincerely,

AR

Doug Boothe
Chief Executive Officer
Actavis Inc.

KADIAN® is a registered trademark of Actavis Elizabeth LLC

N
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KADIAN® (marphine sulfate extended-release) Capsules

uring as M3G and MBG. A small amoust of the glucuronide metabolites is excreted in the bile and there is seme
minor enterohspatic cycling. Seven to 10% of administered morphine is excreted i the feces.

The mean adult piasma 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 morphire of about 15 hours.

Special Populations

Geriatric: The eldarly may have increased sensitivity to morphine and may achieve higher and more variable
serum levels than younger patients. In adulis, 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 mitk to plasma morphine AUC ratio is
about 2.5:1, The amount of morphine received by the infant depends on the maternal plasma concentration,
amount of milk ingested by the infant, and the extent of first pass metabolism.

Pediatric: Infants under 1 month of age have a prolonged ion half-iife and d d clearance relative
to older infants and pediatric patients. The clearance of morphine and its slimination half-life begin to approach
adult valugs 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 demenstrated 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 half-lfe. The M3G and
M6G to morphine plasma AUC ratios also decreased in these patients indicating a decraass in metabolic activity.

Renal Insufficiency: The pharmacokinetics of morphing are aitered in renal failure patients. AUC is increased
and clearance is decreased. The metsholites, M3G and M6G accumulate several fold in renal failure patients
compared with healthy subjects.

Drug-Drug Interactions: Ths 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 confinuous, around-the-clock opioid analgesic is needed for an extended
period of time (see CLINICAL PHARMACOLOGY).

KADIAN® Capsules are NOT intended for use as a pm analgesic.

KADIAN® is not indicated for pain in the immediate postoperative period (the first 12-24 hours foliowing
surgery), or if the pain is mitd or not expected to persist for an extended perioc 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 fo be moderate to severe and persist for an extended period of time. Physicians should
individualize treatment, maoving 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
respiraiary depression {in the absence of resuscitative equipment or in unmonitored seitings), and in patients
with acute or severe bronchial asthma or hypercarbia.

KADIAN® is contraindicated in any patient who has or is suspected of having paralytic ilaus.

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 1o rapid release and absorption of a potentially fatal
dese of morphine.

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

Care should he aken in the preseribing of this capsule strength. Patienis should be instructed against use
by individuals other than the patient for whom it was preseribed, as such inappropriate use may have sgvere
medical conseguences, including death.

Misuse, Abuse and Diversion of Opisids

KADIAN® contains morphine an opioid agonist and a Schedulz il controlled substance. Opicid agenists 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 & manner simiiar to other opioid agonists, legal or illicit. This should be
considered when prescribing or dispensing KADIAN® in situations where the physician or pharmacist is
cancerned 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 defivery of the opioid and pose a significani 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 managemert of pain.
Heatthcare professionals should contact their State Professional Licensing Board, or State Controlled Substances
Authority for information on how 1o prevent and detect abuse or diversion of this product.

interactions with Alcohol and Drugs of Abuse

KADIAN® mmiay be expected to have additive effects when used in conjunction with alcohol, other opioids, 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 from conditions accompanied by hypexia,
.hypercapnia, cr upper airway obstruction (when even moderate therapeutic doses may significantly decrease
puimonary ventilation}.

KADIAN® should be used with extreme caution in patients with chronic obstructive puimonary disease or cor
pulmonale, and in patients having a substantially decreased respiratory reserve (g.g. severe kyphoscoliosis},
hypoxia, hypercapnia, or pre-existing respiratory depression. In such patients, even usual therapeutic doses of
morphine may increase alrway 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 efiects of morphine with carbor dioxide retention and secondary elevation of
cerebrospinal fluid pressure may be markediy exaggerated in the presence of head injury, other infracranial
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
administared under such circumstances when considered essential and then with extreme care.

Hypotensive Eifect )

KADIAN® may cause severe hypotension. There is an added risk to individuals whose ability to maintain biood
pressure has already been compromised by a reduced blood voiume, or a concurent administration of drugs
such as phencthiazines 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 concerrently receiving
other central nsrvous 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

KADIAN® should not be given 1o patients with gastrointestinal obstruction, particularly paralytic ileus, as there

" s 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 besn reported.

PRECAUTIONS
General
KADIAN® is intended for uss in patients wha require continuous, around-the-clock opioid analgesia for an

extended period of time. As with any polent opicid, it is critical to adjust the dosing regimen for KADIAN® for

sach patient, taking into account the patient's prior analgesic freatment experience. Although it is clearly
impossible to enumerate every consideration that is important to the 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, aitered mentat state, and postural hypotension.

Selection of 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 associaied with its use in the following
populations should be considered: the elderly or debilitated and those with severe impairment of hepatic,
sulmenary, or renal function; hypothyroidism; adrenocortical insufficiency (e.g., Addison’s Disease); GNS
depression or coma; foxic psychosis; prostatic hypertrophy, or ursthral stricture; acute alcoholism; delirium
fremens; kyphoscoliosis, or inability to swallow.

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

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

Cordotomy

Patiants 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 controlied by parenteral
shori-acting opioids. In addition, the posi-precedure titration of anaigesics 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. Cpioids may cause increases in the serum amylase level.

Tolerance and Physical Dependence

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

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

in general, opicids should not be abruptly discontinued {ses DOSAGE AND ADMINISTRATION: Cessation of
Therapy).

Special Risk Groups

KADIAN® should be administered with caution, and in reduced dosages in eiderly or debilitated patients;
patients with severe renal or hepatic insufficiency; patients with Addison's disease; myxedema; hypothyroidism;
prostatic hyperirophy or urethral stricture.

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

Driving and Operating Machinery

KADIAN® may impair the mental and/or physical abilities needed to perform 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 aleohol (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® capsutes should be swallowed whole (not chewsd, crushed, or

dissolved). Alternately, KADIAN® 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.

. Patients should be advised that KADIAN® 100 mg and 260 mg Capsules are for use only in opioid-tolerant
patients. - Spacial care must be taken to avoid accidental ingestion or use by individuals (inciuding
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 KADIAN® should not be adjusted without censulting the

prescribing health care provider.

5. Patients should be advised 1o report episodes of breakthrough pain and adverse experiences occurring
during therapy. Individuaiization of dosage is essential tc 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 startsd on
KADIAN® or whose dose has been changed should refrain from dangerous activity until it is established
that they are not advarsely affected,

7. Patients should be advised that KADIAN® should not be taken with alcohol or other GNS depressants
(steeping 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®,

o
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9. Patients should be advised that if they have been recelving treatment with KADIAN® for mors than a few
waeks and cessation of therapy is indicated, it may be appropriate to taper the KADIAN® dose, rather than
abrupily discontinue it, due to the risk of precipitating withdrawal symptoms. Their prescribing healthcare
provider should provide a dose schedule to accomplish a gradual discentinuation 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 anyong other than the individual for whom it was prescribed.

11, Patients should be advised that severe constipation could occur as a result of taking KADIAN® 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 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 ceniral nervous system (CNS) depressarts inciuding sedatives, hypnotics, general
anesthetics, antiemestics, 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 increassd degree of respiratory depression.

Mixed Agonist/Antagonist Opicid Analgesics: Agonist/antagonist anzlgesics (i.e., pentazocing, nalbuphine, and
butorphanol) should be administered with caution to a patient who has received or is receiving a course of
therapy with a pure opicid agonist analgesic such as KADIAN®. In 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 (MAOIs): MAOIs have besn reporied to intensify the effecis of at least one
apiold drug causing anxiety, confusion and significant depression of raspiration 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 respiratcry 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.
Marphing may also lead to acute retention of urine by causing spasm of the sphincter of the bladder, particularly
In men with prostatism.

Carcinogenicity/Mutagenicity/impairment of Fertility

Long-term studies in.animals to svaluate the carcinogenic potential of morphine have not been conducted.
There arg no reports of carcinogenic effects in humans. in vitro studies have reported that morphine is non-
mutagenic in the Ames test with Sa/monella, and induces chromosomal aberrations in human leukneytes and
lethal mutation induction in Drosophila. Worphine was found to be mutagenic in vifro in human T-cells,
increasing the DNA fragmentation. /n vivo, morphine was mutagenic in the mouse micronucleus test and
induced chromosomal aberrations in spermatids and murine lymphocytes. Chronic opioid abusers (e.g., heroin
abusers; and their offspring dispiay 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 G)

Taratogenic effects of morphine have been reported in the animal literature. High parental doses during the
second trimester were tératogenic in neurological, soft and skeletal tissue. The abnormalities included
encephalopathy and axial skeletal fusions. These doses were ofien maternally toxic and were 0.3 to 3-fold the
maximum recommended human dose (MRHD) on a mg/m? basis. The relative contribution of morphing-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 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 iniraperitoneally throughout pregnancy with 9.04- to 0.3-fold the MBHD of morphine have
demonstrated delayed growth, motor and sexual maturation and decreased male fertility. Chronic morphine
exposura of fetal animals resulted in mild withdrawal, altered reflex and motor skill development, and altered
responsiveness to morphine that persisted into adulihood.

There are no well-controlled studies of chronic in utero exposure to morphine sulfate in human subjects.
However, uncontrolled retrospective studies of human neonates chronically exposed to other opioids 7 ufero,
demonstrated reduced brain volume which normalized over the first month ot life. Infants born 1o opicid-abusing
mothers are more often small for gestational age, have a decreased ventilalory response to G0z 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 to the fetus.

Labor and Delivery

KADIAN® is not recommended for use in women during and immediately prior to laber, where shorter acting
analgesics or other anaigesic techniques are more appropriate. Occasionally, opioid analgesics may prclong
labor through actions which temporarily reduce the strength, duraticn 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
shorien labor. Neonates whose mothers received opioid analgesics during labor should be observed closely for
signs of respiratory depression.. A specific opioid antagonist, such as naloxone or naimefene, should be available
for reversal of opioid-induced respiratory depressior: in the neonate.

Withdrawal

Chronic maternal use of oplates 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 newhorn. Approaches
to the treatment of this syndrome have inciuded suppartive care and, when indicated, drugs such as paregoric or
phenobarbital,

Nursing Mothers

Low levels of morphine sulfate have been detected in human milk. Withdrawal symptoms can occur in breast-
feading infants when maternal administration of morphine sulfate is stopped. Because of the potential for
adverse reactions in nursing infants from KADIAN®, a decision should be made 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 capsuls and the pellets sprinkled o apple sauce, have not been directly
investigated in pediairic patients below the age of 18 years. The range of doses available is nct suitable for the
treatment of very young pediatric patients or those who are not old enough o take capsules safely. The apple
sauce sprinkling method is not an appropriate alternative for these patients.

Geriatric Use

Clinical studies of KADIAN® did not include sufiicient numbers of subjects aged 65 and over to determine
whether they respond differently from younger subjects. Other reported elinical experience has not identified
differences in responses between the elderly and youngar 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
decreased hepatic, renal, or cardiac function, and of concomitant disease or other drug therapy.

ABVERSE REACTIONS

Serious adverse reactions that may be associated witht 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 avents seen on initiation of therapy with KADIAN® are also typical opiocid side effects.
These events are dose dependent, and their frequency depends on the clinical setting, the patient's leval of oploid
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tolerance, and host factors specific o the individual. They should bs 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, slow 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 froublesome throughout therapy.

M of E Drowsi

Most patisnts receiving KADIAN® will experience initial drowsiness. This usually disappears within 3-5 days
and is not a cause of concern Linless 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 syncepe and falls in non-tolerani patients staried on opioids.

Excassive or persistent sedation should be investigated. Factors to be considzred should include: concurrent
sedative medications, the presence of hepatic or renal insufficiency, hypoxia or hypercapnia due to exacerbated
respiratory failure, Intolerance to the dose used (especially in vider patients), disease sevsiity and the patient's
general condition.

The dosage should be adjusted according to individual needs, but additional care should be used in the
selaction of initial doses for the elderly patient, the cachectic or gravely ill patient, or In patients not already
familiar with opioid analgesic medications fo prevent excessive sedation at the onset of treatmant.

Management of Nausea and Vomiting

Nauisea 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 shouid be considered, with the awareness that sedation
may result (see Drug Interactions). The freguency of nausea and vomiting usually decreases within a week or so
but may persist dus 1o opioid-induced gastric stasis. Metociopramide is often useful in such patients.

Management of Constipation

Virtually ail patients suffer from constipation while taking opioids, such as KADIAN®, cn a chronic basis.
Some patients, particularly elderly, debilitated or bedridden patients may become impacted. Tolerance does not
usually develop for the constipating effects of opicids. Patients must be cautiened accordingly and laxatives,
softeners and other appropriate treatments should be used prophylactically from the beginning of opicid therapy.

Adverse Events Probably Related o KADIAN® Administration

in clinical studies in patients with chronic cancer pain the most common adverse events reparted 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 KADIAN® or seen in less than 3% of patients in the clinical
studies were:

Body 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

GCentral Nervous System: Confusion, dry mouth, anxiety, abnormal thinking, abnormal dreams, lethargy,
depression, tremor, l0ss of concentration, insomnia, amnesia, paresthesia, agitation, vertigo, foot drop, ataxia,
hypesthesia, slurred speech, hallucinations, vasodilation, euphoria, apathy, seizures, myoclonus

Endogrine: Hyponatremia due to inappropriate ADH secretion, gynecomastia

Gastrolntestinal: Vomiting, anorexia, dysphagia, dyspepsia, diarrhea, abdominal pain, stomach atony disorder,
gastro-esophageal refiux, delayad gastric emptying, biliary colic

Hemic & Lymphatic: Anemia, leukopenia, thrombocytopenia

Metabotic & Nutritiorial: Peripheral edema, hyponatremia, edema

Musculoskeletal: Back pain, bone pain, arthralgia

Respiratory: Hicoup, rhinitis, atelectasis, asthma, hypoxia, dyspnea, respiratory insufficiency, voice alteration,
depressed cough reflex, non-cardiogenic pulmaonary edema

Skin and Appendages: Rash, decubitus ulcer, prusitus, skin flush

Special Senses: Amblyopia, conjunctivitis, rmiosis, biurred vision, nystagmus, diplopia

Urogenital:  Urinary abnormality, amenorrhed, urinary retention, urinary hesitancy, reduced libido, reduced
potency, prolonged lahor

Post-marketing Adverse Events Probably Related 1o 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 {e.g., back pain,
osteoarthritis, neuropathic pain). No control arm was included in this study. The most commaon adverse events
reportad 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.

DRUG ABUSE AND DEPENDENCE

KADIAN® is a mu-agonist opioid with an abuse liability similar to other opioid agonists and is a Schedule Il
controlied substance. KADIAN® and other opioids used in analgesia can be abused and are subject to
criminal diversion.

KADIAN® is an opioid with no approved use in the management of addiction disorders. Its proper usage ir
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 or risk of harm. Drug addiction is a freatable disease, utilizing a multi-disciplinary approach, but relapse is
commen.

“Drug-seeking” behavior is very common in addicts and drug abusers. - Drug-seeking tactics include
smergency 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 medica
records or contact information for other treating physician(s). “Doctor shopping” io obtain additionai
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, ahuse of opioids can ocour in the absence of true addiction and is characterized by
misuse for non-medical purposas, oftsn in combination with other psychoactive substances. KADIAN®, like other
opioids, has been diverted for non-medicai use. Careful record-kesping of prescribing infermation, including
guantity, frequency, and renewal requests is strongly advised.

Proper assessment of the patient, proper prescribing practices, periodic re-gvaluation 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 peliets poses
a hazard of overdose and death. This risk is increased with concurrent abuse of alcohol and other
subsiances. Due to the presence of talc as one of the excipients in capsules, parenteral abuse can be
expected io resuli in local tissue necrosis, infection, pulmanary granulomas, and increased risk of
endocarditis and valvular heart injury. Parenteral drug abuse is commenly associated with transmission of
infectious diseases such as hepatitis and HIV.

VERDOSAGE

Symptoms

Acute overdosage with morphine is manifested by respiratory depression, somnolence progressing to stupor
or coma, skeletal muscle flaceidity, cold and clammy skin, constricted pupils, and, sometimes, pulmonary
edema, bradycardia, hypotension and death. Marked mydriasis rather than miosis may be seen due to severe
fiypoxia in overdosg 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 emptied to remove unabsorbed drug when an-extended-
release formulation such as KADIAN® has been taken. Care should be taken to secure the airway before
atiempting 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 reguire
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cardiac massage or defibrillation.

The pure opioid antagonists, naioxone or nalmefene, are specific antidotes to respiratory depression which
results from opioid cverdose. Since the duration of reversal would be expected to be less than the duration of
action of KADIAN®, the patient must be carsfully monitored until spontaneocus respiration is refiably 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 overdese 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 circufatory
depression secondary to morphine overdose. Such agents should be administered cautiously to persons who
are known, or suspected to be physically dependent on KADIAN®, In 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 pracipitate an acute withdrawal. The severity of the withdrawal produced will depend on the
degree of physical dependence and the dose of the antagonist administered. Use of an opicid antagonist should
be reservad for cases whers 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 smalier than usual doses of the antagonist.

DGSAGE AND ADMINISTRATION
KADIAN® may be administered once or twice daily. ) .

KADIAN® capsules should be i 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 falal dose of morphine.

Alternatively, KADIAN® capsules may be administered as 2 sprinkle on apple sauce or through a 16 French
gastrosiomy tube (sez Alternative Methods of Administration section).

The 100 mg and 200 mg capsules are for use only in opioid-tolerant patienis.

KADIAN® is not indicated for p pti i inistration pre-operatively of
post-operative pain), or for pain in the immediate post-operative peripd (the first 12 to 24 hours following
surgl;arv) for patients not previously taking the drug, because its safely in these seitings have not been
established.

KADIAN® is only indicated for post-operative use if the patient is already receiving the drug prior to
swrgery or if the postoperative pain is expscied to be mederate to severe and persist for an exiended period
of time.

Patients who are already receiving KADIAN® Capsules 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 physiofogy 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 Socieiy and the Federation of State Medical Boards Model
Guidelines. Health care professionals should foifow appropriate pain management principles of careful
assessment and ongoing monitoring.

it is critical to adjust the dosing regimen for each patient individuafly, taking into account the patient's prior
analgesic treatment experience. In the selection of the initial dose of KADIANS, 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 usad to calculate the squivalent dose of morphine neaded

{Note: poiency 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:

5) the type and severity of the patient's pain.

Care should be taken fo use low initial doses of KADIAN® in patienis whe are not alrsady opioid-tolerant,
especially those who are receiving concurrent treatment with muscle relaxants, sedatives, or other GNS
active medications (ses PRECAUTIONS).

During periods of changing analgesic requirements including initial titration, frequent communication is
recommended between physician, other members of the healthcare tearn, the patient, and the carsgiver/family.

The following dosing recommendations, therefore, can only be considered suggested approaches to what is
actually 2 series of clinical decisions over time in the management of the pain of an individual patient.

Conversian from Other Oral Morphine Formulations io 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 Marphine or Other Parenieral 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, therg is substantial
interpatient varlation in the relative potency of differsnt opioid drugs and formulations. For these reasons, it is
better to underestimate the patient's 24-hour oral morphing requirement and provide rescue medicaticn, than to
overestimate and manage an adverse event. The foliowing general points shouid 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 my 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 Opicids to Oral Morphine Sulfate: There is lack of systematic evidence hearing on
these types of analgesic substitutions. Therefore, specific recommendations are not possible. Physicians
are advised tc 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 morphire demand as the initial dose,
and to manage inadequate anaigesia 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 he more difficult to titrate a patient to adequate analgesia using an extended-release morphine, it Is
orginarily advisable o begin treatment using an immediate-release morphine formulation.

Individualization of Dosage

The best usa of opioid analgesics in the management of chronic malignant and ron-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 requites a
constant level of opicid 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 non-opicid medications
(NSAIDs and acetaminophen) 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 ba titrated no more frequently than every-other-day 1o 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 shori-acting analgesic. 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 starred orly on the 10 mg or 20 mg
strength, and usually should be increased at & rate not greater than 20 mg every-other-day. Most patients will
rapidly develop some degres of tolerance, requiring dosage adjustment until they have achieved their individual
best balance between bassline analgesia and opioid side effects such as confusion, sedation and constipation.
No guidance can he given as to the recommanded 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 opicid-related adverse reactions intervene.

Alternative Metheds of Administration

In a study of healthy votunteers, KADIAN® pellsts sprinkled over apple sauce were found to be bivequivalent to
KADIAN® capsules swalfowed 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.

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.

Use immediately.

4) Rinse mouth to ensure alf pellels have been swallowed.

5) Patients should consume entire portion and should not divide apple sauce into separate doses.

The entire capsule conients raay alfernatively be administered through a 16 French gastrostomy tubs.

1) Flush the gastrostorry tube with water to ensure that it is wet.

2) Sprinkle the KADIAN® Pellets into 10 ml. of water.

3} 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 untit no pellets remain in the beaker.

THE ADMINISTRATION OF KADIAN® PELLETS THROUGH A NASOGASTRIC TUBE SHOULD NOT BE
ATTEMPTED.

- iderations in the Adj of Dosing F

If signs of excessive opioid effects are observed early in the dosing interval, the next dose should be reduced.
if this adjustment leads to inadequate analgesia, that Is, if breakthrough pain cccurs when KADIAN® is
administered on an every 24 hours dosing regimen, consideration should be given to dosing every 12 hours. If
breakthrough pain oceurs on a 12 hour dosing regimen a supplemental dose of a short-aciing 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. Te 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 fo
prevent signs and symptoms of withdrawal in the physically dependent patient.

Conversion from KADIAN® to Other E ted-Rel Oral Morphine For i

KADHAN® is not hioequivalent to other extended-release morphine preparations. Although for a 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® resulis in reduced maximum and increased
minimum plasma morphine concenirations than with shorier 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 inadeguate anaigesia at trough and cinse observation and appropriate dosage adjustments are
recommended.

Conversion from KADIAN® 1o Parenteral Opioids

When converting a patient from KADIAN® to parenteral opicids, it is best to calculate an equivalent parenteral
dosse, and then initiate treatment at half of this calculated valus. For example, to estimate the required 24 hour
dose of parenteral morphine for a patient taking KADIAN®, one would take the 24 hour KADIAN® dose, divide by
an oral to parenteral conversion ratic 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 inifial trial.

For example, to estimate the required parenteral morphine 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. The estimated 120 my daily parenteral requirement Is then divided Into six 20 mg doses, and
haif of this, or 10 mg, is then given 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
recommanded because it is less likely to cause overdose than trying to sstablish an equivalent dose without
titration.

Safety and Handling

KADIAN® Capsules contain morphine sulfate which is a contrelled substance under Schedule Il of the
Controlled Substances Act. Morphine. like alf opioids, is liable to diversion and misuse and should be handled
acc%r(éingly. 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 Gontrolied Substances Authority for information on how to prevent
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 centain white to off-white or tan colored polymer coated extended-release pallsts of morphine
sulfate and are available in eight dose strengths:

10 mg size 4 capsule, light biue opague cap printed with KADIAN and fight blue opaque body printed with 10
mg. Capsules are supplied in bottles of 100 (NDC 46987-410-11).

20 myg size 4 capsule, yellow opague cap printed with KADIAN and yellow opaque body printed with 20 mg.
Capsutes are supplied in botiles of 100 (NDC 46987-322-11).

30 mg size 4 capsule, blue violet opaque cap prinied with KADIAN and blue violet opague bedy printed with 30 mg.
Gapsules are supplied in bottles of 100 (NDC 46967-325-11).

50 mg size 2 capsule, blue opaque cap printed with KADIAN and blue opaque body printed: with 50 mg.
Capsules are supplied in bottles of 106 (NDC 46387-323-11).

680 mg size 1 capsule, pink opaque cap printed with KADIAN and pink opaque body printed with 60 mg.
Gapsules are supplied in bottles of 10 (NDC 46987-326-11).

80 my size 0 capsule, light orange cpague cap printed with KADIAN and light orange opaque body printed with
80 mg. Capsules are supplied in bottles of 100 (NDC 46987-412-11},

100 mg size § capsule, green opague cap printed with KADIAN and green opaque body printed with 100 mg.
Capsuigs are supplied in bottles of 10C (NDC 46987-324-11).

200 my size 0 capsule, light brown opague cap printed with KADIAN and light brown epaque body printed with
200 mg. Capsules are supplied in botiles 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 in a sealed tamper-evident, childproof, light-resistant container.

CAUTION: DEA Order Form Required.
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urine as M3G and MBG. A small amount of the glucuronide mstabolites 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 sffective terminal half-life of morphine
after IV administration is reported to be approximately 2.0 hours. Longer plasma sampling in some studies
suggests a fonger terminal half-fife of morphine of about 15 hours.

Special Populations

Gerlatric: 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 matemal plasma concentration,
amount of milk ingested by the infant, and the extent of first pass metabolism.

Pediatric: Infants under 1 month of age have z proionged 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 - Pediairic
Use).

Gender: No meaningiul 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
mbL/min).

Hepatic Failure: The pharmacokinelics of morphine were found to be significantly altered in individuals with
aleoholic 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 ars 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).

IMDICATIONS AND USAGE .

KADIAN® Capsules are an extended-release oral formulation of morphine sulfate indicated for the management
of moderaie to severe pain when a continuous, around-the-clock opioic analgesic is needed for an extended
period of time (see CLINIGAL PHARMACOLOGY).

KADIAN® Capsules are NOT intended for use as a prn anaigesic.

KADIAN® is not indicated for pain in fhe immediate posioperative period (the first 12-24 hours foflowing
surgery), o if the pain is mild or not expecied to persist for an extendsd 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
indi(;/idualize treatment, moving from parenteral to oral analgesics as appropriate. {See American Pain Society
guidelings.)

CONTRAINDICATIONS

KADIAN® is contraindicated in patients with a known hypersensitivity to morphine, merphins salis or any of the
capsule components, or in any situation whers opioids are contraindicated. This includes in patierts with
respiratory deprassion (in the absence of resuscitative equipment or in unmonitored settings), and in patients
with acute or severe bronchial asthma or hypercarbia.

KADIAN® is contraindicated in any patient who has or is suspected of having paralytic ileus.

WARNINGS

KADIAN® Capsules are to be i whole and are not fo be chewed, crushed, or dissolved. Taking
chewed, crushed, or dissolved KADIAN® Capsules leads 1o rapid release and absorption of a potentially fatal
dose of morphine.

KADIAN® 100 mg and 200 mg Capsules ARE FOR USE IN OPIOID-TOLERANT PATIENTS ONLY. This
capsule strength may cause fatal respivatory 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 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 1f conirolled substance. Cpioid agonists have
the potential for being abused and are scught by drug abusers and people with addiction disorders and are
subject to criminal diversion.

Marphina 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 dissclved product will result in the
uncontrotled 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 ahout abuse, addiction, and diversion should not prevent the proper management cf pain.
Healthcare professionals should contact their State Professional Licensing Board, or State Controlled Substances
Autherity for information on how to prevent and detect abuse or diversion of this product.

interactions with Aicchol and Drugs of Abuse

KADIAN® may be expected 1o have additive effects when used in conjunction with alcohol, other opioids, or
illicit drugs that cause central nervous system depression because respiraiory depression, hypotension, and
profound sedation or coma may resuft.

impaired Respiration

Respiratory depression is the chief hazard of all morphine preparations.. Respiratory depression occurs morg
frequently in elderly and debilitated patients, and those suffering from conditions accompanied by hypoxia,
hvpercapnia, or upper airway obstruction (when even moderate therapeutic doses may significantly decreass
puimonary ventilation).

KADIAN® should be used with extreme caution in patients with chronic obstructive pulmenary disease or cor
pulmenale, and in patients having a substantially decreased respiratory reserve (e.g. sevsre kyphoscoliosis),
hypoxia, hypercapnia, or pre-existing respiratory depression. In such patients, even usual therapeutic doses of
morphing 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 shoutd be employed only under careful
medical supervision at the lowest sffective dose.

Head Injury and Increased Intracranial Pressure

The respiratory depressant effecis of morphine with carbon dioxide retention and secondary elevation of
cerebrospinal fluid pressure may ba markedly exaggerated in the presence of head injury, other intracranial
lesions, or a pre-existing increase in intracranial pressure. KADIAN® produces effects which may obscurs
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 bleod volume, or a concurrent administration of drugs
such as phenothiazines or general anesthetics. (See also PRECAUTIONS - Drug Interactions.) KADIAN® may
produce orthastatic hypotension and syncope in ambulatery 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 redused dosage in patients who are concurrently receiving
other central nervous system depressants including sedatives or hypnotics, general anesthetics, phenothiazines,

40-9101

KADIAN®
Morphine Sulfate H
Extended-Release Capsules

I I I I Revised — February 2010

I

KADIAN® (morphine sulfate exlended-release) Capsules

other tranquilizers, and alcohol because respiratory depression, hypotension, and profound sedation or coma
may result.

Gasirointestinal Obstruction

KADIAN® should not be given to patients with gastrointestinal obstruction, particularly paralytic lleus, as thers
is a risk of the product remaining in the stomach for an extended period and the subsequent refease of a bolus of
morphine when normal gut motility is restored. As with other solid morphine formulations diarrhea may reduce
maorphine absorption.

Other

Although extremely rare, cases of anaphytaxis have been reported.

PRECAUTIONS
Giensral
KADIAN® is intended for use in patienis who require continuous, around-the-clock opioid analgesia for an

extended period of time. As with any potent opioid, it is critical to adjust the dosing regimen for KADIAN® for

sach 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 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 oploid analgesia outweigh
the known. risks of respiratory depressicn, altered mental state, and postural hypotension.

Selection of patients for treatment with KADIAN® should be governed by the same principles that apply to the
use of any potent -opicid 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; adrenccortical insufficiency (e.g., Addison's Diseass}), CNS
depression or coma; toxic psychosis; prostatic hypertrophy, or urethral stricture; acute alcoholism; delirium
tremens; kyphoscolinsis, or inability to swallow.

Tge adminisiration 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 opicids. In addition, the post-procedure titration of anaigesics 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. Opicids may cause increases in the serum amylase lavel.

Tolerance and Physical Dependence

Tolerance is the nead for increasing doses of opieids to maintain a defined effect such as analgesia (in the
abssnce of disease progression or other external factors). Physical dependence is manifested by withdrawal
symptoms after abrupt discentinuation of a drug or Upon administration of an antagonist. Physical dependence
and tolerance are not unusual during chronic opioid therapy.

The opioid atstinence or withdrawal syndrome is characterized by some or all of the following: restlessness,
lacrimation, rhinorrhea, yawning, perspiration, chiils, myalgla, and mydriasis. Other sympioms also may
devslop, incliding: irrtability, 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 debifitated patients;
patisnts with severs renal or hepatic insufficiency; patients with Addison's dissase; myxedema; hypothyroidism;
prostatic hypertrophy or urethral stricture.

Caution shouid aiso be exercised In the administration of KAMAN® 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 needed tc perform 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

I clinically advisable, patients receiving KADIAN®, or their caregivers should be given the following
informaticn by the physician, nurse, or pharmagist:

1. Patlents should be advised that KADIAN® contains morphina 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 ihe 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 chewsd or crushed due to a risk of fatal overdose.

. Patients should be advised that KADIAN® 100 mg and 200 mg Capsules are for use only in opioid-tolerant
patients. Special care must be laken 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, conseguences.

4. Patients should be advised that the dose of KADIAN® should not be adjusted without consulting the

prescribing health care provider.

Patients should be advised to report episodes of breakthrough pain and adverse experiences occurring

during therapy. Individualization of dosage Is essential to make optimal use of this medication.

. 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 acvised 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. Wormen of childhearing potential who become or are planning to become pregnant, should consult their
prescribing heaithcare provider prior to inftiating or continulng therapy with KADIAN®.
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UPS: Tracking Information Page 1 of 1

Proof of Delivery

L
“"Dear Customer,
This notice serves as proof of delivery for the shipment listed below.

Tracking Number: 120620770198133222

| Reference Number(s): 20-616

| Service: NEXT DAY AIR

| Shipped/Billed On: 09/02/2010

3 Delivered On: 09/03/2010 9:42 A.M.

\ Delivered To: 5901 AMMENDALE RD
BELTSVILLE, MD, US 20705
< Signed By: TRAN

‘ Location: DOCK

Thank you for giving us this opportunity to serve you.
Sincerely,
UPS

Tracking results provided by UPS: 09/03/2010 1:28 P.M. ET
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