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Morphine Sulfate ;
Extended-Release Capsules -—
10mg+20mge 30mg .« 50mge« 60mg 80mg+100mg-200mg

Generic Rx Co-Pay KADIAN® Co-Pay Assistance Program
2010 National Average Over 87 % of managed care patients can pay

for all Generic Rx Products

$6.06°

for their KADIAN® prescription after
using the co-pay assistance card.™

R only

| 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 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® 100 mg and 200 mg Capsules ARE FOR USE IN
OPIOID-TOLERANT PATIENTS ONLY. Ingestion of these

KADIAN® has formulary coverage for the majority of
patients in the top 25 US Health Plans.?

To learn more about formulary coverage in your
area or for Co-Pay Assistance Cards, contact your
KADIAN® representative.

i 2 *The Use of Medicines in the United States: Review of 2010."

(ac tavgs IMS Institute for Healthcare Informatics study, April 2011.
thinksmackmedine **Data on file at Actavis Elizabeth LLC., 1st Quarter 2011.
©2011 Actav[s Elizabsth LLC. All rights reserved. TAIS Directory of Health Pians: 2011, Fingertip Formulary,
KADI1134 Printed in USA 2011, and Data on file at Actavis Elizabeth LLC.
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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 aftached Full Prescribing Information, including Boxed WARNING.
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KADIAN® (morphine sulfate extended-release) Capstles

Excretion

Approxtmately 10% of morphine dose is excreted unchanged in-the urine. Most ot thedose is-excreted in the
urine a$-M3G and M6G. A small amount of the glucuronide metabolites 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 mUminute/kg. The-effective terminal half-life. of morphme

after IV administration is reported to be approximately 2.0 hours:-'Longer plasma sampling: in. some:studies

suggests a longer terminal. haff- l|fe of'morphine of about 15 hours.
*- Special Populations '~ 3

Geriatric: The elderly may have increased sensitivity to-morphine and may achieve higher and more- vanable
serum levels than younger patlents In adults, the duration of analgesiaincreases progressively with age, thdugh
the ‘degree of analgesia: remains ‘unchanged. KADIAN® pharmacokmetlcs have not been lnvestlgated in elderly
patlents (>B5.years) although such patients-were included in the clinical studies:

Nursing Mothers: Morphine is excreted-in the maternal milk; and-the milk'to piasma morphine AUC: ratto is
about 2.5:1. The amount of morphine received by the infanit depends on the maternal plasma concentratlon
amount of milk lngested by the‘infant, and the extent of first pass metabolism.

‘Pediatric: ‘nfants under1 month of age have a prolonged elimination half-life'and decreased clearance relatrve
to-older-infants and pedratrrc patients. Thé clearance of morphing'and itselimination half-life begin to approach
aduli values by the secand month of life. Pediatric patients old enough to take capsules should- fiave
ﬂharmacokmetlc parameters stmxlar to adults dosed on a per kllogram basis (sée PRECAUTIONS ‘Pediatrtc

se).” -

Gender: No meaningful différences between male and female patients were demonstrated i in the
pharmacokmetlc data from clinical studies. i

‘Race: Pharmaeokmetrc differences due to. race may extst Chinese subJects glven int) ous’ morphlne in
onLe/ stu;ly had 2 higher clearance when compared to, caucasian sublects (1852 + 116°mL/mil versus 1495 £ 80
mL/min s

Hepatic Failure: The pharmacokmetrcs of morphrne were tound to be srgnltlcantly altered ini
alcohoiic. cirrhosis: The clearance was found to decrease with a corresponding increase in half-lite he M3G and
M6G to morphme plasma AUC ratios also decreased in these patients indicating a decrease in metabolic activity, .

Renal Insufficiency; The pharmacokinetics, of. marphine-are altered-in renal failure. patrents .AUC is rncreased
and, clearance: is decreased. The metabolites,.M3G and M6G accumulate several fold in renal tallure patlents
compared with healthy subjects. &

.Drug-Drug:Interactions:. . The kiown drug lnteractlons mvolvmg morphme are pharmacodynamrc not
pharmacoklnetlc (see PRECAUTIONS!- Drug lnteraetlons) 2R

INDICATIONS AND USAGE -
KADIAN® Capsules are an extended- release oral tormulatton of morphlne sulfate mdtcated lor the management
of roderate fo:severe pain when a’continuous,:around- the clock oplord analgesrc is needed for-an: extended
period of time (see CLINICAL PHARMACOLOGY). iR =
*- KADIAN® Capsules-are NOT:intended for.use:as a prn analgeste i
KADIAN® is not indicated for pain in the immediate postoperative perlod (the flrst 12 24 hours tollovvlng
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. o surgery or if the postoperative
pain is expected fo be moderate- to, severe.and. persist for.an, extended penod of time. Physicians should
individualize treatment, movmg from parenteral 1o oral analgestcs as appropnate (See Amencan Paln Socrety
guidelines.) . : : ; ; :
CDNTBAINDICATIONS ; y
KADIAN® is contraindicated in patlents with a known hypersensrtlvdy to morphme morphrne salts or. any of the
capsule components, or in any situation where opioids are contraindicated. - This inctudes in patlents with
respiratory depression (in the absence of resuscitative equlpment or in' unmonltored settmgs) and rn patlents
with acute or severe bronchial asthma or hypercarbia.
KADIAN® is contraindicated in any patient who has or lS suspected ot havmg paralytlc lleus
WARNINGS
KADIAN® Capsules are to be d whole and are not'to he hed, ‘ot di Taking

~ KADIAN® ,
Morphine Sulfate H ;

Extended-Release Capsules

" Revised — Tebruary 20710
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KADIAN® (morphme sulfate extended releasel Capsules

lntoractmns with other CNS Depressants : : ’ St N ’

KADIAN®:should be: used: with great caution and in‘redtced dosage in patients who-are concurrently -receiving

other central nervous system depressants inciuding sedatives-or hypnotics; general anesthétics, phenothiazines,

othertranquilizers, and alcohol because resplratory depresslon hypotenston and profound sedatlon or.coma
may result.”

Gastrointestinal ﬂbstruchu

KADIAN®:shaild not be glven to patlents with gastromtestlnal obstructlon partrcularly paralytlc lleus 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 motlllty |s restored As wlth other: solld morphrne tormulatlons dlarrhea may reduce
morphine absorption. i ; 7 i

Other

Although éxtremely rare; cases of anaphylaxrs have been reported

PRECAUTIONS H
General . - tie -
KADlAN® is mtended for use in' patlents who require con‘nnuous ardund the-clock eplold analgesra for an
«tanded period of time. As with any potent opioid, it is critical to adjust the dosmg regimen for KADIAN® fof
each patient, taking into account the patient's pnor analgesic:treatment; expgrience. s Although:it: is. clearly
impossible to enumerate very.consideration: that is important 1o the. selection-ofrthezinitial dose ofi KADIAN
attention should be given-to'the points.under. DOSAGE AND:ADMINISTRATION

Opioid-analgesics: have a-narrow therapeutie index:in certain patient.populations, espectally when cemblned
with.CNS: depressant drugs; and:should. be:reserved for-cases where the-benefits of opioid analgesra outwetgh
the known risks of respiratory depressicn, altered mental state, and postural hypatension.

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 shouild: be:considered: the elderly or debilitated and-those:with severerimpairment: of: hepatic;
pulmonary, or renal function; hypothyroidism; adrenacortical insufficiency (e.g., Addison's: Disease); CNS
depression or coma; toxic psychos|s prostatic hypertrophy, or urethral stncture acute alcohohsm dslirium
tremens; kyphoscoliosis, or inability to swallow.

The admlnlstratlon ot KADIAN® may-obscure the diagnosis-or: cllnlcal course in patlents wdh acute abdommal
conditions. i - : 5

KADlAN® rnay aggravate pre- exrstlng convulsrons in patlents wtth convul ve dlsorders

:Cordotomy - e f

- Patients taking KADIAN® who are scheduled for cordotomy or other mterruptlon ot paln transmlssron
pathways:should have KADIAN® ceased: 24 hours.prior-to the:procedure dnd:the. pain:controlled: by.parenteral

chewed, crushed, or dlssolved KADIAN® Capsules leads to rapid release and ahsorphon of a potenhally latal
dose.of murphme

KADIAN® 100 mg and 200 my Capsules ARE FOR USE IN OPIOID TOLERANT PATIENTS QNLY Thls
capsule strength may cause fatal respiratury depressmp when mgested or admmlstered 1o patients. who are
not previously.exposed to epioids.

Care shouid be.taken:in the prescribing ot thls eapsule strengm Patlents shoutd_he mstructed agamstfuse
by mdrvrduals other than the patient to.‘r whom. it was prescribed, as sueh mappropnate use. may have severe

including deat s 0 TF5 o R i
- Misuse, Ahuse and Diversion of: Dmoms :

KADIAN® contains morphine an epioid agonist and a Schedule l[ controlled substance metd agomsts have
the potential for being abused and are sought by drug abusers and people. with addiction disorders and are
subject.to, criminal diversion. i oyt s -

Morphine., can be-abused in a. manner simildr 1. other Oplold agonists, legal ar il
considered when prescribing or dispensing KADIAN® in' situiations where the ‘physician
concerned.about an increased.risk of misuse, abuse, or diversion.

Abiise of KADIAN® by criishing, chevvlng snorting or injecting the. dissolved product wy result in the
uncontrofled 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 patn
Healthcare professionials 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 Alcuhol and Drugs of Abuse

KADIAN® may be expected to have additive effects when usecl in conlunctlon wrth alcohol ather oplmds or
llhcn drugs that cause central nervous system depressron because respiratory depressxon hypotenslon and
profound sedation. or: coma may result. - iy

Impaired Respiration J

Resplratory depression is the chlet hazard of all morphlne preparations. Resplratory depresslon occurs more
frequently -in elderly and. debilitated patients, and those suffering-from.conditions accompanied by :hypoxia;
hypercapnia, or_upper airway obstructlon «{when even moderate therapeutic doses may stgnmcantly decrease
pulmonary: ventitation). ..

KADIAN® should be used w1th extreme cautron in: patients. with chronic obstructrve pulmonary dlsease or cor
pulmonale, and in' pati having:-a decreased respiratory reserve-(e.g. severe kyphoscoliosis),
hypoxia, hypercapnla ‘or pre-existing:respiratory depresston 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-oprold analgesics-should: be:considered, and oplords should be employed only under careful
medical supervision at the lowest effective-dose: 3

= Head Injury and Increased Intracranial Pressure :

The:respiratory. depressant effeets of‘morphine with:carbon d|o><lde retentlon and secondaly elevatlon of
cerebrospinal fluid pressure may be markedly exaggerated in the presence of head ‘injury, othei: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.censidered essentlal and then with extreme, care..

Hypotensive Effect

KADIAN® may.cause-severe-hiypotension;':There is an added. risk to. mdrvrduals whose ablllty to. mamtaln 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
produge orthostatic. hypotension and syncope in ambulatory patients:

. KADIAN®, |ike all opioid-analgesics, should be administered with caution to patrents in crrculatory shock as
vasodllatlon produced by the:drug may, further.reduce cardiac output.and blood pressure. :

“This should be
pharmacist is

v
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short-acting opioids. In addition, the post-procedure titration of analgesrcs for. sugh patlents hould:be
individualized-to avoid either oversedation or withdrawal. syndromes T i

_Use inPancreatic/Biliary Tract Disease .1 . . = 3

KADIAN® ‘may cause spasm of the sphlncter of Oddt and should be‘used wrth cautlon in patrents Wi
tract disease; including dcute. pancreatitis. Opioids may cause lncr in:the serum amylase level &

-Tolerance and Physical Dependence & i &
“Tolerance i§thé need.for increasing doses' of opnords to marntam'a deflned eﬁect such as analgesm (in-the
absence of disease progression or other external factors):' Physical dependence is:manifested by withdrawal
symptoms after- abrupt-discontinuation of a drug-or tpon admlmstratron of an antagonlst Physrcal deperrdence
and toferance are not unustial-during chronic oplold therapy.

The opioid abstinence or withdrawal syndrome-is’ characterized! by some or-all ot the following: restlessness
lacrimation; rhinorrhea; yawning, perspiration;-chilis, myalgla and mydriasis. -Other Symptoms ‘also- may
develop; mcludrng irritability, anxiety; backache, joint pain, weakness; abdomiinal cramps msomnla nausea
anorexia, vomiting, diarrhea, or increased blood pressure, respiratory. rate; ‘or heart rate. *

In general, oplolds should not be abruptly dlscontlnued (see DOSAGE AND ADMlNISTRATION essatlon ol
Therapy). SR e :

:Special Risk Groups e ‘ g

KADIAN® should be: administered with’ cautlon and ln reduced dosages‘ln elderly ‘or’ debllrtated pahents
patlents with severe-fénal of hepdtic lnsuftlclencyl pa’uents wrth Addlson s dlsease' myxedema hypothyrotdlsm
prostatrc hypertrophiyor-urethral stricture:

* Caution “should also be exercised in-the admlnlstratlon ot KADlAl\l® to patlents vvlth CNS depresslon toxrc
psychosrs acute alcoholism and delirium tremens, -arid convulsive:disorders.

Driving and Dperatmg Machinery ¥ g

KADIAN® may impair-the merital and/or ‘physicdl abilities needed to perform potentlally hazardous activities
sueh as driving a car or operating machmery Patients must be-caitioned accordingly. ‘Patients'! should-also‘be
warned about the potential combined effécts of KADIAN® with other CNS depressants mcludmg other opioids;
phenathiazines; sedatlve/hypnohcs and alcohol (see Drug Interaehuns)ﬂ R

‘Information for Patients - : ?

If clinically advisable, patients recelvrng KADIAN® or therr careglvers should be given the followrng
information by the physician, nurse, or pharmacist:

1. Patients should be acvised that KADIAN® contains marphine and should be taken only as’ drrected

2 Patients should bé advised that KADIAN® capsules should be-swallowed whole (not chewed; crushed, or

i itdissolved). Alternately, KADIAN® capsules may be-opened-and the entire conients ‘sptinkled:on a small
amount of apple sauce immediately prior to:iligestion. KADIAN® capsules or the contents ot the capsules
must not be chewed or ¢rushed due to'd risk of fatal overdose, =+ o
3. Patients should be advised that KADIAN® 100 mg and 200 mg Capsules are tor use only in:opi olerant
i+ .patients. - Special care:must be:taken to avoid accidental ingestion.or use by individuals: (including
: chudren) other than the patient for whom d was orlglnally prescrlbed as such unsupervtsed use may have
& seVere, even fatal; consequences: o+ 1o
4, Patients should be advised that the. dose of KADIAN@’ should not
prescribing health care provider.
+ 5.+ Patients. should be advised to report eplsodes of breakthrough pain and adverse experlences occurnng
during therapy. Andividualization of dosage is essential. to make.optimal-use of this medication.. . i
6. Patients should -be-advised that KADlAN® may. impair-mentat: and/or. physical ability requrred for tho
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: untll it.is-established
that they are not adversely affected.
;7. Patients should be advised that KADIAN® should not be taken with alcohol or
(sleeplng medication, tranqu:hzers) except by the orders ol the! presonblng healtf

e ad;usted Wlthout consu txngthe

ler NS’ depressants
provrder because
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KADIAN® (morphine sulfate extended-release) Capsuiles

.- .dangerous additive effects may occur resulting in serious injury or death. 1

8. -Women of childbearing potential who bacome or'are planning.to become pregnant should consult their
prescribing healthcare provider prior to initiating or contlnumg therapy with KADIAN®,

9. Patients should be advised that if they have been receiving treatment with KADIAN® for more than 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 provtde a dose schedule 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.

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 shouid 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 (CNS) depressants inciuding sedatives, hypnotics, general
anesthetics, antiemetics, phenothiazines, other tranqurlrzers and alcohol.because of the risk of respiratary
depression, hypotension and profound sedation or coma. When such combined therapy is contemplated, the
initial dose of one. or hoth agents should be reduced by at ieast 50%. . .

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

“Mixed Agonist/Antagonist Opioid Analgesics: Agomst/antagonrst analgesrcs (r e pentazccrne nalbnphme and
butorphanol) should be administered with. caution to a patient who has recerved or is receiving a-course of
therapy with a pure opioid agonist analgesic such as KADIAN®. - In this situation, mixed agonist/antagonist
analgesics may. reduce the analgesic etfect of KADIAN® and/or may. precrprtate wrtltdrawal symptoms in‘these
patients.

Monoamine Oxidase lnhlbrtors (MAQIs): MADls have - been reported to tntensrfy ‘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 hemodralysts
patient was concurrently administered morphine and cimetidine.

Diuretics: Morphine can reduce the efficacy of diuretics by inducing the release of anttdturettc hormone
Morphine: may also lead to acute retention af urme by causing spasm of the sphmcter of the bladder; partlcularly
in'men with prostatism. : g

Garcmogemclty/Mutagentclty/lmpalrment of Ferhllty

Long-term studies in-animals’to evaluate‘the carcinogenic potentral of morplnne have not been conducted
There are no reports of carcinogenic effects in humans.- fn-vitro studies' have. reported: that morphine is non-
mutagenic in‘the Ames: test with: Sa/monella;. and induces chromosemal aberrations in human leukocytes and
lethal mutation induction in Drosophila.: Morphine was found to-be mutagenic #n vitro 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.display higher rates of chromosormial damage. However; the rates of chromosomal
abnormalities-were similar in nonexposed lndrvrduals and tn herom users enrolled in long term oprord
maintenance programs. ¢

‘Pregnancy - ;

Teratogenic Effects (Pregnancy Category C) H T A ]

Teratogenic effects of morphine have been -réported’inthe-animal llterature High parental doses dunng the
second trimester were teratogenic in neurologrcal soft and skeletal tissue. The abnormalities included
encephalopathy and axial skeletal fusions. These-doses were often matérnally toxic andwere 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'teratogenic; has not béen clearly defined. Treatment of
male rats with-approximately 3-fod the MRHD for: 10 days pnor to mattng decreased titter srze and vrabtltty

Nonteratogenic Effects

Morphine given subcutaneously, at non- maternally toxic-doses, to rats durrng the thrrd tnmester 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 with0.04- to0.3-fold 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 into-aduitheod: -, .

There-are no well-controlled studies of chronic in utero exposure to morphrne suffate in human sub;ects‘
However, uncontrolied retrospéctive studies of human neonates chronically-exposed to other opioids g utero,
demonstrated reduced 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.GOp:and jncreased
risk of sudden infant death syndrome. -KABIAN® should only be used durrng pregnancy lf the need for strong
opioid analgesia justifies the potentral rlsk to the fetus ; S

* Labor'and Delivery

KADIAN® js not recommended for.use in women during and rmmedrately pnor to labor where shorter acting
analgesics or other analgesic techniques are more appropriate. Occasionally, opioid analgesics may prolong
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 mathers received opioid analgesics during labor should-be-abserved closely for
signs of respiratory depression. - A specific opioid antagonlst such as: naloxone or nalmefene should be available
for reversal of opioid-induced respiratory depression in.the neonate.. . .; s R s

Neonatal Withdrawal Syndrome

Chronic: maternal use of opiates or opioids 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.fram the newborn. +Approaches
to the treatment of this syndrome have included supportive.care and, when tndtcated drugs such as paregoric or
phenobarbital.

Nursing Mothers

.- Low levels of morphine sulfate have been detected Jn human milk. Wrthdrawal symptoms can-occur. in breast-
feedtng infants when maternal administration of morphlne 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 lnto account the |mportance of the drug-to.the mother

" Pediatric Use

The safety of KADIAN®, both the entrre capsule and the pellets sprinkled:on apple sauce, have not been directly
investigated in pediatric patients befow: 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 :

Clinical studies of KADIAN® did not include sufficient numbers of: siibjects aged 65 and over to determlne
whether ttrey respond- differently from younger subjects. Other reparted’ clinical experience has not identified
differences in responses between the elderly and younger patients. In general, dose selection for anelderly
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 .

ADVERSE REACTIONS
Serious adverse reactions that may be associated with KADIAN® therapy in cinical use are those observed with
other ‘opioid analgesics and include: respiratory depression; respiratory arrest, apnéa, circilatory depression,
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cardiac arrest, hypotension, and/or shock (see GVERDOSAGE, WARNINGS).

- The less severe adverse events seen on initiation of therapy with KADIAN® are also-typical opioid stde eﬁects
These events-are-dose dependent; and their frequency depends on the clinical setting; the patient's level of opioid
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, slow titration, and the avoidance of farge rapid swings in piasma concentrations of the apioid: -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® wili expenence lnrtlal drowsmess Thrs usually dtsappears 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 sedation should be investigated. Factors to be considered shouid include: concurrent
sedative medications, the:presence of hepatic or renal insufficiency, hypoxia or hypercapnia due to exacerbated
respiratory failure, infolerance to the dose used (especially in older patients), disease, severity and the patient's
general: condltlon

The .dosage should be adjusted accordrng to tndrvrdual needs, but additional care ‘should he used in the
selection of initial doses for the elderly patient, the cachectic or gravely ill patiént, or in patients not already
familiar with opioid analgesic medications to prevent excessive sedatlon at the onset of treatment g

Managsmant of Nausea and Vomlhng

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 antlemetlc should be consldered ‘with the awareness that sedation
may result (see Drug Intéractions). The trequency of nausea and vommng usuially decreases within‘a week or so
but may persrst due to opioid- mduced gastric stasrs lvletoclopramrde is often useful in such patrents

Management of Gonstipation ) :

~ Virtually all patients suffer from constipation while takmg opioids, such as KADIAN®; ‘on a chronic ‘basis:
Some patients, particularly elderly, debilitated or bedridden”patients may become impacted. Tolerance does ot
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 begmntng of opioid therapy.

Adverse Events Prohably Related to KADIAN® Administration

Vin clinical studies in' patients with-chronic cancer pain the most:common adverse events reported by patiénts
at least once during therapy were drowsiness (9%), constipation (9%), hausea (7%), dizziness (6%);-and anxiety
(6%). Other less common srde effects expected from KADIAN® or seen in less than 3% ‘of patrents in the elinical
studies were: i i

-:Body:as:a Whole: Asthenra accldental m|ury, fever pam chest pam headache draphorests chllls tlu
syndrome, back pain, malaise, withdrawal syndrome

Cardiovascular: Tachycardla atrral hbnllatron hypotensron hypertensron pallor tacral flushlng palprtatrons
bradycardia; syncope

" Central Nervous System: Contusron dry mouth anxrety, abnormal thrnkmg, abnormal dreams lethargy,
depresston tremor, foss of concentratron insomnia, amnesia, paresthesra agltatlon vertigo; foot drop, afa><|a
hypesthesta slurred speach, hallucrnattons vasodilation;’ ‘euphoria, apathy, seizures, myoclcnus
" Endocrine: Hyponatremra dueto mapproprrate ADH secretion, gynecomastia gt -

Gastrointestinal: Vomiting, anorexia, dysphagia, dyspepsia, diarrhea, abdominal pain, stomach atcny drsorder
gastro-esophageal reflux, delayed gastric emptying, biliary colic

Hemic'& Lymphatic: 'Anemia, leukopenia; thromhocytopenia ;

Metabolic & Nutritional: Peripheral edema hyponatremia, edema v B

Musculoskeletal: Back pain, bone pain, arthralgia :

Respiratory: Hiccup, rhinitis; atelectasis, ‘asthma, hypoxra. dyspnea resplratory tnsufhcrency, voice alteratlon
depressed cough reflex, non-cardiogenic pulmonary edema

~. Skin and-Appendages: Rash,-decubitus ulcer,:pruritus, skin flush
: . Special Senses: Ambiyopia; canjunctivitis, miosis, blurred vision, nystagmus dlplopra

Urogenital: Urinary abnormality, amenorrhea unnary retentron urlnary hesltancy, reduced llbldO reduced
potency, prolonged labor .

“Post-marketing Adverse Events Probabily Flelated to’KADIAN® :

The safety of KADIAN® has been evaluated in a randomized, prospective, open- label 4 week treatment penod
post-rarketing study consisting of 1418 pattents ages-18-85 with chronic, non- mialignant-pain (e.g., back pain, .
osteoarthritis; neuropathic ‘pain). “No controt arm-was included in‘this stuidy. The:most’common adverse évents
reported at least once during therapy were constipation (12%), nausea (9%) arid ‘somnolence (3% Other less
common side effects occurring in less than 3% of patlents were vommng prurrtus drzzrness sedatron, dry
mouth, headache, fatigug-and vash”

DRUG ABUSE AND DEPENDENCE ' 3
KADIAN® is 2 mu-agonist opioid with an abuse llahlllty similar to other oplotd agonlsts ‘and isa Schedule 1}
controlled substance.  KADIAN® and other oplolds used in. analgesla can be abused’ and are sublect to
criminal diversion,

KADIAN® is an opioid with no approved use in the management of addlctlon dlsorders fts proper usdge in
lndt\/lduals with drug or alcohol dependence etther active ‘or in remrssron is" for the management of pain
requiring opioid analgesid.

Drug addiction is characterized by compulsive use, use ‘for non-medical purposes, ‘and contrnued use desplte
harm or.risk ot harm. Drug addrctron isa treatahle dlsease utrllzmg a multi- dlscrplmary approach but relapse is
common:

“Drug-seeking” behavior is very common in addicts and drug abtisers. Drug seeking tactrcs 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: priormedical
records or contact'information for other treating physician(s)." “Doctor” shopping” 1o- obtain addrtronal
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 actompanied:by-concurrent tolerance:and symptoms of physical dependence in
all addiets. In-addition, abuse of oplotds cait: occur inthe absence-of-true ‘addiction  and is characterized by
misuse'for non-medical purposes; oftenin combination: with otheripsychoactive 'substances. KADIAN®, like other
opioids, has been diverted for non-medical use. Careful record- keeprng of prescrlbtng lnformatton mcludmg
quantity; frequency, and renewal requests is strongly advised:

Proper assessment of the patiént, proper prescribing practices; periodic re- evaluatton of therapy, and ‘proper
dispensing and:storage-are approptiate measures that help to limit abus oprord drugs.

KADIAN® is intended for oral use only. :Abuse of chewed; crush or pellets poses
a hazard of overdose and death. This risk is increased with concurrent ahuse of algohal and ather
substances. Due to the presence of talc as one of the excipients:in capsules, parenteral abuse can be
expected to result in Tocal tissue necrosis, infection, pulmonary granulomas; .and. increased risk of
endocarditis and valvular heart injury. Parenteral drug ahuse Is commonly assocrated with: transmlssron of
infectious: thseases such as hepatlhs and HIV. G
OVERDOSAGE

Symptoms : ' :

Acute overdosage with morphme is manifested hy resprratory depresston somnolence progressing to stupor
or coma, skeletal muscle flaccidity, cold and clammy- skin, constricted pupils, and, sometimes, pulmanary
edema,” bradycardra hypotension-and death: Marked mydnasrs rather than mtosrs may be seen due to severe
hypoxia.in overdose srtuatrons

- Treatment : A £ 3 7

Primary attention should be given.to the re-éstablishment of a patent arrway and rnstltutton of asststed or
controlled ventifation. Gastric contents ‘may néed o be emptled to'reméve unabsorbeddug when an extended-
release formulation such as KADIAN® has besi ‘taken: Care’ should' be'taken 1o seture the airway before
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attempting treatment by gastric emptying or activated charcoal. : ]

Supportive measures (including Oxygen, vasopressors)-should be employed in-the management of clrculatory
shock and pulmonary edema accompanymg overdose as indicated. Cardiac arrest.or arrhythmras may. requrre
cardiac massage or-defibrillation.
- The pure opioid antagonists, naloxone or. nalmefene, are specn‘lo antldotes to resplratory deprassron whlch
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. KADlAN® 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
a?tta]gonrstjs rst subeptimal or not sustained, addltlonal antagomst should be given-as drrected by the manufacturer
of the produc

Opioid antagonists should not be admlnlstered in the absenoe of clinically significant resprratory or cifculatory
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 precipitate 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 opioid antagomst should
be reserved for cases where such treatment is clearly needed. |If it is necessary to treat serious respirafory
depression in the physically dependent patient, administration of the antagomst should be begun with carg and
by titration with smaller than usual doses of the antagonist:

DOSAGE AND ADMINISTRATION .
KADIAN® may be administered once ortwree darly

KADIAN® capsules should he swallowed whole. The pellets in KADIAN® eapsules 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 through a:16:French
gastrostomy fube (see Alternative Methods of Administration section). .

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

KADIAN® is not indicated for pre-empfive analgesia (admlmslrahon pre-operahvely for the management of
post operative pam), or for pain in the |mmed|ate posi-aperative period (the fitst 12 to.24 hours following
surglelry)hh;r patients not previously taklng the drug, beeause its safety in’ these semngs have not been
eslablishe

KADIAN® is only indicated for pust-operatw;e use |l the pahent is already receiving the drug prior to

b
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best balance between baseline analgesia and opioid side effects such as confusion, sedation and conshpanon
No guidance can be given as to the recommendgd- maximal dose, especially in patients with-chronic pain of
malignancy. In such cases the total dose of KADIAN® should be advanced until the desired therapeutrc endpaint
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 broequrvalent 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 aliernative
method of administration.
1) Sprl'rnkle 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 morphrne
3) Use immediately. :
- .4} -Rinse mouth to ensure all pellets have been swallowed.
5)"-Patients should consume entire-partion and should not divide apple.sauce into. separate doses
The entire capsule contents may alternatively:be administered through a 16 French gastroslomy tuba. G4 e
1) “Flush the qgastrostom gtube with waterto ensure that it is wet: ;
2)Sprinkle the KADIAN® Pellets into 10-miL of water. !
3) Use a switling motion to pour the pellets and water into the gastrostomy tube through a funnel g
4) Rinse the beaker with a further 10 mL of water and pour this into the funnel.
1B Repeat rinsing until no pellets femain in the beaker.

;?]EE’:DMINISTRATION oF KADIAN® PELLETS “THROUGH A NASDGASTRIC TUBE SHOULD NOT BE.

.:Considerations in the Adj ent of, Dosmg vt g ;
- IF signs of excessive opioid effects are observed. early in. the dosing rnterval the next dose should be reduced.
if this adjustment leads to inadequate analgesra that.is,. if breakthrough pain ‘occurs when. KADIAN® js|
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 dasing reglmen & supplemental dose of a short-acting analgesro may be
given. As experience is galned ad]ustments in b 5e and dosrng interval can be, made.to abtain an
appropriate balance between pain relief and op|0|d srde fects. .. [0 avord accumulatlon the: dosmg interval, of
KADIAN® should not be reduced below 12 hours. ey i

G ion of Therapy

s;rrgery or it the pain is teto severe anrl perslst tor an penod

of time : ok :

* Patients who are aiready recervrng KADIAN® Capsules as part of ongaing analgesm therapy may be safely

continued on the drug if approprlate dosage adjustments'are-made considering the procedure other drugs glven
and the temporary changes in physiology caused by the surgical intervention. R

Initiating Therapy with KADIAN® Capsules

Physicians should individualize treatment using a progressive plan of pain rmanagement such as outfined by
the World: Healty Organization, the American Pain Society arid the Federation -of State Medical Boards Model
Guidelines.© Health care professionals should-follow appropriaté‘pai management principles of careful
assessment and ongoing monitoring.

It is critical to ‘adjust the dosing regimen for each patient mdrvrdually taking ‘into account the patient's prior
analgesic treatment experience. In the selection of the initiat-dose of KADIAN®, attention should be given to:

1) the total daily dose, potency and kind of apioid 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 KI\DIAN® 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 lnltlal 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 ma % be converted to KADIAN® By admmlstenng one-half of the
patient's total daily oral morphinie dose as KADIAN® capsules: every 12:hours (twice-a-day) or g administering

- the total daily oral morphine dose as KADlAN® capsules every 24 hours (once a day KADIAN should not' be
given more frequently than every 12 hours. :

Conversion from Parenteral Morphme or Other Parenteral or Oral merds to KADIAN® g

KADIAN® can be administered to patients previ
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 o underestimate the patient's 24-hour oral morphine requirément and provide rescue medication, than to
overestimate and manage an adverse event. The following general points should be considered:

1. Parenteral to Oral Morphine Ratio: 1t may take anywhere from 2-6 mg of oral morphine to provide
analgesia equivalent to 1'mg of parenteral morphine. A dose of oral morphlne three times the daily
parenteral morphine requirement may be sufficient in chronic use settings.

2. Other Parenteral or Oral Opioids to Oral Morphine Suifate: There is lack of systematic evidence bearing on
these types of analgesic substitutions. Therefore, specific racommendations 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 admlmstrahon of KADIAN®.,

Use of KADIAN® as the First Opioid Analgesic

There has been no evaluation of KADIAN® as an initial opioid analgesrc 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 rmmedlate-release morphine formulation.

Individualization of Dosage

The best use of opioid analgesrcs 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® js a third step drug'which is most useful when the patient requires a
constant level of opioid anaigesia. as a "floor" or platlorm“ from which 1o manage breakthrough” pain. When a
patient has reached the point.where comfort cannot be provided with a combination of non-opioid medlcatrons
(NSAIDs and acetaminophen) and iritermittent use of modsrate or strong opioids, the patient's total opioid
therapy should be converted into a 24 hour-oral morphine equivalent.

KADIAN® shoutd be started by administering one-half of the estimated total daily oral marphine dose avery 12
hours (twice-a-day) or by’ admrnrstenng the total’ dally oral morphine dose ‘every 24 hours (once-a-day). ' The
dose should be titrated no more frequently than every- ‘other-day to-allow the patlenfs to stabilize before
gscalating the dose. If breakthrough pain occurs, “the dose may be supplemented with a 'small dose (less than
20% of the fotal daily dose} of a short-acting anaigesic. Patients who are excessively sedated after a once-a-day
dose orwho regularly expenence inadequate analgesra before the_ next dose should be swr’tched to twrce-a—day
dosin

Patglents who do'not have'a proven tolerance 0" opioids should be started only- on the 10 mg or20 mg
strength, and usually should be ‘incréased at a rate not greater thafi 20 mg every-other-day." Most patients will
rapidly develop some degree of tolerance, requiring dosage adjustment untii they have achieved their individual
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ly receiving treatment with parenteral morphme or other»

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 Exiended- Release Oral Morphine Formulations

KADIAN® is not bioequivalent to-other extended-release: morphlne preparations. Although for a given dose the
same total amount of morphing is available from KADIAN®-ds fram morphine solution or extended-release
mcrphme tablets, the stower release of morphine from KADIAN®. results in reduced maximum and increased
minimum plasma morphine concentrations than with shorter acting-morphine products. Cenversion 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 approprrate dosage adlustments are
recommended. ) o i . i ;

. Conversion from KADIAN® 1o, Parenteral Uptolds L

When converting :a-patient from KADIAN® ol parenteral oprords itis -best to calculate an equrvalent parenteral
dose, and then initiate treatment at half of this calculated value. For example, o 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 ratro of 3, drvrde the. estlmated 24 hour parenteral dose into: srx divided doses
(forafourhourdosmg interval), then halve this dose.as an initial trial,

For example, to estimate the required parenteral morphine dose for a patient taking 360 mg of KADlAN® a day
divide.the 360 mg daily oral morphing dose by-a conversion ratio of 1 mg of parenteral morphrne for-every- 3 mg
of-oral morphine: - The estlmated 120.mg daily parenteral requirement is then divided into six 20 mg doses and
half 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 patlents but rs
recommended because it is less likely to cause overdese than trying to establish an. equivalent dose without
titration. i i y

Safety and Handllng

KADIAN® Capsules contain morphlne sulfate. WhJCh is a controlled substance under Schedule lI of the
Controlled Substances Act. Morphine, like all opioids, is liable t6 diversion and misuse and should be handled
accordingly, Patients and their families should be instructed to flush any KAD!AN® capsules that are no longer
needed.

KADIAN® may be targeted for theft and dlversron by criminals. Healthcare professionals should contaot their
State Professional Licensing Board or State Controlled Substances Authority for information, on how to p vent
and detect abuse or diversion of this product. ;

KADIAN® consists of closed hard gelatin capsules containing polymer, coated ‘morphine sulfate pellets ‘that

ose no known handling risk to health care workers. KADIAN® Capsules are liable'to’ drversoon and mrsuse both
gy the general public and health, care workers and should be handled accordmgly :
HOW SUPPLIED
KADIAN® capsules contain whlte 1o off- whlte or tan oolored polymer coated extended- release pellets of, morphme
sulfate and are available.in eight dose strengths: -

10 mg size 4.capsule, light blue: apaquecap printed; wrth KADlAN and light blue opaque body prlnted wrth 10
mg. Capsules are supplied in bottles of 100(NDC 46987- 410-11).

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

+130.mg size 4 capsule, blue violet opague.cap printed, wrth KADIAN and blue vrolet opaque body printed wlth 30 mg.
Capsules are supplied in bottles of 100 (NDC 46987-325-11).

50 mg size 2 capsule, blue opaque cap printed wrth KADIAN and blue opaque body prlnted wrth 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, pmk opaque body prlnted wrth 80 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 lrght orange opaque body prmted wtth
80 mg. Capsules are supplied'in bottles of 100, (NDC 46987-412-11).

100 mg size 0 capsule, green opaque cap prifited with KADIAN and green opaque body prlnted wlth 100 mg
Capsules are supplied in bottles of 100 (NDC.46987-324-11). .

. 200 myg size 0 capsule, light brown opaque cap printed with KADlANeo\lrght brown Opaque body pnnted wnh
200 g, Capsules.are supplied in bottles of 100 (NDC 46987-377- -1).

Store at 25°C (77°F); excursions permrtted t015°-30°C (59°- 86°F) “Protect from llght and morsture

Dispense in a sealed tamper-evident, chlldprool Irght-resrstam container. . - ot
CAUTION:, DEA Order Form Required.. . ;

s S Vi
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KADIAN® 10 mg Capsules - T i o s
KADIAN® 20 mg Capsules ’ : L' ; .
KADIAN® 30 mg Capsules s e i L e £
KADIAN® 50 g Capsules ol i ! 2 : el il g i
KADIAN® 60 mg Capsules. .~ ) N Gl Nl 3 i '
KADIAN®'80 mg Capsules ' T e e

KADIAN® 100 mg Capsules ;

KADIAN® 200 mg Capsules L =

Ronly,

WAHNING ;
KADIAN® contains morphine sulfate, an opioid agonist and a Schedule I controlled suhstance wnh an abuse
liability similar to other opioid analgesics. KADIAN®can:he abiised in'a manner similar to ‘other apioid
agonists, legal or illicit; “This shoild-be‘considered when -prescribing or dispensing’ KADIAN® in snluelmns
where the ghysmlan or pharmacist is concerned ‘about an increased risk of misuse; abuse or diversion::
KADIAN® capsules are an extended-release oral formulationiof morphine sulfate indicated ter the
management of moderate to severe pain when a continuous; around: the -clock opioid analgesie is needed for
an extended-period of time. . - . : b gy
KADIAN® Capsules are NOT for use asa pro analgesu:
KADIAN® 100 mg and 200 mg Capsules ARE FOR USE IN. OPIDID- TULEHANT PATIENTS ONLY lngeshon of
these capsules or.of the pellets within the capsules may. cause fatal respiratory-depression when administered
to patienis 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 0 F RAPID RELEASE AND
ABSORPTION OF A POTENTIALLY. FATAL DOSE OF IVIORPH]NE._,, : ; it

nescmeﬂou ’

60 mg, 80 mg; 100 mg, and 200'mg strengths for. ¢ ’
“ Chemically, morphine sulfate is 7.8 didehydro-4.5 o' epoxy-17- methyl momhman 3 6
pentahydrate and has the following structural formula

Morphine sulfate is an odorless, whrte erystallme powder with a bitter taste and a molecular welght 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 practjcally insoluble in
chioraform or ether. The'ottariol: watél” partition’ coeﬁlcren morphme is 1 42 at physrologrc pH and the pK,J |s
7 9 for the' terhag fitrogen (mostly ionized at pH 7.4).

Each KADIAN extended-release capsile contains either10 1ig; 20 g, 301 mg 50 mg; 60:mo; 80 mg 100 mg, or
200 mg'of Morphlne Sulfate USP and-the followmg inactive'ingredients common to“all strengths: hypromellose
sthylcellulose, methacrylic acid copolymer, polyethylerie - glycol, diethyl” phthalate talc,“cern  starch, -and-stcrose.
The capsule shells contain gelatin, silicon dioxide,” sodium lauryl sulfate; titanitim’ dmxrde ‘and black ink,'D&C
ved #28, FD&C blue #1 (10-mg),'D&C yeliow #10 (20 mg), FD&C 60 #3, -FD&C blug #1 (30 mg), D&C red #28;
FD&C red #40, FD&C biug #1 (50'mg), D&C red #28, FD&E ted #40; FD&G bliie #1 (60:thg); FD&E bliie #1, FD&C
red #40, FD&C yellow #6.(80 mg) D&C yellow #10, FD&C biuig #1 (100 mg) black‘iren oxrde yellow lron oxrde red
iron: oxlde (200 mg) 4
CLINICAL PHARMAGOLOGY . ’ i s

Maorphine is a natural product that is the prototype for the class of natural and synthetic oprord analgesics.
Qpioids. produce a wide spectrum of pharmacologic effects including anaigesia, dysphona euphoria, somnolence,
resprratory depressior nished: gastromtestmal motllrty, altered mrcula Iy, d amlne release and
physical dependence: - ) .

Morphine produces both its therapeutlc and its advers effscts’ by intéraction with oné or more classes ofspeclflc
opigid receptors iocated throughout the body. Morphlne acts as a pure, agomst binding with and activating opioid
receptors at sites in the pen-aqueduc‘tal and. peri- ventncular grey tter the ventro- medlal medulla and he spmal
cord to produee analgesia.” :

Eifects on the Central Nervous System o e

The prm al actmns of, erapeutlc value -of m !

L

a and sedatron ( sleeplness and
1, However, spacific. CNS opiate receptors
and endogenous compounds with morphme -like actrvrty have been identified throughout the"brain and splnal
cord and are likely to play a role in the expression of anaigesic effects. Morphine produces: réspiratory
depréssion- by dirgct action ofi brainstem respiratory centers. The‘mechanism. of respiratory depression invelves
a reduction in the responsiveness of the brainstem respiratory centérs to'iicteases in carbon'dioxide tension, and
to electrical stimulation: Morphine-depresses the caugh'reflex: | g6t effect on thé cough centerin the
medulia. Antitussive effects may occur with doses lower than those-usually réquired for: analgesia; -Marphine
causes miosis; even intotal darkness, andlittle ‘tolerarice: develops t6-this' effect. ~Pinpoint pupils-are a-sign of
opioid overdose but are not pathognomonic (e.g., pontine fesions of hemorrhagic or ischemic origins may
produce similar findings): “Marked mydriasis rather than miosis' may’ be seen witht worsenmg hypexra in‘the
setting of KADIAN® overdose (See OVERDOSAGE). i o 0 e g

Effects on the Gastrointestinal Tract and Other Simooth IVIuscIe b o e Ao, SR

Gastric, biliary and pancreatic secretions are decreased by mor’phnne, Morphme auses a reductron in motmty
associated with"an increase in'tone in the antrum of ‘the stomachand daodenum. Digestion ‘of food in the small
intestine is delayed and propuisive contractions are decreased. Propulsrve peristaitic waves in the colon are
decreased, while tone is increased to the point of spasin: ‘The end reslt is constipation. Morphrne can cause a
marked increase in biliary tract pressure as a result of spasm of the sphincter of Oddr :

'Effects on the Cardiovascular System

< Marphine produces peripheral vasodilation which may result in ort
hlstamme may be induced by morphine and. can_ contribite to opio
histamine release and/or peripheral vasodilation may mclude pruntu

Pharmacodynamics . ;

Plasma Level-Analgesia Relatronshrps ’

d Inany particular patient, both analgesic effects and plasma morphine concentratlons aré related to the morphlne
ose.

“While plasma morphine-efficacy relationships can ‘be demonstrated i non-tolerant individuals, lhey are
influenced by a wide variety of factors and are not generally useful as a guide to the clinical use of mor| phme 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 shoutd 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 fower Crax and a higher C,"m than
conventional morphine. o

Pharmacokinetics 5
KADIAN® capsules contain polymer coated extended release pellets of morphlne sulfate that release morphlne
significantly more slowly than from conventional oral preparations. KADIAN® activity is primarily due to morphine.
One metabalite, morphine-6-glucuronide, has been shown to have analgesic activity, but does not readily cross the
blood brain barrier.

tic hypotensron'or synmpe Release of
nduced hypotension. Mamfestatrons of
‘flushing, red eyes and sweatung
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KADIAN® (morphine sulfate extended-release) Capsules

Following oral administration of morphine; the extent of absorption is essentially‘the same for immediate or
Extended-release farmulations, although the time to peak blood level (Tray)-will bie Ionger and the CW wrll be: lower
for formutations thiat delay the réledse of morphine'iri‘the gastrointestinal tract.

Elimination of morphine is primarily via hepatic metabolism to glucuronide metabolltes (55 to 65%) Whlch are
then renally excreted.” The terminal half-life of morphing is 2 to-4 hours, however, a longer term half fife of about 15
hours has been reported in studies where blood has beén sampled up to 48 hours. u

+The single-dose pharmacokinetics of KADIAN® are linear over-the dosage range of 30 to 100 mg: The srngle dese
and ‘muttiple dose pharmacoklnehc parameters of KADIAN® in normal volunteers aré summanzed in Table 1

Table 1:. Mean pharmaeokmehc parameters {% coefficient variatlon) resulting from a fasting single dose study
in normal vnlunteers and a multiple dose study in pat|enls with cancer pain.

Regimen/ CAUGH* - o Tmax . .. Gt Fluctuation*
Dosage Form (ng h/mL) (ng/ml) ~{h) .(ng/mL)

Single Dose (n=24) ; ) . R

KADIAN® Capsule T271.0(19:4) 15.6 (24.4)‘» 8.6(41:1) - “nat na
Extended-Refease Tablet 304.3(19.1) 30.5 (32.1) 2.5 (52.8) na na
Morphine Solution 362.4{42.6)" 644 (38:2) 0'9'(55i8) [ na :
Multiple Dose : . A o s
KADIAN® Capsule q24h 500.9 (38.6) 37.3(37:7): 10. 3 (32 2) :+9.9(62:3) 3.0 (45.5)
Extended-Release Tablet q12h . 457.3 (40.2) 36.9 (42.0) 4.4(53.0) 7.6 (60 3) 5 4,1 (51.5) 4

# For single dose AUC = AUCq.4gh, for muitiple dose AUC = AUCq.o4n at steady State
+:Forsingle dose parameter narmalized to 100 mg; for multiple dose parameter normalrzedto 100 mg per 24 hours
Steady =state fluctuation in plasma concentrahons Cmax‘cmm/cmm EERE
“Not‘applicable - - o0
Absorption o ] § : 4
. Following the administration of oral morphlne solutlon approxrmately 50% of the morph orbed s8achés, the
systemic circulation within 30 minutes.’ However, folloiving thé administration of an equal’ amount of KADIAN® to
healthy. volunteers, this-occurs, on average; after 8 hours. -As with most forms of oral morphing, because af pre<
systemic elimination, only about 20 to 40% of the’administered dose reaches the systemic circulation.
Food. Effects: - While eoncurrent administration of;food. slows, the rate of absorption af KADIAN® the extent of
absorptlon is not affected and KADIAN® ¢ can be admrmstered ‘Wwithout regard to meals., 5
teady‘ State: When KADIAN® is given on a fixed dosing regimen to palrents with chronic paln due to
malignancy steady-state-is achieved in-about two. days. At steady, state, KADIAN® will have a S|gn|f|cantly Jower
Craxrand a higher.Gaq than « equwalent doses of oral -morphine solution and some other extended-release
preparations (see Graph 1), Yo i : 5 ; 3

Graph 1 (Study# MOoB 1/90) -‘Mean: steady: state.plasmamorphine eoncentratlons for KADIAN® (tW|ce a. day)
i ~i. extended-releasg: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® . - - - = = Morphine

oo, =———KADIAN®. == = = Morphing = - =eaee. BID. extended—release‘
B e S iy - SoAlen

morphine tablet -

- Plasma concentration (ng/mL)

LI R0 M e VLN P ] S 0 el i} ll.: I
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; Time- (h)# " i T

When given once-daily(every:24:hours)-to 24 patlents with mallgnancy KA AN® had a srmrlar Cmax artd hrgher
Cinin-at: steady state in-clinical Jusage, 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 absorptlon and reduced
clearance as compared:to;normal voluntgers (see Gerlatric, Hepatic Failure, and Renal Insufhcrenuy sectlons)

Graph 2 (Study # MOH 9/92) Dose normallzed mean steady state plasma morphrne concentratlons for l(ADlAN®
. (once.a day), and an equivalent dose of a 12-hour, extended-release morphine
""tablet given twice a day. Plasma concentratlons are normallzed to 1 00 mg every
‘24 ‘hours, (n. _24) g

B, extended reledse
morphlne tablet "

. Plasma concéntration (ig/mL), -
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Drstnbuhan i ) o iy ek .
~ Orice’ dbsorbed, morphing i |s distributed t skeletal muscle, kidneys, IIVBI’ intestinal tract Iungs spleen-and
brain.. The vqlume of drstrrbutmn of ‘mor} is’ approxrmately 310 4 L/kg. Morphine is 30 10 35% reversibly
bound to plasma proteins. “Altholigh the' pnmary site of action of morphine is in the CNS, only small’ quanhtles
pass the blood-brain barrier. Morphlne also crosses the placental membranes (se
and fias been found in breast milk (sée PRECAUTIDNS Mursmg Melhers)
- Metabolism - ; gy o
The: major pathway of the detoxtfrcatron of morp ing is conjugatlon ithery ‘th D glucuromc acid in.the;
preduce glucuronrdes or with, sulfuric acid to, give morphlhe -3-gthéral sulfate, Although a small fraction”(Iés
than 5%) of morphine is demethylated, for all practical. ptirposes, virtually all. morphme is convérted to
glucuronide metabolites inchiding morphine-3-glucuronide, M3G (about 50%) and. morphing-6-gluctironide,
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 AUCY 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 srgmhcant analgesnc activity. MSG has been shown to havs oplord agonrst and analgeslc achvlty in
umdns..
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ACTAVIS ELIZABETH LLC
200 ELMORA AVENUE
ELIZABETH WNJ 072021106

SHIP TO:
FDA, CDER, DDMAC
5901-B AMMENDALE ROAD

BELTSVILLE MD 20705-1266
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UPS: Tracking Information

"4 Proof of Delivery
§ - Close Window
’ 3 Dear Customer,

k4 This notice serves as proof of delivery for the shipment listed betow.
Tracking Number: 1Z0620770199110692
Service: UPS Next Day Air®
Shipped/Billed On: 09/13/2011
Delivered On: 09/14/2011 9:44 AM.
Delivered To: BELTSVILLE, MD, US
Signed By: . GOMEZ
Left At: Receiver

Thank you for giving us this opportunity to serve you.

Sincerely,
UPS
Tracking results provided by UPS: 09/14/2011 10:46 AM. ET
Print This Page A' Close Window

Page 1 of 1

http://wwwapps.ups.com/WebTracking/processPOD?lineData=Laurel%5SEKB%5EUnited... 9/14/2011
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