From: Jeannette Barrett

To: Ivan Shaw

Sent: 7/11/2012 9:00:04 AM

Subject: FW: Kadian information

Attachments: 10-02-18 FDA Warning Letter.pdf; Volume 1.1.pdf

There is a whole lot of a paper NDA in Elizabeth. | am thinking we should meet there on Monday July 23 and spend
at least part of the day going through it. What do you think? [t will be easier for you coming from the airport and we
can (you) have white castle for dinner. A perfect day.

I will arrange it with Carla.

From: Joann Stavole

Sent: Tuesday, July 10, 2012 4:32 PM

To: Jeannette Barrett

Cc: Jennifer Altier; Nathalie Leitch; Terri Nataline; Carla Hedrick

Subject: Kadian information

Hi Jeannette,

| will not be available for the meeting tomorrow, however | am providing some information to get you started.
| have provided the original warning letter from DDMAC regarding our advertising.

Jennifer stated she will send you the latest labeling with the REMS and the approved new strengths.

Also, | have included volume 1.1 from the NDA. It contains an index of the clinical studies that you may be
interested in reviewing.

Most of the Kadian files are still in hard-copy located in Elizabeth so you will need to coordinate with Carla
accordingly.

Kind regards,
Joann

Joann Stavole
Director, Regulatory Affairs

- Description:
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Settings\JSTAVOLE\Apg
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Actavis

60 Columbia Rd. Bldg B ¢ +1 973-889-6623 @ JSTAVOLE@actavis.com
Morristown , NJ 07960 United States w www.actavis.com

internal VoIP number  125-6623

Please note that this e-mall and its attachments are intended for the named addressee only and may contain information that is confidential and privileged. If yvou
have by coincidence or mistake or without specific authorization recelved this e-mail and its attachments we request that you notify us inmediately that you have
received thern in error, uphold strict confidentiality and neither read, copy, nor otherwise make use of their content in any way Please note that the sender of this

e-mait and its attachments s solely responsible for its content if it does not concern the operations of Actavis Groug or its subsidiaries.
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FOOD AND DRUG ADMINISTRATION

CENTER FOR DRUG EVALUATION AND RESEARCH
DivisiON OF DRUG MARKETING, ADVERTISING, AND
COMMUNICATIONS

10903 NEw HAMPSHIRE AVE, BLDG #51

SILVER SPRING, MD 20993

FAX

Date: February 18, 2010
To: Doug Boothe
Chief Executive Officer
Actavis US
Fax: (973) 9934303
Phone: (908) 527-9100
From: Elaine Hu Cunningham, Pharm.D.,

LCDR, United States Public Health Service
Senior Regulatory Review Officer

Phone: (301)796-1200

Fax: (301)847-8444

Subject: NDA 20-616 / MACMIS #18148

Pages: 12 (not including cover sheet)

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM T IS
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND
PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. If you are nof the addressee, or a
person authorized to deliver the document to the addressee, you are hereby notified that any review,
disclosure dissemination, copying, or other action based on the content of this communication is not
authorized and may be in violation of law. If you have received this document in error, please
immediately notify us by telephone at 301-796-1200 and return it to us at the above mailing address.
Thank you.
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_(C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

TRANSMITTED BY FACSIMILE

Food and Drug Administration
Silver Spring, MD 20993

Doug Boothe, Chief Executive Officer
Actavis US

60 Columbia Road, Building B
Morristown, NJ 07960

RE: NDA #20-616
Kadian® (morphine extended-release) Capsules, Cli
MACMIS #18148

WARNING LETTER

Dear Mr. Boothe:

The Division of Drug Marketing, Advertising, and Communications (DDMAC) of the U.S. Food
and Drug Administration (FDA) has reviewed a Co-Pay Assistance Program brochure
(KAD200901) for Kadian™ (morphine extended-release) Capsules, Cll (Kadian), submitted by
Actavis Elizabeth LLC (Actavis) under cover of Form FDA-2253. DDMAC has also reviewed
a PK to PK Comparison Detailer (Comparison Detailer) (KADI8D0231) for Kadian that was
originally submitted by Alpharma under cover of Form FDA-2253." The Co-Pay Assistance
Program brochure and Comparison Detailer are false or misleading because they omit and
minimize the serious risks associated with the drug, broaden and fail to present the limitations
to the approved indication of the drug, and present unsubstantiated superiority and
effectiveness claims. Therefore, the Co-Pay Assistance Program brochure and Comparison
Detailer misbrand the drug in violation of the Federal Food, Drug, and Cosmetic Act (the Act),
21 U.8.C. 352(a) & 321(n). Cf 21 CFR 202.1(e)(3)(i); (e}(5); (e}(B)(i), (i) & (xviii); (e)(7)(i) &
(viii). These violations are a concern from a public health perspective because they suggest
that the product is safer and more effective than has been demonstrated.

Background

The INDICATIONS AND USAGE section of the FDA-approved product labeling (P!) for
Kadian states (emphasis in original):

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 intended for use as a prn analgesic.

' As of January 8, 2009, NDA 20-616 has been transferred to Actavis US.
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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. . . .

Kadian is associated with a number of serious risks, many of which are potentially fatal.
The Pl includes the following boxed warning concerning potentially fatal overdosing if
Kadian capsules are chewed, crushed, or dissolved, and other serious risks (emphasis
in original):

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 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.

The PI stafes that Kadian is contraindicated in any situation where opioids are
contraindicated. This includes patients with respiratory depression in the absence of
resuscitative equipment or in unmonitored settings, in patients with acute or severe

bronchial asthma or hypercarbia, and in patients who have or are suspected of having
paralytic ileus.

The Pl includes warnings, in addition to the boxed and bolded warnings, related to the
potentially fatal abuse potential of opioids, use by individuals other than the patient for
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whom the drug was prescribed, interactions with alcohol and drugs of abuse, impaired
respiration, head injury and increased intracranial pressure, hypotensive effect,
interactions with other central nervous system (CNS) depressants, gastrointestinal
obstruction, and anaphylaxis.

There are a number of precautions associated with Kadian, including the general
precautions that it is intended for use in patients who require continuous, around-the-
clock opioid analgesia and that it is critical to adjust the dosing regimen taking into
account the patient's prior analgesic treatment experience; that 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; that the administration of Kadian may obscure the diagnosis or
clinical course in patients with acute abdominal conditions; and that Kadian may
aggravate pre-existing convulsions in patients with convulsive disorders. The Kadian P!
also include several specific precautions related to cordotomy, use in pancreatic/biliary
tract disease, tolerance and physical dependence, use in special risk groups (e.g.,
elderly or debilitated patients, patients with severe renal or hepatic insufficiency), and
risks associated with driving or operating machinery.

The Pl outlines several serious drug interactions with Kadian, including CNS
depressants, muscle relaxants, mixed agonist/antagonist opioid analgesics, monoamine
oxidase inhibitors, cimetidine, and diuretics.

In addition, the ADVERSE REACTIONS section of the P| states that the most serious
adverse events occurring in patients taking Kadian include respiratory depression,
respiratory arrest, apnea, circulatory depression, cardiac arrest, hypotension, and/or
shock. The most frequent less severe adverse events include drowsiness, dizziness,
constipation, and nausea.

Omission and Minimization of Risk Information

Promotional materials are misleading if they fail to reveal facts that are material in light of
representations made or with respect to consequences that may result from the use of the
drug as recommended or suggested in the materials. While the Comparison Detailer and the
Co-Pay Assistance Program brochure include information from the boxed warning and some
adverse reactions associated with Kadian, they fail to include other important and serious risk
information. Specifically, the Comparison Detailer and Co-Pay Assistance Program brochure
present several effectiveness claims for Kadian but fail to present any contraindications, and
also omit several warnings, precautions, drug interactions and adverse events. For example
the promotional materials fail to reveal warnings regarding potentially fatal abuse of opioids,
use by individuals other than the patient for whom the drug was prescribed, interactions with
alcohol and drugs of abuse, impaired respiration, head injury and increased intracranial
pressure, hypotensive effect, interactions with other central nervous system depressants,
gastrointestinal obstruction, and anaphylaxis. Similarly, the promotional materials fail to
reveal precautions related to use in patients with prior analgesic treatment experience; use in
certain patient populations with narrow therapeutic index for opioid analgesics; use in patients
with acute abdominal conditions; use in patients with convulsive disorders; use in patients
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undergoing cordotomy; use in pancreatic/biliary tract disease; tolerance and physical
dependence with use of opioids; use in special risk groups; and risks associated with driving
and operating machinery.

The Comparison Detailer also fails to present risk information with a prominence and
readability that is reasonably comparable to the presentation of benefit information.
Specifically, the first five of the six pages of the Comparison Detailer prominently present
efficacy claims about Kadian using large, bolded headers and claims surrounded by a
significant amount of white space, and using colorful charts and graphs. However, the only
specific risk information presented is relegated to the back cover of the piece. Furthermore,
this information is presented in small font in single-spaced paragraph format, and beneath a
large, bolded headline claim that presents a benefit claim, “Prescribe KADIAN® - Less pain
for your patients. More options for you” (emphasis in original). In addition, there are no
presentation elements to emphasize to the reader that it is important safety information.

In addition, the Co-Pay Assistance Program brochure minimizes the serious and significant
risks associated with the use of Kadian. Specifically, the back cover includes the boxed
warning and some information from the ADVERSE REACTIONS section of the Pl. However,
these serious, potentially fatal risks are presented in highly complex, medically technical
language that is not likely to be understood by consumers.

We note that the statement, “Please see accompanying complete Prescribing
Information” (emphasis in original) appears on various pages of the Comparison Detailer
and Co-Pay Assistance Program brochure; however this statement does not mitigate the
misleading omission and/or minimization of risk information in the pieces.

The overall effect of these presentations minimizes the risks associated with Kadian and
misleadingly suggests that Kadian is safer than has been demonstrated.

Broadening of Indication/Failure to State Full Indication

Promotional materials are misieading if they imply that a drug product is indicated for use in a
broader range of conditions or patients than has been demonstrated by substantial evidence
or substantial clinical experience. The Comparison Detailer and Co-Pay Assistance Program
brochure fail to include the complete approved indication for Kadian, and present broad
claims about the drug's use in treating pain, therefore implying that Kadian is appropriate for
use in a broader range of patients than it is approved to treat. For example, the Comparison
Detailer includes the following claims (emphasis in original):

°

“‘Allow for less breakthrough pain and more consistent pain relief for patients”
(footnote omitted)

"Better pain control. . ."

“Improved pain control. . "

“Allow patients to live with less pain. . ." (footnote omitted)

“‘Allow individualization and customization of a patient’s pain treatment’
“Prescribe KADIAN® - Less pain for your patients. More options for you."
“Less Pain. More Options.”

e & o o @ o
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These presentations in the Comparison Detailer suggest that Kadian is appropriate for
patients with broader types of pain than the drug is indicated for. Similarly, the Co-Pay
Assistance Program brochure includes the following statements (emphasis in original):

¢ "Why is pain management important? Pain management is a large part of your
overall health care plan. Many Americans suffer from chronic or ongoing pain
.. .Managing your pain the right way begins by talking to your heaithcare provider.
Discover the cause of your pain by taking note of what makes your pain start and what
makes it worse.”

« “What is chronic pain? Chronic pain is ongoing and can last longer than 6 months.
Chronic pain can be mild or severe. . . ."

+ “How can | treat my chronic pain? To help manage your pain, your healthcare
provider will determine what level of pain control you need. Depending on what kind of
pain you have and how it affects your life, your healthcare provider will choose a drug
that works just for you.”

The totality of these presentations in the Co-Pay Assistance Program brochure suggests that
patients with broader types of chronic pain than the drug is indicated for are appropriate
candidates for Kadian therapy, when this is not the case. These presentations in the two
pieces are particularly concerning considering the serious and potentially fatal risks
associated with the drug. Kadian is only appropriate for a very limited patient population who
experience pain. We note that the partial indication of Kadian is included on the back covers
of both pieces (included as warnings in the Comparison Detailer). However, these
presentations omit the important limitation that:

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.

In addition, the partial indication included on the back cover of the Co-Pay Assistance
Program brochure, unlike the chronic pain information, is written in technical medical
language that is not likely to be easily understood by consumers. We also note that the
statement, “Please see accompanying complete Prescribing Information” (emphasis in
original) appears on various pages of the Comparison Detailer and Co-Pay Assistance
Program brochure; however this statement does not mitigate the implication of the above
claims and presentations that broadly promote the use of this drug for any type of pain relief.
Therefore, the pieces misleadingly suggest that Kadian can be used for pain relief in a much
broader range of patients than has been demonstrated by substantial evidence or substantial
clinical experience,
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Unsubstantiated Superiority Claims

Promotional materials are misleading if they represent or suggest that a drug is safer or more
effective than another drug, when this has not been demonstrated by substantial evidence or
substantial clinical experience. The Comparison Detailer includes the following efficacy
claims and presentations that compare Kadian to MS Contin® (morphine sulfate controlled-
release) Tablets, Cll (MS Contin) and generic controlled-release morphine (emphasis in
original):

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

e “‘Fewer peaks and valleys
Smooth steady-state plasma levels compared with controlled-release (CR)
morphine tablets q12h and q24h" presented in conjunction with the following two
graphs:

= Graph titled, “Pharmacokinetics of ONCE-DAILY KADIAN® vs twice-daily CR
morphine tablets over 24 hours™? that displays normalized mean steady-state
plasma morphine concentration (ng/mL) over time (hours) of Kadian and CR
morphine tablets.

= Graph titled, “Pharmacokinetics of TWICE-DAILY KADIAN® vs twice-daily CR
morphine tablets over 12 hours"?* that displays normalized mean steady-state
plasma morphine concentration (ng/mL) over time (hours) of Kadian and CR
morphine tablets.

s “Allow for less breakthrough pain and more consistent pain relief for patients”3

The above claims and presentations misleadingly imply that Kadian has been shown to be
superior to MS Contin or generic controlled-release morphine because Kadian's
pharmacokinetic properties will lead to less breakthrough pain and more consistent pain
relief. FDA is not aware of any substantial evidence or substantial clinical experience that
supports these claims and presentations. If you have data to support these claims, please
submit the data to FDA for review.

The Comparison Detailer references Kadian’'s Pl to support the above claims and
presentations. The CLINICAL PHARMACOLOGY, Pharmacokinetics and Absorption
sections of the Pl include data from 48 patients with pain related to malignancy that were
enrolled in two pharmacokinetic studies. The results from these two studies suggest less
fluctuation in steady-state plasma concentrations (Cmax-Cmin/Cmin) Nnormalized to 100 mg every
24 hours in patients who were given Kadian compared with patients who were given twice
daily controlled-release morphine tablets. However, the clinical consequences of these

2 kADIAN® [current prescribing information].

. Gourlay GK, Cherry DA, Onley MM, et al. Pharmacokinetics and pharmacodynamics of twenty-four-hourly
Kapanol compared to twelve-hourly MS Contin in the treatment of severe cancer pain. Pain. 1997,69(3):295-
302.
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pharmacokinetic differences were not studied and are not known. It is at least possible that
the earlier and higher peak leads of MS Contin could represent an advantage absent clinical
pain data. The pharmacokinetic data presented within the Pl do not constitute substantial
evidence to support any claims of clinical superiority such as those described above.

The Comparison Detailer also references the Gourlay, et al. article, which describes one of
the pharmacokinetic studies presented in the Pl (Study# MOR-9/92), to support the above
claims and presentations. The study results in the Gourlay, et al. article reported that
patients who were given Kadian had significantly higher Cni, concentrations, less fluctuation
in plasma morphine concentrations throughout the dosing interval, and a greater time that
plasma concentrations were 275% of Cmax compared to patients who were given MS Contin.
Unlike the PI, Gourlay, et al. also reports pain results from this study. Gourlay, et al. found no
significant differences between Kadian and MS Contin in any of the steady-state (day seven)
primary clinical parameters (i.e., percent taking rescue medication, time to first rescue dose,
total strength of rescue dose, and percent total 24-hour morphine dose as rescue dose). In
addition, there were no differences in steady-state secondary parameters, including verbal
rating scale for pain intensity and control or visual analog pain scores. The Gourlay, et al.
article thus provides no support for the idea that the pharmacokinetic differences between
Kadian and MS Contin had any clinical consequences.

In addition, the Comparison Detailer includes the following pain and sleep-related claims and
presentations that compare Kadian to MS Contin and generic controlled-release morphine
(emphasis in original);

e ‘"Better pain control and improved sleep scores”

¢ ‘Improved pain control and sleep scores in patients treated with KADIAN® who
were previously on CR morphine tablets™" presented in conjunction with the
following two graphs:

= Graph titled, "Significant PAIN REDUCTION™ that dlsplays a “36%
improvement in pain score™ (scale 0-10: 0=no pain; 10=worst pain
imaginable) from baseline in patients switched from MS Contin to Kadian.

* Graph titled, “Significant REDUCTION IN SLEEP INTERFERENCE * that
displays a "47% improvement in sleep score” (scale 0-10: 0=did not interfere
with sleep at all; 10=completely interfered with sleep) from baseline in patients
switched from MS Contin to Kadian.

» “Allow patients to live with less pain and get adequate rest with less medication *

“ Weil A, Nicholson B, Ross E, Sasaki J. Patients with chronic, non-malignant, moderate/severe pam can be
successfully switched from other sustained-release morphine or oxycodone compounds of Kadian® (morphine
sulfate sustained-release capsules): the KRONUS-MSP trial. Poster presented at: American Pain Society 23rd
Annual Scientific Meeting; May 6-9, 2004; Vancouver, BC.

“In a subanalysis of a randomized, open- Iabel blinded endpoint study of patients previously taking CR
morphine tablets and switched to KADIAN capsules,
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These claims are supported by a historically controlled study of inadequate design,
completely lacking any concurrent control. The above claims and presentations misleadingly
imply that Kadian is superior to MS Contin and generic controlled-release morphine because
Kadian provides better pain control and a reduction in sleep interference compared to MS
Contin and generic controlled-release morphine. FDA is not aware of any substantial
evidence or substantial clinical experience to support such a claim.

The Comparison Detailer references the Weil, et al. poster presentation* to support the above
claims and presentations. This reference discusses the KRONUS-MSP trial—a study that
was not published. Data for the KRONUS-MSP trial was derived from a community-based,
prospective, open-label, blinded endpoint trial that included a subset of patients who were
previously and unsuccessfully treated with either MS Contin (n=55) or OxyContin®
(oxycodone HCI controlled-release) Tablets, Cll (OxyContin) (n=150). The patients were
randomized to receive either morning or evening daily dosing with Kadian during a four-week
treatment period. No patients were randomized to MS Contin or OxyContin. For several
reasons, the cited reference fails to support any claim of superiority of Kadian to MS Contin.
We note that referring to this trial as “randomized” is itself misleading, as a reader would
surely assume that randomization was to two drug treatments, not to morning and evening
dosing, a distinction not remotely relevant to the data presented.

The study compared pain reduction and interference of pain with sleep in people reported to
have had a poor response to prior treatment with MS Contin or OxyContin. An appropriate
study design to investigate this question would have randomized patients to Kadian or MS
Contin. A finding in such a properly designed study of greater effect on pain or sleep would
not support a general claim of superiority but could support the value of Kadian in MS Contin
poor responders. The trial as conducted, however, compared results on open-label treatment
with Kadian with an historical control MS Contin cohort. This is a completely meaningless
comparison. It is commonly observed that patients given a placebo in trials improve
compared to their pre-trial state. That is why, in symptomatic continuous pain, a concurrent
control group is essential.

Overall, data from the KRONUS-MSP trial clearly do not support any conclusion that Kadian
is superior to alternative treatments in pain or sleep measures. The trial was an exploratory
open-label study with no comparators; thus, no conclusions can be inferred. If you have data

from adequate and well-controlled trials to support these claims, please submit them to FDA
for review.

Finally, the Comparison Detailer includes the fol%owsng dosing claims and presentations that
compare Kadian with both MS Contin and AVINZA® (morphine sulfate extended-release
capsules), Cll (Avinza) (emphasis in original):
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» “Fewer barriers to prescribing
The unique dosing flexibility of KADIAN® gives you more options with a
morphine"?%® presented in conjunction with a chart comparing the available capsule
and tablet dose strengths for Kadian, MS Contin, and Avinza.

¢ Claims below the chart include the following:

“No immediate-release (IR) component’

“No ceiling dose—contains no acetaminophen, ibuprofen, or fumaric acid
“Allows for titration in increments of 10 mg, with a low dose of 10 mg"?
"Allow individualization and customization of a patient’s pain treatment”

n2

These claims are misleading because they imply that Kadian is superior to both MS Contin
and Avinza because Kadian's dosage strength availability (i.e., eight dosage strengths in 10,
20, 30, 50, 60, 80, 100, and 200 mg capsules) offers “fewer barriers to prescribing,” and
because Kadian has no immediate release component, no ceiling dose, and allows for 10 mg
titration increments. The Comparison Detailer references the Pls for Kadian, Avinza, and MS
Contin to support these claims. However, FDA is unaware of any substantial evidence or
substantial clinical experience to support the claim that the above dosing characteristics allow
Kadian to have “fewer barriers to prescribing” (the meaning of which is not clear) as
compared to other extended-release morphine products. There is no evidence to support
that small increments in dosage strength (i.e., 10 mg) would offer a clinical advantage for
Kadian in patients who are taking an opioid chronically, particularly as Kadian may need to be
dosed more often than some of the comparators (e.g., twice a day versus once a day for
Avinza). There is no evidence to support that an immediate-release component would limit
the use of a morphine product. Finally, the claim suggesting that Kadian offers fewer barriers
to prescribing because it does not contain acetaminophen, ibuprofen, or fumaric acid is
misleading because this characteristic of Kadian does not offer any advantages over other
extended-release morphine products. Specifically, none of the extended-release morphine
products contain acetaminophen or ibuprofen, and while Avinza contains fumaric acid, there
is no evidence to suggest that the resulting limiting dose would pose any restrictions on the
typical patient population for which the drug is indicated.

Unsubstantiated Effectiveness Claims
Promotional materials are misleading if they contain representations that the drug is better or
more effective than has been demonstrated by substantial evidence or substantial clinical
experience. The Co-Pay Assistance Program brochure includes the following presentations:
« “ .. Many Americans suffer from chronic or ongoing pain. It can cause you to miss
work and can even keep you from enjoying life. If left untreated, pain can place stress
on your body and your mental health. . . ."

e« “ .. Chronic pain . .. can be inconvenient and can keep you from your daily tasks.”

5 AVINZA® {grescribing information]. Bristol, TN: King Pharmaceuticals Inc; October 2005.
® MS Contin " [prescribing information]. Stamford, CT: Purdue Pharma LP; August 2007.
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FDA acknowledges that the treatment of patients in pain is a critical aspect of medical
practice. Although Kadian may help treat patients’ moderate to severe pain, we are not
aware of substantial evidence or substantial clinical experience demonstrating that the
magnitude of the effect the drug has in alleviating pain, taken together with any drug-related
side effects patients may experience (such as the common adverse events of drowsiness,
dizziness, constipation and nausea), results in an overall positive impact on a patient's work,
physical and mental functioning, daily activities, or enjoyment of life. In addition, we are not
aware of any studies demonstrating that the level of pain reduction experienced by patients
on Kadian therapy corresponds with a positive impact on the outcomes claimed. If you have
data to support these claims, please submit them to FDA for review.

Conclusion and Requested Action

For the reasons discussed above, the Comparison Detailer and Co-Pay Assistance Program
brochure misbrand Kadian in violation of the Act, 21 U.S.C. 352(a) & 321(n). Cf. 21 CFR
202.1(e)(3)(i); (e)(5); (e)(6)(i). (i) & (xviii); (e)(7)() & (viil).

DDMAC requests that Actavis immediately cease the dissemination of violative promotional
materials for Kadian such as those described above. Please submit a written response to
this letter on or before March 4, 2010, stating whether you intend to comply with this request,
listing all promotional materials (with the 2253 submission date) for Kadian that contain
violations such as those described above, and explaining your plan for discontinuing use of
such violative materials. Because the violations described above are serious, we request,
further, that your submission include a comprehensive plan of action to disseminate truthful,
non-misleading, and complete corrective messages about the issues discussed in this letter
to the audience(s) that received the violative promotional materials.

Please direct your response to me at the 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, facsimile at (301) 847-8444. In all
future correspondence regarding this matter, please refer to MACMIS#18148 in addition to
the NDA number. We remind you that only written communications are considered official. If
you choose to revise your promotional materials, DDMAC is willing to assist you with your
revised materials by commenting on your revisions before you use them in promotion.

The violations discussed in this letter do not necessarily constitute an exhaustive list. Itis
your responsibility to ensure that your promotional materials for Kadian comply with each
applicable requirement of the Act and FDA implementing reguiations.

Failure to correct the violations discussed above may result in FDA regulatory action,
including seizure or injunction, without further notice.
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Sincerely,

Thomas Abrams, R.Ph., M.B.A.
Director

Division of Drug Marketing,
Advertising, and Communications
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Application Submission

Type/Number Type/Number Submitter Name Product Name

NDA-20616 ORIG-1 ACTAVIS KADIAN (MORPHINE SULFATE)
ELIZABETH LLC ER CAPS 20/50

This is a representation of an electronic record that was signed

electronically and this page is the manifestation of the electronic
signature.

s/

THOMAS W ABRAMS
02/18/2010
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Faulding Inc.

A Division of FH. Faulding & Co. Limited Incorporated in South Australia

28 June 1995

Dr. Robert Bedford, Acting Director

Pilot Drug Evaluation Division

Center for Drug Evaluation and Research
Food and Drug Administration

5600 Fishers Lane

Room 9B-23, HFD-007

Rockville, Maryland, 20857

Re: New Drug Application 20-616
KADIANTM Morphine Sulfate Sustained-release Capsules,
20 mg, 50 mg and 100 mg

Dear Dr. Bedford:

In accordance with the regulations promulgated under Section 505 of the Federal Food
Drug and Cosmetic Act as amended, Faulding Inc., a division of F.H. Faulding &
Company Limited, is submitting this New Drug Application for KADIAN™ Morphine
Sulfate Sustained-release Capsules, 20 mg, 50 mg and 100 mg.

KADIAN™ s .indicated for the management of pain where treatment with an opioid
analgesic is indicated for more than a few days.

KADIAN™ was developed for use in patients with chronic pain who require repeated
dosing with potent opioid analgesics, and has been tested in patients with pain due to a
variety of malignant conditions.

The rationale on which KADIAN™ is based, is the development of a truly sustained-
release product which minimizes the peak to trough ratio of the concentration of
morphine in plasma by controlling the rate of drug release from polymer-coated pellets.
This provides a dosage form which may be taken every 12 or 24 hours improving patient
convenience and compliance and may reduce the incidence of opioid-related adverse
effects and the incidence of breakthrough pain, and thus improve the quality of care for
relief of pain.

The clinical development program for KADIAN™ was developed in association with the
Pilot Drug Evaluation Staff of the Food and Drug Administration through the Interactive

IND Process. The program consisted of eleven pharmacokinetic studies and six clinical
efficacy and safety studies.

Studies have been conducted to characterize various aspects of the bioavailability and
performance of the KADIAN™ delivery system under single-dose and steady-state
conditions in both healthy subjects and patients with cancer pain. The safety and
efficacy of KADIAN™ has been established in patients with cancer pain with profiles
similar to that of immediate release morphine sulfate solution and controlled-release
morphine sulfate tablets.

200 Elmora Avenue, Elizabeth NJ 07207 USA
TEL: +1-908-527-9100 « +1-800-526-6978
FAX: +1-908-558-1589
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NDA 20-616
28 June 1995
Page 2

The data provided indicate that:

After a single dose and at steady state, KADIAN™ has a true sustained-release
pharmacokinetic profile when compared to immediate release morphine sulfate
solution and controlled-release morphine sulfate tablets;

In the management of moderate to severe chronic pain, KADIAN™ administered
both every 24 hours and every 12 hours has an efficacy and safety profile
clinically and statistically similar to that of immediate release morphine sulfate
solution and controlled-release morphine sulfate tablets;

Patients stabilized to adequate clinical effect with other morphine formulations
may be safely and effectively transferred to KADIAN™ at the same total daily
morphine dose; and,

During the long-term open-label studies of KADIAN™, there was no indication of
diminution of analgesia in patients with cancer pain treated for up to 24 months.

Effective drug therapy is the cornerstone of cancer pain management. Opioid
analgesics are effective, easily titrated to analgesic effect and as a class have a
favorable benefit-to-risk ratio. KADIAN™ has demonstrated in clinical efficacy studies
that it is an effective strong analgesic drug product. The risks associated with treatment
with KADIAN™ are similar to those for other morphine products.

The contents of this submission are organized in the following manner:

Volume 1 Item 13 Patent Information

Item 15 Other Information

Item 1 Index

Item 2 Application Summary
Volumes 2-18 Item 3 Chemistry, Manufacturing and Controls
Volumes 19-20 Item 4a Samples

ltem 4b Methods Validation Package
Volume 21 ltem 4c Labeling
Volumes 22-25 Item 5 Non-clinical, Pharmacology & Toxicology
Volumes 26-58 ltem 6 Human Pharmacokinetics and Bioavailability
Volumes 59-103 ltem 8 Clinical

Volumes 104-136 Item 10 Statistics
Volumes 137-148 Item 11 Tabulations
Volumes 149-189 Item 12 Case Report Forms
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NDA 20-616
28 June 1995

Page 3
&

If you have any questions, please contact me directly in New Jersey at (908) 527-9100.
Yours sincerely,

Faulding Inc.

/{t/' c,? b [/(/z/ e

George Wagner
Manager, Regulatory Affairs

Enclosures

CC: Heike Carmichael, F.H. Faulding & Co. Ltd.
Frank Sasinowski, Hymen, Phelps and McNamara
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Faulding Inc.

A Division of F.H. Faulding & Co. Limited Incorporated in South Australia

K

P VERNIGHT RIER

July 05, 1995

Heather L. Pedersen

Newark District Pre-Approval Program Manager
North Brunswick Resident Post

120 North Center Drive

North Brunswick, New Jersey 08902

Dear Ms. Pedersen:

In accordance with 21 CFR 314.50, Faulding Inc. hereby submits a Field Copy of our
New Drug Application for KADIAN™ Morphine Sulfate Sustained-release Capsules,
20 mg, 50 mg and 100 mg. The Field Copy contains the Chemistry, Manufacturing
and Controls Section of the application, the application form (Form FDA 356(h)), and a
certification that the Field Copy is a true copy of the Chemistry, Manufacturing and
Controls Section contained in the Archival and Review Copies of the application.

In accordance with 21 CFR 314.60 and 314.71, Faulding will submit Field Copies of all
amendments and supplements to this application as they are generated and submitted
to the Agency.

If you have any questions concerning this submission, please do not hesitate to
contact me at (908) 527-9100 EXT. 337.

Sincerely,

Faulding In¢.

George Wagner

Manager, Regulatory Affairs

Enclosure

cc: H. Carmichael, Manager, Regulatory Affairs - Faulding Pharmaceuticals
D. Karaban, Director of Compliance - Purepac Pharmaceuticals

200 Eimora Avenue, Elizabeth NJ 07207 USA
TEL: +1-908-527-9100 * +1-800-526-6978
AX: +1-908-558-1589

A
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KADIAN™ NDA 20-616
Morphine Sulfate Sustained-release Capsules

Index
ltem Description Volume Page
COVER LETTER 1
- FORM FDA 356h 1 1
i3 PATENT INFORMATION 1 4
15 OTHER INFORMATION 1 6
1. Exclusivity Information 1 6
2. Bioavailability Study Waiver for 100mg and 20mg
Kadian Capsules 1 7
3. Pentium Chip Certification 1 8
LETTERS OF AUTHORIZATION 1 9
1 INDEX 1 32
2 APPLICATION SUMMARY 1 89
1. Proposed Text of the Labeling for the Drug -
Annotated 1 90
2. Pharmacologic Class, Scientific Rational,
Intended Use, and Potential Clinical Benefits 1 109
3. Foreign Marketing History 1 113
4. Chemistry, Manufacturing and Controls
Summary 1 116
5. Non-Clinical Pharmacology and Toxicology
Summary 1 144
6. Human Pharmacokinetics and Bioavailability
Summary 1 170
7. Clinical Data Summary and Results of
Statistical Analysis 1 204
8. Discussion of Benefit/Risk Relationship 1 337
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB8 No. 0910-0001.

PUBLIC HEALTH SERVICE Expiration Date: April 30, 1994.
FOOD AND DRUG ADMINISTRATION P See OMB Statement on Page 3.
APPLICATION TO MARKET A NEW DRUG FOR HUMAN USE FOR FDA USE ONLY
OR AN ANTIBIOTIC DRUG FOR HUMAN USE PATE RECEIVED DATE FILED

(Title 21, Code of Federal Regulations, 314)
DIVISION ASSIGNED | NDAJANDA NO. ASS.

NOTE: No application may pe filed uniless a compieted appncation form has been received (21 CFR Part 314).
NAME OF APPLICANT DATE OF SUBMISSION

Faulding Inc. (a division of F.H. Faulding & Co. Limited) ZZ7 M a'e //0;?5/
TELEPHONE NO. (inciude Area Code)

ADDRESS (Number, Street, City, State and Zip Code) (908) 527-9100
200 Elmora Avenue NEW DRUG OR ANTIBIOTIC APPLICATION
Flizabeth , NJ 07207 NUMBER (!f previously issued)
20-616
DRUG PRODUCT
ESTABLISHED NAME (e.g., USPIUSAN) PROPRIETARY NAME (if any)
(Morphine Sulfate Sustained-Release Capsule$)
CODE NAME (if any) CHEMICAL NAME
MOLLY MORPHINE SULFATE
KAPANOL
DOSAGE FORM ROUTE OF ADMINISTRATION STRENGTH(S)
CAPSULE ORAL 20mg
50mg
100mg

PROPOSED INDICATIONS FOR USE

I'(ADIAN is indicated for the management of pain where treatment with an opioid analgesic
is indicated for more than a few days.

LIST NUMBERS OF ALL INVESTIGATIONAL NEW DRUG APPLICATIONS (21 CFR Part 312), NEW DRUG OR ANTIBIOTIC APPLICATIONS (27 CFR Part
314), AND DRUG MASTER FILES (27CFR 314.420) REFERRED TO IN THIS APPLICATION:

IND #35,553 - Kapanol (encapsulated polymer-coated sustained release morphine sulfate
pellets) - Faulding Pharmaceuticals

DMF Type 1 #5685 - Faulding Pharmaceuticals (A division of F.H. Faulding & Co. Limited)
SEE ATTACHED LIST OF DMF REFERENCES

INFORMATION ON APPLICATION
TYPE OF APPLICATION (Check one)

BX THIS SUBMISSION IS A FULL APPLICATION (27 CFR314.50) [ THIS SUBMISSION IS AN ABBREVIATED APPLICATION (ANDA) (21 CFR 314.55)

IF AN ANDA, IDENTIFY THE APPROVED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
NAME OF DRUG HOLDER OF APPROVED APPLICATION

TYPE SUBMISSION (Check one)
[0 PReESUBMISSION [0 ANAMENDMENT TO A PENDING APPLICATION [0 SUPPLEMENTAL APPLICATION
X ORIGINAL APPLICATION O resusmission ’
SPECIFIC REGULATION(S) TO SUPPORT CHANGE OF APPLICATION (e.g., Part 314.70(b)2)(iv))

PROPOSED MARKETING STATUS (Check one)

X arpLICATIONFORA PRESCRIPTION DRUG PRODUCT (Rx) [J APPLICATION FOR AN OVER - THE - COUNTER PRODUCT (OTC)
FORM FDA 356h (10/93) PREVIOUS EDITION IS OBSOLETE. Page |

CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER ALLERGAN MRI nn7an14a
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CONTENTS OF APPLICATION

This application contains the following items: (Check all that apply)

1. Index

X |2. Summary (21 CFR 314.50 (c))

X 3. Chemistry, manufacturing, and control section (21 CFR 314.50 (d) (1))

X 4. a. Samples (21 CFR 314.50 (e) (1)) (Submit only upon FDA’s request)

X b. Methods Validation Package (21 CFR 314.50 (e) (2) (i))

c. Labeling (21 CFR 314.50 (e) (2) (ii))

X i. draftlabeling (4 copies)

ii. final printed labeling (12 copies)

X 5. Nonclinical pharmacology and toxicology section (21 CFR 314.50 (d) (2))

X 6. Human pharmacokinetics and bioavailability section (21 CFR 314.50 (d) (3))

7. Microbiology section (21 CFR 314.50 (d) (4))

tal
[+

. Clinical data section (21 CFR 314.50 (d) (5))

9. Safety update report (21 CFR 314.50 (d) (5) (vi) (b))

. X 10. Statistical section (21 CFR 314.50 (d) (6))

X 11. Case report tabulations (21 CFR 314.50 (f) (1))

X 112. case reports forms (21 CFR 314.50 (f) (1))

X 13. Patent information on any patent which claims the drug (21 U.S.C. 355 (b) or (c))

14. A patent certification with respect to any patent which claims the drug (21 U.S.C. 355 (b) (2) or (j) (2) (A))

Exclusivity information and Pentium Chip Certification

X 15. OTHER (Specify) Bioavailability Waiver for 100 mg and 20 mg KADIAN™ Capsules,

agree to comply with all laws and regulations that apply to approved applications, including the following:
1. Good manufacturing practice regulations in 21 CFR210 and 211.
2. Labeling regulationsin 21 CFR 201. i
3. In the case of a prescription drug product, prescription drug advertising regulations in 21 CFR 202.
4. Regulations on making changes in application in 21 CFR314.70,314.71, and 314.72.
S. Regulations on reportsin 21 CFR 314.80 and 314.81.
6. Local, state and Federal environmental impact laws.

product until the Drug Enforcement Administration makes a final scheduling decision.

| agree to update this application with new safety information about the drug that may reasonably affect the statement ?f :on;uindi:atnf):&
warnings, precautions, or adverse reactions in the draft labeling. | agree to submit these safety update reports as fO“OW"~ (1) 4 months a d‘:
the initial submussion, (2) following receipt of an approvabie letter and (3) at other times as requested by FDA. If this application is approved,

it this application appues to a drug product that FDA has proposed for scheduling under the controlled substances Act | agree not to market the

NAME OF RESPONSIBLE OFFICIAL ORAGENT SIGNATURE OF RESPONSIBLE QFFICIAL OR AGENT
George Wagner "/

DATE ,

#E S|

/ ./
Regulatory Affairs Manager ‘_/;é 5{/(,/(,/7&
7 14

ADDRESS (Street, City, State, Zip Code)
200 Elmora Avenue ,

TELEPHONE NO. (inciude Area Code)

Elizabeth, NJ 07207 _ (908) 527-9100

(WARNING: A willfully false statement is a criminal offense. U.S.C. Title 18, Sec.1001.)

FORM FDA 356h (10/93)
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NDA 20-616

ATTACHMENT to FORM FDA 356h

FAULDING INC.
KADIAN™ MORPHINE SULFATE SUSTAINED-RELEASE CAPSULES

List of drug master files referred to in this application:

DMEF Holder DME No.
Quantum Chemical Co. 885
Noramco of Delaware Inc. 5775
6967
Mallinckrodt Chemical Inc. 5857
Capsugel 3367
Tek Products & Services, Inc. 6995
Ampacet 8354
8763
Drug Plastics & Glass Company, Inc. 1933
American White Cross 4164
(Formerly: National Patent Medical)
Carolina Absorbent (Cotton Co) 6855
Solvay Polymers, Inc. 3720
Lyondell Polymers 5036
Van Blarcom Closures, Inc. 5828
Mold-Rite Plastics, Inc. 9775
3 M Corporation 3782
Paco Pharmaceutical Services, Inc. 3347
Klockner Pentaplast of America, Inc. 3764
Reynolds Metals Company 984
Chevron Chemical Company 1572
Eastman Chemcial Company 9522
000003
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KADIAN™ NDA 20-616
Morphine Sulfate Sustained-release Capsules

ITEM 13 PATENT INFORMATION

The following patent information is submitted by Faulding, in accordance with 21 CFR
Part 314.53(c), is relevant to the product the subject of this New Drug Application,
Kadian™ Morphine Sulfate Sustained-release Capsules, 20mg, 50mg and 100mg.

A. PATENT INFORMATION

1. Patent Number: 5,202,128
Expires: 13 April, 2010
Type: Drug Product Patent
Owner: F. H. Faulding & Co. Limited, Australia
Agent: Mr George Wagner
Regulatory Affairs Manager
‘ Faulding Inc.
0 200 Elmora Avenue
Elizabeth NJ 07207
2. Patent Number: 5,378,474
Expires: 23 March, 2010
Type: Drug Product Patent
Owner: F. H. Faulding & Co. Limited, Australia
Agent: Mr George Wagner
Regulatory Affairs Manager
Faulding Inc.

200 Elmora Avenue
Elizabeth NJ 07207

006004

CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER ALLERGAN MDL 00780119
P-23057 _ 00024



KADIAN™ NDA 20-616
Morphine Sulfate Sustained-release Capsules

B. DECLARATIONS

1. The undersigned declares that Patent No. 5,202,128 covers the formulation or
composition of Kadian™ Morphine Sulfate Sustained-release Capsules. This
product is the subject of this application for which approval is being sought.

L

Signature:

Name: Josephine Dundon

Title: Group Manager, Intellectual Property & Legal Services
Date: AL T ome  [795

2. The undersigned declares that Patent No. 5,378,474 covers the formulation or
composition of Kadian™ Morphine Sulfate Sustained-release Capsules. This
product is the subject of this application for which approval is being sought.

Signature:
Name: Josephine Dundon
Title: Group Manager, Intellectual Property & Legal Services
Date: RS Tine (995
00G005
CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER ALLERGAN_MDL_00780120
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KADIAN™ NDA 20-616
Morphine Sulfate Sustained-release Capsules

EXCLUSIVITY INFORMATION

The following information is submitted by Faulding, in accordance with 21 CFR Parts
314.50(j) and 314.108(b)(4), in support of a claim for exclusivity for the product the
subject of this New Drug Application, Kadian™ Morphine Sulfate Sustained-release
Capsules, 20mg, 50mg and 100mg.

1. Faulding claims exclusivity under 21 CFR Part 314.108(b)(4) for Kadian™
Morphine Sulfate Sustained-release Capsules 20mg, 50mg and 100mg, the
product the subject of this application for which approval is being sought.

2. Faulding claims exclusivity under 21 CFR Part 314.108(b)(4) on the basis that,
this application: |

(i) has been submitted under section 505(b) of the Act;
(ii) will be approved after September 24, 1984;

(iii) is for a drug product that contains an active moiety, morphine sulfate, that
has been previously approved in another application under section 505(b)
of the Act; and

(iv) contains reports of clinical investigations conducted or sponsored by
Faulding that are essential to approval of the application as made.

3. Faulding certifies that, to the best of its knowledge, the clinical investigations
included in this application meet the definition of "new clinical investigations” as
set forth in 21 CFR Part 314.108(a).

Faulding further certifies that it has thoroughly searched the scientific literature
and to the best of its knowledge and belief, there are no published studies
which adequately support the indications and labeling proposed by Faulding for
the product the subject of this NDA, Kadian™ Morphine Sulfate Sustained-
release Capsules 20mg, 50mg and 100mg. Further, no morphine sulfate
product approved for marketing in the US, has been approved for
administration under a once-a-day or twice-a-day dosing schedule.

Faulding further certifies that all clinical studies included in this application have
been conducted by F. H. Faulding & Co. Limited as named in the forms FDA-
1571 for the investigational new drug application (IND#35,553) under which the
new clinical investigations were conducted. Faulding Inc, the sponsor of this
application, is a wholly owned US subsidiary of Faulding.

000006
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Mr George Wagner

Regulatory Affairs

Faulding Pharmaceuticals

Elmora Avenue

Elizabeth, New Jersey 07207 December 2, 1994

Dear George
Re: Waiver of bioavailability study for 100mg and 20mg Kapanol® capsules.

This is to advise that the Agency has considered your request for the waiver of a bioavailability
study comparing 100mg Kapanol® capsules manufactured at different sites.

In the interests of the safety of the individuals participating in the bioavailability study and given
that Faulding Ltd. intend to conduct a bioequivalence study comparing 50 mg doses manufactured
at the Australian and U.S.A. sites, a waiver is granted provided that;

1. evidence is submitted which demonstrates that each dosage strength manufactured at either
site is proportionally similar with regard to the active and inactive ingredients;

s the 50mg, 20mg and 100mg product meet an appropriate in vitro test approved by the
F.D.A.

The waiver of a bioequivalence study comparing 100mg dosage strengths is also applicable to
the 20mg dosage strength.

Yours sincerely;

/A %{/Amc/ C

Peter Lockwood (Pharmacokinetic Reviewer).
HFDO07/MCNEALE, LOCKWOOD

[

HFDOO7/IND 35553 (—~ «7,,“,/ ¢ Prisan /wé’

QOGOU?
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o | | &3 HARRIS

624 Peach Street

P.O. Box 80837

Lincoln, NE 68501

(402) 476-2811

Fax: (402) 476-7598
January 26, 1995

To Whom It May Concern:

This letter is to certify that Harris Laboratories, Inc., has not used
any computer utilizing a Pentium chip in the analysis or handling of data
for any project.

Sincerely,

<" Jamés E. McClurg, Ph.D,
. Président and CEO

Life Sciences

C0GGUs
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| @f NORAMCO oF beLAWARE INC.

500 OLD SWEDES LANDING ROAD * WILMINGTON, DELAWARE 19801-4417
302-652-3840 * FAX 302-652-4417 '

August 11, 1994

Food and Drug Administration

Center for Drug Evaluation & Research
Central Document Room

12420 Parklawn Drive

Room 2 - 14

Rockville, MD 20852

RE: Drug Master File No. 5775 and 6967

Gentlemen:

We hereby authorize FDA to refer to Type I Drug Master File (DMF) No. 5775 and to Type II DMF
No. 6967, in support of any IND or NDA, including amendments or supplements thereto, filed by
Faulding, A Division of F.H. Faulding & Co., Ltd., 1538 Main North Road, Salisbury S. Australia, 5108
Australia, for any product which utilizes our Morphine Sulfate, USP, in the manufacture or packaging of

their product.

By copy of this letter, we also authorize Faulding, A Division of F.H. Faulding & Co., Inc. to
incorporate by reference Type I DMF No. 5775 and Type I DMF No. 6967, in any IND or NDA
utilizing our Morphine Sulfate, USP, including any amendments or supplements thereto, submitted to
FDA.

The information contained in Type I DMF 5775 and Type II DMF 6967 should be held confidential in
conformance with 21 CFR Part 20 and 21 CFR 314.430.

We certify that all operations, procedures and materials used will be in conformance with said Master
Files, with notification of any change made to Faulding, A Division of F.H. Faulding & Co., Ltd.
Furthermore, we certify that the methods, facilities and controls employed are in conformance with
Current Good Manufacturing Practice as applicable to bulk pharmaceutical chemicals.

Sincerely,

Edward F. Kowalski
Quality Assurance Administrator

00000
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INCKRODT
CHEMICAL

Mallinckrode Chemieal, Inc.
1630S Swirpley Ridge Drive
Chesterield, Missouri 63017-1777

Tdephone (314) 530-2000
Facsimile (314) 530-2505

CERTIFIED MAIL

RETURN RECEIPT REQUESTED

January 10, 1995

Drug Master File Staff

Food and Drug Administration
12420 Parkiawn Drive, Room 2-14
Rockville, Maryland 20852

Subject DMF #5857 - Morphine Sulfate

You are hereby authorized to reference Mallinckrodt's Type 1l DMF #5857 for Morphine
Sulfate, Code 1516, in support of INDAs, NDAs, NADAs, and ANDAs submitted by:

Faulding, A Division of F.H. Faulding & Co. Lid.

1638 Main North Road
Salisbury, South Australia
5108 Australia

Thank you.

Sincerely,

(Lol T, S

Charles H. Smith
Responsible Agent

cc G. Rozman /
B. Spencer

000040
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® PARKE-DAVIS

Sean Brennan, Ph.D.

February 1, 1995

Re: Type IV Drug Master File No. 3367
Letter of Authorization

Drug Master File Staff

Food and Drug Administration
12420 Parklawn Drive, Room 2-14
Rockville, Maryland 20852

Dear Sir/Madam:

We, Parke-Davis, as the agent for Capsugel, Division of Warner-Lambert Company
with main offices located at 201 Tabor Road, Morris Plains, New Jersey, 07950, do
hereby authorize the Food and Drug Administration to refer to our Type IV Capsule
DMF 3367, Greenwood, South Carolina facility on behalf of:

Faulding
A Division of F.H. Faulding Co. LTD

0 1538 Main North Road
Salisbury, South Australia 5108

AUSTRALIA

in support of any IND, NDA or ANDA submission for the above company’s
encapsulated drug products utilizing our gelatin capsules manufactured at the
Greenwood facility.

The empty gelatin capsules supplied to the above company will be produced in
conformance with the methods and procedures as outlined in the Drug Master File
No. 3367 which was last updated February 4, 1994. The pages that pertain to empty
gelatin capsule specifications are:

Page 33-34 - Components list
Page 35 - Reference to the Capsules Specification
sheet supplied to our customers for inclusion in their

submission

Page 38-51 - Manufacturing Information, Techniques and Materials of
a Proprietary Nature.

Tansa o Warre Lamter Cormpary

000011
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CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER

Drug Master File Staff
February 1, 1995
Page 2

We certify that to the best of our knowledge the methods used in. and the facilities
and controls used for the manufacture, processing, packing, and holding of the empty
gelatin capsules conform to Current Good Manufacturing Practices as set forth in 21
CFR Parts 110, 210 and 211. We further certify that all dyes are from FDA certified
batches, and all other materials used in the manufacture of the empty gelatin capsules
meet the Food Additives Regulations.

It is understood that the information contained in DMF No. 3367 shall be treated as
confidential in accordance with the provisions of the Federal Food, Drug and
Cosmetic Act and Code of Federal Regulations.

Should you have any questions regarding this submission, please contact me at
313/996-7596 or FAX 313/996-7890.

Sincerely,

ﬂé/(,. ‘z;{} W’*—-)

--Sean Brennan

SB/rp
m:/dmf/3367/13095.fda

006012
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TEK Products & Services, Inc.

530 Crestmont Street, Reading, PA 19611
Phone (610) 376-0690 FAX (610) 376-6510

February 22, 1995

Food and Drug Administration
Center for Drugs and Biologics
Central Document Room

12420 Parklawn Drive, Room 2-14
Rockville, MD 20852

Dear Sir/Madam:

Identification of DMF

DMF Number Assigned: DMF 6995
Date of Submission: February 22, 1995

Title of Submission: Type IV; Imprinting Inks for
Marking Pharmaceutical Dosage Forms

Holder of Submission: Tek Products & Services, Inc.

Submitted By: Tek Products & Services, Inc.

Agent(s): None

By copy of this correspondence, I am granting Faulding, A Division
of F.H. Faulding Ltd., 1538 Main North Road, Salisbury, South
Australia, 5108 Australia, access to information regarding the
following Imprinting Ink Formulae from the DMF specified above:

DMF 6995 Page No.
TekPrint™ sw-9009 Black I-909
Please add this access letter at page number F2 - 1. Thank you for
your time and consideration.
Sincerely,

Uhm&*i:h.\dgyabwa

Donald N. Lykens

President
DNL:pml
cc: Mr. Andy Fox
“The Finest Ry Inks Through Technology” 006013
CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER ALLERGAN_MDL_00780128
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Quantum Chemical Company
<Eipll€llltlllll

Allen Research Center
11530 Northlake Drive
P.O. Box 429566
Cincinnati. OH 45249
513-530-6500

DRUG MASTER FILE #885

May 17, 1995

Drug Master File staff

Food and Drug Administration
12420 Parklawn Drive, Room 2—14
Rockville, MD 20852

Gentlemen:

This is to grant permission to the FDA to consult Quantum
Chemical Company, DMF 885 to determine the suitability of
PETROTHENE® LR 7340-43 (formerly LR 734-43) used in a
pharmaceutical product application by F.H. Faulding, 200 Elmora
Avenue, Elizabeth, NJ 07207, attention: Ms. Liz Reilly.

LR 7340-43 is molded by Drug Plastics & Glass, One Bottle Drive,
Boyertown, PA 19512, attention: Mr. Ross Campbell.

This is also to inform the FDA that the LR 7340-43 filing we made
4/16/93 still describes our LR 7340-43.

Sincerely,

Bowmand Woe L

Bernard Henn
Coordinator of Regulatory Affairs
Product Applications Safety

BH:ss

copy: Ms. Liz Reilly
Pure Pac Pharmaceuticals Co.
—_— 200 Elmora Avenue
Elizabeth, NJ 07207

006014
A Hanson Company
*x TOTAL PAGE.BQB2 *x
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Quantum Chemical Company
@uantum

Allen Research Center
11530 Northlake Drive
P.O. Box 429566
Cincinnati. OH 45249
513-530-6500

DRUG MASTER FILE #885

May 17, 1995

Drug Master File staff

Food and Drug Administration
12420 Parklawn Drive, Room 2-14
Rockville, MD 20852

Gentlemen:

This is to grant permission to the FDA to consult Quantum
Chemical Company, DMF #885 to determine the suitability of
PETROTHENE® LR 7320-00 high-density polyethylene used in a
pharmaceutical product application by F.H. Faulding, 200 Elmora
Avenue, Elizabeth, NJ 07207, attention: Ms. Liz Reilly.

LR 7320-00 is molded by Drug Plastics & Glass, One Bottle Drive,
Boyertown, PA 19512, attention: Mr. Ross Campbell.

This is also to inform the FDA that the LR 7320-00 filing we made
4/16/93 still describes our LR 7320-00.

Sincerely,

Bsrinand Ronns/ .

Bernard Henn
Coordinator of Regulatory Affairs
Product Applications Safety

BH:ss
copy: Ms. Liz Reilly
Pure Pac Pharmaceuticals Co.

200 Elmora Avenue
Elizabeth, NJ 07207

A Hansoa Company 000015

CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER ALLERGAN_MDL_00780130
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May 18, 1995

O FOOD & DRUG ADMINISTRATION
Central Document Room
Center for Drug Evaluation and Research
Park Building, Room 2-14
12420 Parklawn Drive
Rockvilie, Maryland 20852

RE: Drug Master File No. DMF8354;
11078 White PE MB

Dear Sirs:

We are advised that F.H. Faulding (200 Elmora Ave, Elizabeth, NJ 07207) has
submitted, or will be submitting, a New Drug Application or Abbreviated New Drug
Application. In this regard, they are proposing the use of our product designated as
11078 White PE MB.

We have data on file concerning this product in a Type il Confidential Food and Drug
Administration Drug Master File (DMF) No. 8354,

We hereby authorize the Food and Drug Administration to make reference to the data

. we have supplied in this DMF in connection with any F.H. Faulding New Drug
Application or supplements thereto for 11078. Of course, it is requested that the data
be maintained as confidential to the Food and Drug Administration as set forth in
Section 314.430 dealing with the confidentiality of data in New Drug Applications and
Abbreviated New Drug Applications and FDA's Public Information Reguilations set forth
in21 C.F.R. Part 20.

We thank you for your attention to this matter.

s

Denise R. Holl
Manager, Safety & Environmental

Sipcerely,

DRH/gf

cc. Ms. Liz Reilly - F.H. Faulding
Mr. Ross Campbell - Drug Plastics & Glass
Mr. Joe Schembri - Ampacet

o 000016
Ampacet Corporation » 6G0 White Plains Road » Tarrytown, N.Y. 10591-5130
Tol. (814) 631-6600 Admin. Fax (914) 631-7197
Mig. Fax (914) 631-0556 Salcs lax (914) 631-7278
CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER ALLERGAN_MDL_00780131
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May 18, 1995

FOOD and DRUG ADMINISTRATION

Central Document Room L
Center for Drug Evaluation and Research

Park Building, Room 2-14
12420 Parkiawn Drive
Rockville, Maryland 20852

Re: Drug Master File No. DMF 8763;
11447 White PE MB

Dear Sirs:

We are advised that F.H. Faulding (200 Eimora Ave, Elizabeth, NJ 07207) has submitted,
or will be submitting, a New Drug Application or Abbreviated New Drug Application. In this
regard, they are proposing the use of our product designated as 11447 White PE MB.

We have data on file conceming this product in a Type lil Confidential Food and Drug
Administration Drug Master File (DMF) No. 8763.

We hereby authorize the Food and Drug Administration to make reference to the data we
have supplied in this DMF in connection with any F.H. Faulding New Drug Application or
supplements thereto for 11447. Of courss, it is requested that the data be maintained as
confidential to the Food and Drug Administration as set forth in Section 314.430 dealing
with the confidentiality of data in New Drug Applications and Abbreviated New Drug
Applications and FDA's Public Information Regulations set forth in 21 C.F.R. Part 20.

We thank you for your attention to this matter.

Sincerely, 7?
Dénise R. Holl

Manager, Safety & Environmental
DRH/gf

¢c. Ms. LizReilly - F.H. Faulding
Mr. Ross Campbell - Drug Plastics & Glass

Mr. Joe Schembri - Ampacet
@ DMF 006017
Ampacetl Corporation « 660 White Plains Noad * Tarrytown, N.Y. 10581.513
Tel. (814) 631-6600 Admin. Fax (914) 631-71¢
Mfg. Fax (914) 631-0556 Sales Fax (914) 631.727
CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER ALLERGAN_MDL_00780132
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DRUG PLASTICS & GLASS COMPANY, INC.

@ A Family of Perfect Quality Bottlemakers
® ONE BOTTLE DRIVE, BOYERTOWN, PA 19512
(610) 367-5000  FAX (610) 367-9800

April 19, 1995

Mr. Mark Matarese

Product Coordination Staff
New Drug Evaluation

Food and Drug Administration
Central Document Room

1240 Park Building, Rm. 2-14
Rockville, MD 20852

REFERENCE; DMF-1933
Dear Mr. Matarese:

wWe hereby authorize you to incorporate, by reference, said Master
File in consideration of products filed by Faulding, Inc., Division
of F. H. Faulding & Co., Ltd., 1538 Main North Road, Salisbury,
South Australia, 5108 Australia, Attn: Ms. Liz Reilly.

Reference is made to our Master File DMF-1933 for packaging
components. DMF-1933 contains one volume and was most recently

' updated January 31, 1995.

We wish to advise you and we have represented to Ms. Liz Reilly,
Faulding, Inc., Division of F. H. Faulding & Co., Ltd., 1538 Main
North Road, Salisbury, South Australia, 5108 Australia, that the
operations which we will perform in all respects conform to the
description set forth in the said Drug Master File, and further
that no changes will be made without prior approval by the Food and
Drug Administration.

In your use of DMF-13833, please hold the information therein
confidential to the extent possible under 21 CFR Par 20 and 21 CFR
314.430.

Very truly yours,

DRUG PLASTICS AND GLASS CO., INC.

Of s EC

Ross E. Campbel]
Director of Quality

REC/mar
Encl.

cc: K. Scully,
L. Reilly (F. H. Faulding)

000018
QOYEATOWS, M KITTANNING, PA - SPARTANBURG, SC VALLEY GTY, ND OxFonD, N
CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER ALLERGAN_MDL_00780133
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349 Lake Road

AMERICAN Dayville, CT 06241 USA
WH lTE Tel: 203-774-8541
uC ROSS Fax: 203-774-1507

May 8, 1995

Drug Master File Staff

FOOD AND DRUG ADMINISTRATION
12420 Parklawn Drive

Room 2-14

Rockville, MD 20852

RE:; DMF 4164 Cotton, Rayon and Polyester Coil
Dear Madam/Sir:

You are authorized to review AMERICAN WHITE CROSS Master File DMF 4164, and amendments thereto for
Cotton, Rayon and Polyester Coil, in support of applications submitted by:

Faulding, Inc.

Division of F.H. Faulding & Co. Ltd.
1538 Main North Road
Salisbury, S. Australia 5108
Australia

The componeats, 6 gram Snopure Cotton Coil (Cat, #21166) and 12 gram Snopure Cotton Coil (Cat #21246),
included in the Master File, will be supplied to Fanlding Inc. by AMERICAN WHITE CROSS, located at 349
Lake Road, Dayville, Connecticut, 06241.

We certify that these components will be manufactured as described in the Master File and will meet the
specifications therein. Pertinent information for Snopure Coil may be found on pages 63, 64, 67, 89, 90, 91, 93,
94, 95, 96, 97, 99, 100, 102, 107, 108, 109, 116, 117, 118, 119, 120, 121, 122, 123, 124, 125, 126, 127, 146,
and 147.

No changes will be made without notifying Faulding Inc. and, if appropriate, amending our Diug Master File.
This permission and authorization shall not be construed to anthorize divulging any information to Faulding Inc.
or anyone else outside the Food and Drug Admunistration. We request that all information in the file be kept
confidential within the meaning of 21 CFR, Section 314.420.

Sincerely,

@

Paul B. Callahan
Director, Quality Programs
c AMERICAN WHITE CROSS
Formerly National Patent Medical
0006019
CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER ALLERGAN MDL 00780134
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ABJ’ORBENT COTTON CO. -

e

()

il

MANUFACTURED WHERE GROWN

POST OFFICE BOX 34276
CHARLOTTE,NORTH CAROLINA 28234

April 26, 1995

Mr. Thomas J. McGinnis, R.Ph. MR
Food & Drug Administration V)L Jod e
Central Document Room

12420 Parklawn Drive, Room 2-14

Rockville, Maryland 20852

Dear Mr. McGinnis:

Please be advised that the Food & Drug Administration has the
authorization to reference and review our Drug Master File,
number 6855, for all of our Type III Pharmaceutical Coil products
o as manufactured in our plant in Charlotte, North Carolina, on
behalf of Faulding Inc., division of F.H. Faulding Inc. Co. Ltd,
1538 Main North Road, Salisbury, South Australia, 5108 Australia.

Sincerely,

CAROLINA ABSORBENT COTTON COMPANY

~

Edwin O. Back
Director, Quality Assurance

¢ A
/é((,uc ey é_—

EB:df

cc: Ms. Kristel Dean, Carolina Absorbent Cotton Company
Ms. Liz Reilly, Purepac Pharmaceutical Company

. 0000<0

CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER ALLERGAN MDI 00780135
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§) | SOLVAY
o SOCVAY POLYMERS May 24, 1995

Quality Polymers Through Technology and People

Mr. Paul Chapman

Food and Drug Administration
Drug Master File Staff/CDR
Room 2-14

Park Bldg.

12420 Parklawn Drive
Rockville, MD 20852

RE: Drug Master File 3720

By copy of this letter, we are authorizing F. H. Faulding to incorporate by reference in any New Drug
Application (NDA), and/or Abbreviated New Drug Application (ANDA), Solvay Polymers, Inc. Drug Master

File 3720 on Fortilene® 1604 whenever Solvay Polymers, Inc. is considered as a supplier.

We authorize your office to review Solvay Polymers, Inc. DMF 3720 in support of the application or
supplements submitted by F. H. Faulding.

The products supplied to F. H. Faulding will be manufactured in accordance with DMF 3720 and will comply
with Good Manufacturing Practices.

We certify DMF 3720 is current; if changes are made to this DMF, F. H. Faulding will be notified and DMF
3720 will be amended.

Relevant information on Fortilene® 1604 is contained in Volume Il of DMF 3720.

Please hold the information in DMF 3720 confidential to the extent possible under 21 CFR 314.430 of the
New Drug and Antibiotic Regulations and 21 CFR 20.61 Public Information Regulations.

Yours truly,

Vendor's Autﬁorizing Official

Sam J. Valenti, lll
Regulatory Coordinator

F. H. Faulding

200 Elmora Avenue
Elizabeth, NJ 07207
Attn: George Wagner

Customer File
REG-85-168

0000<1

Solvay Polymers. Inc. - Tecnrical Center
‘—-—-————-——-] 1230 Battlegrouna Rcad. Deer Park. Texas 77536 Maiing Aagaress. PO Box 1000. Deer Park. Texas 77536-1000 1-800-338-0489 Fax: 713/476-3521
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1802 Fzrmont Par« aay
Lyondelf¢
Sa3sagena Texas TT3I05-1725 bt J

“aiepnore 713 291 2720

May 3, 1995

Food and Drug Administration

Center for Drugs and Biologics

Drug Master File Staff

Central Document Room (Room 2-14)
Park Building

12420 Parklawn Drive

Rockville, MD 20852

RE: Drug Master File: 5036
Date of Submission: October 1, 1994 Update
Pages: 36, 37, and 38, PP S1B30V
Title: Type III; Lyondell Polypropylene Resins
Holder/Submitter: Lyondell Polymers Corporation

Attention DMF Staff:

Lyondell Polymers Corporation, P.O. Box 2006, Pasadena, TX 77505-1195, hereby authorizes
the Food and Drug Administration to use the information contained in our Drug Master File for
Lyondell Polypropylene Resin PP 5/B30V when requested by FAULDING, Inc., 1538 Main
North Road, Salisbury, South Australia, 5108, Australia, in behalf of any Notice of Claimed
Investigational Exemption for a New Drug (IND), New Drug Application (NDA), Abbreviated
New Drug Application (ANDA), or supplement filedby =~ FAULDING, Inc. Duplicate copies
of our Drug Master File 5036 for Lyondell Polypropylene Resin PP 5/B30V are on file with the
FDA.

We warrant that the Lyondell Polypropylene Resin PP 5/B30V to be furnished to FAULDING,
Inc. will be manufactured as described in the Drug Master File 5036 and will meet the
specifications therein.

It is requested that this data be maintained confidential to the Food and Drug Administration in
accordance with 21 CFR Part 20 and Section 314.430 of the regulation of the Federal Food,
Drug, and Cosmetic Act.

Sincerely yours,
Thomas L. Harder, C.S.P.
Product Safety Supervisor
TLH/eo
cc: DMF 5036/95 - B317.403
FAULDING, Inc.
Mold-Rite Plastics
5 2
HATLHARDER\WPDATA\S077.TLH 00002‘:
Jwision of Lvongen Petrrocnemical Comoany
CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER ALLERGAN_MDL 00780137
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Van Blarcom 156 Sanford Street “Answering your  :.

Closures, Inc. Brooklyn, N.Y. 11205 needs in closures”
(718) 855-3810 e

Fax 718-935-9855

June &, 1995

Drug Master File Staff 3&
FOOD AND DRUG ADMINISTRATION

Tentral Document Room (Room 2-14)

12420 2arklawn Drive

Rockville, MD 20852

SE: DJrus Master STile DMF #5828 - 33M/M, IOM/M, 45M/M AND S3M/M
SAF-CAP I CHILD RESISTANT
CLOSURE.
Jear 3Sir: -

By copy oI this letter, we are authorizing:

AULDING
mora Avenue Sunihe

Eilizagech, NJ 072¢7
©0 irncorzoracte by reference In any New Jrug Appiicaticsn (NDA), and/or
Abbreviated New Drug Application (ANDA), Van Blarcom Closures Drug
Master File #5828 on our Zm/m, 238m/m, «<45m/m and S3m/m Zai-Cap I (all
alastic) chill resiscant T.osures wiaenswver Van Blarcom Jlosurss is
considerei sz a suppller

We authorize your ofiice to review Van 51arcom Closures B
DMF #5823 in support v:I the application or supp.ements Juam.-bed by
[

i, FAULC TNG. ey

‘f chances are

H luzn “Wii: De

Cap I Thililé resistant o
&, ané 17 Volume 1, il
inent laformation on cae ~nll
This entire =

CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER ALLERGAN_MDL_00780138
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CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER

FOOD AND DRUG ADMINISTRATION June 5, 1995

Please hold the information in DMF #5828 confidential to the
extent possible under 21 CRF 314.430 of the New Drug and Antibiotic
Regulations and 21 CRF 20.61 Public Information Regulations.

Very truly vours,

VAN BLARCOM TLOSURES, INC.

qwr¢¢2>4zu¢@ﬂ' -

JS:im OHN =CUDERI
cc: SALES MANAGER
F.H. FAULDING

200 Elmora Avenue

-Elizabeth, NJ 07207 - -

Attn: George Wagner

00C0<4

ALLERGAN_MDL_00780139

P-23057 _ 00044
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MOLD-RITE PLASTICS, INC.

o
Gl

1 PLANT STREET, P.O. BOX 160

N> PLATTSBURGH, NEW YORK 12901
% (518) 561-1812
® MAY 1 5 1395
April 27, 1995
Mr. Mark Matarese
Drug Master File Staff
Food & Drug Administration
Central Document Room
Park Building, Room 214
12420 Parklawn Drive
Rockville, MD 20857
RE : DRUG MASTER FILE 9775
MOLD-RITE PLASTICS, INC.
DATE OF SUBMISSION: JULY 8, 1992
Gentlemen:

This letter authorizes the Food & Drug Administration to refer
to our Drug Master File 9775 on behalf of, and in support of any
IND, NDA, or ANDA submitted by Faulding, Inc., Div. of F.H.
Faulding & Co., Ltd., 1538 Main North Road, Salisbury S. Australia
5108, Australia.

The products referenced are manufactured with white Lyondell
polypropylene and lined with PS22, & X-14 from Tekni-Plex, F-217
from Triseal, and SG75 from 3M as found on pages 74, 75, 79, 85,
86, 99, 100, & 108.

The information contained in our Drug Master File 9775, and
all current and subsequent amendments thereto, is to be treated as
CONF IDENTIAL, and not to be disclosed by the Food & Drug
Administration to Faulding, Inc., or to any person outside the Food
& Drug Administration without prior notification and written assent
of Mold-Rite Plastics, Inc.

Sincerely,
Mold-Rite Plastics, Inc.
o //I
aul Titherington
President
0000<3

CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER
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m May 2, 1998

Central Dasumant Room

Pood and Drug Administration
Park Buildizng

12420 Parkxlawn Drive

Roem 214
Rockville, MD 20857
Re: Safe-Gard Induction Innersesl #75M

Drug Master File 3782
To vhom it may concern:

Ke ara requesting that you open DMY 3782 for review af
Safe-Gard Brand Induction Innerseal $75M for aay IND,
NDA, ANDA or supplemsntal NDA submitted by Faulding,
Inc., Division of F.H. Faulding & Co,, Inc.

Prug Naster File 17682 was last amended for Safe-Gard #7BM
io April, 1994. Safe-Gazrd 78M will be wmanufactured in
Rccordancs wich Good Manufacturing Practice. 3N will
notify the customer of any formulation change.

e 8incerely, ' 1. )
(/e)"’ﬁ f?—/‘(l“"&&

John B. Nordale
Seniaor gpecialist, Regulatory Affairs
(612) 736-4221

jen

¢: Faulding, Iae.
Div. of ¥.X. ¥Faulding & Co., Iac.
1838 Main North Road
8alisbury, South Australia, 5108
Australia

Gary Titherington
FAX: (518) 561-0017

0000<6
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PACO PHARMACEUTICAL SERVICES, INC. | 1200 PACO WAY, Lakewood, New Jersey 08701 908 / 367-9000
FAX 908 / 364-5266

© , O IPACO

complete packaging and manufacturing services for the pharmaceutical and health care industries
February 2, 1995

Food and Drug Administration
Drug Master File Staff

Central Document Control Room
Park Building, Room 2-14

12420 Park Lawn Drive
Rockville, MD 20852

Re: Drug Master File No. (s) 3347 (Rev. 9/94)
Paco Packaging, Inc.
1200 Paco Way, Lakewood, NJ 08701

To Whom It May Concem:

We hereby authorize you to incorporate, by reference, said Master File in consideration of manufacturing and/or
packaging the products (s) that are listed below (IND, NDA, ANDA), on behalf of the named firm.

FIRM: Faulding, Inc./A Division of F.H. Faulding & Co., LTD.
1538 Main North Road
Salisbury, S.A. 5108
Australia
PRODUCT (S): Any and All Products
Please refer to the specific section (s) of the Drug Master file (s) listed below in support of the aforementioned
drug applications (s).
Title or Subject Addendum DMF
of DMF Document _page no. (s)
Drug Master File
Type 1 In its entirety

We certify that the methods, facilities, and controls used for manufacturing and/or packaging are in conformity
with current Good Manufacturing Practices set forth in 21 CFR 210 and 211.

We further certify that appropriate customers will be notified, prior to its implementation, of an essential change :
Paco's operations.

Very truly yours,

. - Paul J. Siciliano

Director, Quality Assurance

and Regulatory Affairs 0060Z¢
PJS/h/ purepacimpzart
PGO
CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER ALLERGAN MDI 0n78n149
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KLOCKNER PENTAP! AES 22 0
KKLOCKNER KLOCKNER PENTAPLAST OF s
PENTAPLAST Gordonsviie, VA 22942 USA

Phone: 703-832-3600
Fax: 703-832-5656

January 17, 1995

Food and Drug Administration

Center for Drugs and Evaluation & Research
Central Documents Room

Room 214

12420 Parklawn Drive

Rockville, MD 20857

RE: Type lll Drug Master File No. 3764 Rigid PVC Sheet Marketed as
Pentapharm

Dear FDA Reviewer:

The purpose of this letter is to provide authorization for FDA to refer to the Type Ili Drug
Master File for Kléckner Pentaplast's rigid PVC Sheet (Pentapharm) in reviewing any
claimed notice of Investigational Exemption of a New Drug (IND) or for a New Animal Drug
(IAND), New Drug Applications (NDA), New Animal Drug Applications (NADA), Abbreviated
New Drug Applications (ANDA) and any supplements or amendments thereto submitted by:

O ' Faulding, Inc.
‘ A Division of F. H. Faulding & Co., Ltd.
1538 Main North Road
Salisbury SA 5108
Australia

They will be using our type PA 33C/02. Information on this type can be found in
submission dated April 25, 1994. Our DMF has been updated within the last year.

We certify that all material used in the Production of our sheet meet the appropriate Food

Additive Regulations and that the material will be produced in compliance with Title 21 CFR
Part 211 - Good Manufacturing Practices.

H. O. Sargent
Laboratory Manager

HOS:cbt

cc. t Johin Christoffersen - Purepac

0G00Z8

Rigid F-im and Sheet « Worldwide
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REYNOLDS METALS COMPANY

Flexibie Packaging Division ¢ Technology Center
2101 Reymet Road + Richmond, Virginia 23237-3768 « (804)281-2000
January 23, 1995

Central Document Room

Food and Drug Administration
Center for Drugs and Biologics
12420 Parklawn Drive

Room 214, Park BRuilding
Rockville, MD 20852

Reference: Type III Drug Master File #984
Amendment: #13
Filing Dates: December 9, 1994

Dear Sir:

Information on Reynolds' Drug Pak 257 has been placed in a
Confidential New Drug Master File in anticipation of the
potential use of this material for drug packaging. Please refer
to the above listed amendment and filing date in place of page
numbers. Future dated amendments may be found in the latest
table of contents.

Subject to the conditions stated in Section 314.420 of your
regulations:

1. We hereby authorize you to refer to it in considering the new
drug status of any product and in considering any new drug
application or IND, or supplemental NDA.

2. We hereby authorize Faulding Inc., A Division of Faulding &
Co., Ltd, Salisbury, SA 5108 Australia to ask you to refer to
it in considering the new drug status of their products, and

3. We hereby authorize Faulding Inc., A Division of Faulding &
Co., Ltd, Salisbury, SA 5108 Australia to incorporate it by
reference in any new drug application or IND, or supplemental
NDA.

The above product will be manufactured in accordance with Drug
Master File 984 and the referenced amendment and filing date and
in compliance with current good manufacturing practices. No
changes will be made to this product without amendment to our
Drug Master File 984 and notification of our customers.

Very truly yours,

. A e
Merle S. Kahn, Ph.D.
Manager, Requlatory Affairs

Q0003

cc: John Christofferson - Purepac Pharmaceutical Co.

CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER ALLERGAN_MDL_00780144

P-23057 _ 00049



& Chevron

Chevron Chemical Company

May 9, 1995 PO. Box 7400
Orange, TX 77631-7400

E. B. Parker, Ph.D.
Manager, Product Compliance
Technology Department

FOOD AND DRUG ADMINISTRATION Phone 409 882 6160
National Center for Drugs and Biologics Fax 409 882 6135
Central Document Room

Park Building, Room 214

12420 Parklawn Drive

Rockville, MD 20852

RE: DRUG MASTER FILE NO. 1572

Gentlemen:

Chevron Chemical Company hereby authorizes the Administration to refer to Drug
Master File No. 1572 with regard to our polyethylene resin PE 5654 with respect to all

new and supplemental new drug applications filed by F. H. Faulding, LTD of Elizabeth,
NJ.

Listed below are all the submission dates, volume and page numbers for PE 5654:
Volume 2 February 8, 1995 Pages 160 - 161

Please hold the information in DMF 1572 confidential to the extent possible under 21

CFR 314.430 for the New Drug and Antibiotic Regulations and 21 CFR 20.61 Public

Information Regulations.

Yours truly,

B

E. B. Parker
EBP/crs

cc: Jeanene Toth - Armin
Liz Reilly - F. H. Faulding, LTD

212-95FDA V2-1572.170
V00030
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Eastman Chemical Company
P. O. Box 1994

EASTM AN Kingsport, Tennessee 37662

CERTIFIED MAIL
RETURN RECEIPT REQUESTED

May S, 1995

Food and Drug Administration
Center for Drugs and Biologics
Central Document Room

Room 2-14

12420 Parklawn Drive
Rockville, MD 20852

Ladies and Gentlemen:
SUBJECT: DMF 9522 for "TENITE" Polyethylene E6838-97SF

One of our customers, Armin Corporation, Jersey City, NJ, wishes to use
our “"TENITE" Polyethylene E6838-975F in a medical or pharmaceutical
application for their customer, F. H. Faulding Company, Ltd.

On January 20, 1992, we sent the Administration a Type I drug master
file for our polyethylene production facility and received your
acknowledgement letter dated February 13, 1992. We now authorize
reference to DMF 9522 in support of any application which Armin Plastics
or F. H. Faulding Company has submitted or will submit. We regard the
information in our master file as confidential and trade secret.

Composition information on "TENITE" Polyethylene E6838-97S5F is enclosed.
. Our composition information on this product is confidential information
referred to in Section 1905 of Title 18 of the United States Code
Annotated and is exempt from disclosure under Section 552b(c) (4) of
Title 5 of the United States Code Annotated and Part 20, Subpart D of

! Title 21 of the Code of Federal Requlations Requlations.

Please direct any questions on the above product to me, Eastman Chemical
Company, P. O. Box 1994, Kingsport, TN 37662 (615-229-3112).

Yours very truly,

R

Angela R. Kinkead
HSE Assistant

Enclosure

cc: Ms. Janeen Toth F. H. Faulding Company, Ltd.
Armin Plastics 200 Elmora Avenue
301 West Side Avenue Elizabeth, NJ 07207
Jersey City, NJ 07305 (No Enclosure)

(No Enclosure)

Note to Armin Plastics and F. H. Faulding Company, Ltd. : Eastman
Chemical Company reserves the right at any time or times to make changes
in the composition of our products, including the product described
herein, or to discontinue the manufacture of any such product. However,
in the event of any change in the composition of this product, we will
advise you of such change prior to any shipment containing the product
with changed composition. We shall have no other or further obligation
in this respect.

T GOC031 et
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KADIAN™ NDA 20-616
Morphine Sulfate Sustained-release Capsules
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RRC/93/02 Combined Report on
MOS2/91, MOS3/91 & MOR-3/92
(cont'd)

MOR-3/92 An Open-labeled Twelve
Month Extension Study of the Safety
and Efficacy of Kapanol® (Sustained-
release Morphine Sulfate) Capsules in
the Management of Chronic Pain in
Patients with Cancer (Extension of
MOS2/91 & MOS3/91) (Submitted in
IND Ser. No. 081).

MOR-5/92 An Open-labeled Study to

Investigate the Acceptability and Safety of

Transfer from Oral Immediate-release

Morphine Preparations or MS Contin®

Tablets to Kapanol® Capsules and from

Kapanol® Capsules to Parenteral

Morphine in Patients with Moderate to

Severe Cancer Pain (Submitted in IND

Ser. No. 091). 92

. Incomplete Studies

a) Domestic (Full CRFs Available)

CDD-15220 A Long Term Safety
Evaluation of Kapanol® in Patients with
Moderate to Severe Chronic Malignant
and Non malignant Pain (Extension of
CDD-14922).

CDD-14785 A Long Term Safety
Evaluation of Kapanol® and MS Contin®
in Patients with Moderate to Severe
Cancer Pain. - Extension of CDD-14556.
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8 Clinical Section (cont'd)

VI. Uncontrolled Clinical Trials (cont'd)
2. Incomplete Studies
b) Foreign (Full CRFs Available)

MOR-7/92 An Open-label Long Term
Efficacy and

Safety Evaluation of Kapanol® Capsules
in Patients

with Moderate to Severe Cancer Pain. -
Extension of

MOR-5/92.

MOR-10/92 An Open-label Long Term
Efficacy andSafety Evaluation of Kapanol®
Capsules in Patients with Moderate to
o Severe Cancer Pain. - Extension of MOR-
9/92.
VIl. Other Studies and Information
Not Applicable

VIll. Integrated Summary of Effectiveness 100 1
IX. Integrated Summary of Safety 101 1

X. Drug Abuse and Overdose Information

(Submitted in IND Ser. No. 086) 103 1
XI. Integrated Summary of Benefits and Risk 103 423
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10 Statistical Section
I. List of Investigators Alphabetically 104 1
Il. List of INDs and NDAs 104 16
lll. Background / Overview of Clinical
Investigations 104 17
IV. Controlled Clinical Trials 104 27
A. Table of All Studies 104 27

B. Studies with Concurrent Placebo Control,
Including Studies with Both Placebo and Active
Controls.

Not Applicable

C. Dose Comparison Concurrent Control Studies.

Not Applicable
D. No Treatment Concurrent Controlled Studies.
Not Applicable
E. Active Treatment Concurrent Controlled Studies.
1. Completed Studies
a) Domestic (Full CRFs Available)
CDD-14556 A Randomized, Double-blind,
Parallel Group Study Comparing the Efficacy
and Safety of Kapanol® to MS Contin® in

the Management of Patients with Moderate
to Severe Cancer Pain (Submitted in IND

Ser. No. 090). 105 1
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Index (cont'd)

Statistical Section (cont'd)

MOR-2/92 (CDD-14922) A Randomized,
Double-blind, Double-dummy, Crossover

Study Comparing the Pharmacokinetics and
Pharmacodynamics of Kapanol® Capsules

Given Every 24 Hours and Every 12 hours

with MS Contin® Tablets Given Every 12

Hours in the Management of Patients with

Moderate to Severe Chronic Cancer Pain

(Submitted in IND Ser. No. 087). 121

E. Active Treatment Concurrent Controlled Studies
(cont'd)

1. Completed Studies (cont'd)

b) Foreign (Full CRFs Available)

MOR-9/92 A Randomized, Double-blind,

Crossover Study Comparing the

Pharmacokinetics and Pharmacodynamics

of Kapanol® Capsules Given Every 24

Hours and Every 12 hours in the

Management of Patients with Moderate to

Severe Chronic Cancer Pain (Submitted in

IND Ser. No. 092). 122

MOBES 8/90 A Randomized Double-

blind, Phase lll Cross-over Study of Oral
Sustained-release Morphine Sulfate

(Kapanol™) Capsules v. Oral Morphine

Solution (Submitted in IND Ser. No. 040). 131

Integrated Summary of Effectiveness 134

. Integrated Summary of Safety 135
136 385
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Case Report Tabulations

Studies in Normal Healthy Volunteers

l. Study KAP-RRC/91/01

A Single Dose Bioavailability Study to Compare an
Oral Sustained-release Morphine Sulfate Formulation,
Kapanol®, with MST Continus® and Morphine Sulfate
Solution (Submitted in IND Ser. No. 058).

1. Adverse Effects

2. Randomization Schedule
3. Demographic Data

4. Clinical Laboratory

il. MOBU-7/90-2

A Single Dose Bioavailability Study to Compare an
Oral Sustained-release Morphine Sulfate Formulation,
Kapanol®, Taken Under Fasting and Fed Conditions
with the Reference Oral Immediate-release Morphine
Sulfate Solution Taken Fasted (Submitted in IND Ser.
No. 037).

1. Adverse Effects

2. Randomization Schedule
3. Demographic Data

4. Vital Signs

5. Side Effects

6. Clinical Laboratory

IV. MOBU-9/90

A Study Conducted to Evaluate Whether a Morphine
Sulfate Sustained-release Formulation (Kapanol®)
Demonstrates Linear Pharmacokinetics (Submitted in
IND Ser. No. 072).

1. Adverse Effects

2. Randomization Schedule
3. Demographic Data

4. Clinical Laboratory
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Studies in Normal Healthy Volunteers (cont'd)

V. MOBU_10/90 137 197

A Single Dose in vitro/in vivo correlation study to
compare the bioavailability/pharmacokinetic parameters
of three lots of Kapanol® with differing in vitro
dissolution rates (fast, medium and slow lots) taken
under fasting conditions by healthy, adult, male subjects
(Submitted in IND Ser. No. 068).

1. Adverse Effects 137 197
2. Randomization Schedule 137 206
3. Demographic Data 137 207
4. Clinical Laboratory 137 209
e VI. MOR-8/92 137 240

A Single Dose in vitro/in vivo correlation study to
establish dissolution specifications for Kapanol® by
comparing the bioavailability and pharmacokinetic
parameters of four lots of Kapanol® with differing in vitro
dissolution rates (two fast, one reference/normal and
one slow lot). Taken under fasting conditions by healthy,
adult, male subjects (Submitted in IND Ser. No. 069).

1. Adverse Effects 137 240
2. Randomization Schedule 137 245
3. Demographics Data 137 246
4. Clinical Laboratory 137 248
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11 Case Report Tabulations (cont'd)

Studies in Normal Healthy Volunteers (cont'd)

VIl. MOR-13/94 137 267

A Single Dose randomized, balanced, open label,
three treatment, three period crossover study to compare
the rate and extent of absorption of morphine of three
batches of a sustained-release formulation of morphine
(Kadian™ capsules) manufactured as different batches
(pilot scale versus full scale production) and at different
Faulding sites (Australia versus USA). This study was
conducted using healthy male subjects in the fasting
state. (Submitted in IND Ser. No. 089)

1. Adverse Effects 137 267

. 2. Randomization Schedule 137 285

3. Demographic Data 137 286

. 4. Vital Signs 137 287
VIIl. 083-31 137 300

A Single Dose two-way crossover study to evaluate
the effect of titanium dioxide capsules on the
bioequivalence of MS-Contin® morphine sulfate
controlled-release tablets. Taken by healthy, normal,
adult male subjects (Submitted in IND Ser. No. 082).

1. Adverse Effects 137 300
2. Randomization Schedule 137 303
3. Demographic Data 137 305
4. Clinical Laboratory 137 307
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Case Report Tabulations (cont'd)

Studies in Patients

IX. MOB-1/90

A Randomized, Three Phase, Open-label Crossover
Study Comparing Steady State Pharmacokinetics of
Oral Immediate-release Morphine Sulfate (IRMS)
Solution with Oral Sustained-release Morphine Sulfate
(SRMS) Capsules (Kapanol®) and Oral Controlled-
release Morphine Sulfate (MSC) Tables, MST
Continus® (Submitted in IND Ser. No. 064).

. Demographic Data

. Concomitant Medication

. Rescue Analgesia

. Meal Times

. Adverse Events

. Randomization Schedule

. Patient Withdrawals

. Clinical Laboratory

. Side Effect Assessments

10. Patient Assessments

11. Daily Diary - Pain Scores and Medication Times
12. Daily Diary - Other Medication and Symptems
18. Creatinine and Creatinine Clearance

14. Vital Signs

X. MOR-5/92

An Open-labeled Study to Investigate the Acceptability
and Safety of Transfer from Oral Immediate-release
Morphine Preparations or MS Contin® Tablets to
Kapanol® Capsules and from Kapanol® Capsules to
Parenteral Morphine in Patients with Moderate to
Severe Cancer Pain (Submitted in IND Ser. No. 091).

CONOOGPALWN—

1. Randomization Schedule

2. Evaluable Patients

3. Demographic Information

. Cancer History

. Medical History

. Vital Signs and ECOG Performance
. Physical Examination

. Inclusion/Exclusion Criteria
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Studies in Patients (cont'd)

X. MOR-5/92 (cont'd)

9. Screening Visit 139 67
10. Pharmacokinetics 139 70
11. Randomization Visit 139 79
12. Final Visit - Clinical Assessment 139 85
13. Clinical Laboratory 139 91
14. Concomitant Medication 139 123
15. Rescue Time & Dose 139 158
16. Adverse Events 139 175
17. Withdrawal from Treatment 139 193
18. Morning Pain Assessment and Quality of Sleep 139 196
19. Medication Time & Dose 139 214
20. Side Effects 139 261
21. VAS & VRS Scores 139 300
22. Non-Evaluable Patients 139 318
23. Demographic Information 139 318
24. Cancer History 139 319
25. Medical History 139 320
26. Vital Signs 139 332
27. Physical Examination 139 333
28. Inclusion/Exclusion Criteria 139 345
29. Screening Visit 139 346
30. Pharmacokinetics 139 347
31. Randomization Visit 139 348
32. Clinical Laboratory 139 351
33. Concomitant Medication 139 359
34. Rescue Time and Dose 139 367
35. Adverse Events 139 371
36. Withdrawal from Lead-in 139 379
37. Morning Pain Assessment and Quality of Sleep 139 382
38. Medication Time and Dose 139 384
39. Side Effects 139 391
40. VAS and VRS Scores 139 395
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Xl. MOR-9/92

A Randomized, Double-blind, Crossover Study
Comparing the Pharmacokinetics and

Pharmacodynamics of Kapanol® Capsules Given Every

24

Patients with Moderate to Severe Chronic Cancer Pain

Hours and Every 12 hours in the Management of

(Submitted in IND Ser. No. 092).

OCONOOIAWN—

—r d
- 00"

T W S S
NOOAWN

-
O

NN NN
WhNh =0

NN
[o)1é) I N

N NN
O oo~

WWW
N - O

. Randomization Schedule

. Randomized Patients

. Demographic Information

. Cancer History

. General History

. Vital Signs

. Physical Examination

. Inclusion/Exclusion Criteria

Screening Visit

. Pharmacokinetics

. Final Eligibility Check

. Randomization Visit

. Clinical Assessment

. Treatment Periods Pharmacokinetics

. Clinical Laboratory

. Analgesic Drug History and Concurrent Medication

. Non-Analgesic Drug History and Concurrent
Medication

. 24 Hour Assessment - Rescue Analgesia

. Adverse Events

. Withdrawal from Study

. Study Completion Summary

. Medication Time and Dose

. Rescue Time and Dose

. Morning Pain Assessment and Quality of Sleep

. Assessment of Opioid Related Side Effects

. Pain Scores

. Side Effects

. Non-Randomized Patients

. Demographic Information

. Cancer History

. General History

. Vital Signs
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Studies in Patients (cont'd)

XI. R-9/92 (cont'd

33. Physical Examination 140 299
34. Inclusion/Exclusion Criteria 140 311
35. Screening Visit 140 313
36. Clinical Assessment 140 314
37. Clinical Laboratory 140 315
38. Analgesic Drug History and Concurrent Medication 140 319
39. Non-Analgesic Drug History and Concurrent
Medication 140 322
40. Adverse Events 140 325
41. Withdrawal from Study 140 333
42. Study Completion Summary 140 334
- 43. Medication Time & Dose 140 335
44. Rescue Time and Dose During Lead-in Period 140 342
o 45. Morning Pain Assessment and Quality of Sleep 140 343
46. Assessment of Opioid Related Side Effects 140 345
Xll. CDD-14556 141 001

A Randomized, Double-blind, Parallel Group Study
Comparing the Efficacy and Safety of Kapanol® to MS
Contin® in the Management of Patients with Moderate to
Severe Cancer Pain (Submitted in IND Ser. No. 090).

1. Randomization Schedule 141 001
2. Randomized Patients 141 026
3. Demographic Data 141 026
4. Vital Signs and ECOG Performance 141 037
5. Oncology History 141 057
6. Prior Opioid Medication 141 070
7. Smoking and Disease History 141 090
8. Allergy History 141 107
9. Physical Examination 141 111
10. Concomitant Medication 141 167
11. Inclusion/Exclusion Criteria 141 256
12. Adverse Events 141 267
13. VAS Pain Scores 142 001
14. Global Assessment 142 132
15. Study Completion 142 142
16. Clinical Laboratory 142 153
17. Medication Time and Dose 143 001
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Xll. CDD-14556 (cont'd)

18. Morning Pain Assessment and Quality of Sleep
19. Side Effects

20. Final Day VRS Pain Scores

21. Rescue Time & Dose

22. Morphine Concentration In Blood
23. Patients Not Randomized

24. Demographic Data

25. Vital Signs

26. Oncology History

27. Prior Opioid Medication

28. Smoking & Disease History

29. Allergy History

30. Physical Examination

31. Concomitant Medication

32. Inclusion/Exclusion Criteria

33. Adverse Events

34. VAS Pain Scores

35. Global Assessment

36. Study Completion

37. Medication Time and Dose

38. Morning Pain Assessment & Quality of Sleep
39. Side Effects

40. Pilot Study

41. Randomization Schedule

42. Demographic Data

43. Vital Signs and ECOG Performance
44. Oncology History

45. Prior Opioid Medication

46. Smoking and Disease History
47. Allergy History

48. Physical Examination

49. Concomitant Medication

50. Inclusion/Exclusion Criteria
51. Adverse Events

52. VAS Pain Scores

53. Global Assessment

54. Study Completion

55. Clinical Laboratory

56. Medication Time and Dose
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Studies in Patients (cont'd)

Xil. CDD-14556 (cont'd)

57. Morning Pain Assessment & Quality of Sleep 146 141
58. Side Effects 146 151
59. Final Day VRS Pain Scores 146 189
60. Rescue Time and Dose 146 204
Xill. MOBES 8/90 146 209

A Randomized Double-blind, Phase Ill Cross-over Study
of Oral Sustained-release Morphine Sulfate
(KapanolTM) Capsules v. Oral Morphine Solution
(Submitted in IND Ser. No. 040).

1. Randomization Code 146 209
0 2. Demographic Data 146 212
3. Medical History 146 214
4. Concomitant Medication - Cross-over Study 146 225
5. Adverse Events 146 274
6. Withdrawals 146 292
7. Physical Examination 146 294
8. ECOG Performance 146 300
9. Clinical Laboratory 147 001
10. Patient Profile for Laboratory Data 147 67
11. VAS Pain Scores 147 123
12. VRS Pain Scores 147 130
13. VRS/VAS Pain Recording Time Deviations 147 140
14. Rescue Analgesia 147 150
000077
CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER ALLERGAN MDL 00780192

P-23057 _ 00097



KADIAN™ NDA 20-616
Morphine Sulfate Sustained-release Capsules

Index (cont'd)

ltem Description Volume Page
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Studies in Patients (cont'd)

XIV. CDD-14922 147 174

A Randomized, Double-blind, Double-dummy,
Crossover Study Comparing the Pharmacokinetics and
Pharmacodynamics of Kapanol® Capsules Given Every
24 Hours and Every 12 hours with MS Contin® Tablets
Given Every 12 Hours in the Management of Patients
with Moderate to Severe Chronic Cancer Pain
(Submitted in IND Ser. No. 087).

1. Randomization Schedule 147 174
2. Demographic Data 147 175A
3. Vital Signs 147 176
4. Pain History 147 181
5. Prior Opioid Medication 147 183
Q 6. Medical History 147 186
7. Physical Examination 147 188
8. Concomitant Medication 147 194
9. Inclusion/Exclusion Criteria 147 198
10. Prescribed Study Medication Record 147 202
11. Daily Pain Assessment & Side Effects 147 205
12. Study & Rescue Medication 147 219
13. Blood Samples 147 274
14. Meal Times 147 276
15. Blood Collection & Pain Intensity Prior to 1st
Rescue. 147 279
16. Final Day 24hr Pain Scores 147 281
17. Adverse Events 147 287
18. Medication Records 147 296
19. Clinical Assessment 148 001
20. Global Assessment 148 003
21. Study Completion 148 005
22. Clinical Laboratory 148 007
283. Serum Morphine Concentration 148 007
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XV. MOS-1/91 148 030
An Open-labeled, Long-term Study of the Safety and
Efficacy of KapanolTM (Sustained-release Morphine
Sulfate) Capsules in the Management of Chronic Pain
Patients with Cancer (Submitted in IND Ser. No. 075).
1. Demographic Data 148 030
2. Visit Dates 148 031
3. Patient Withdrawals 148 032
4. Protocol Deviations 148 033
5. Dose Details 148 035
6. Physical Examinations 148 036
7. Vital Signs 148 042
8. Concomitant Medication 148 045
9. Pain Control & Quality of Sleep 148 053
10. Rescue Analgesia 148 059
11. Adverse Events 148 060
12. Side Effects 148 069
13. Clinical Laboratory 148 079
14. Patient Profile for Laboratory Data 148 101
XVIl. RRC/93/02 148 121
An open-label extension study of safety and efficacy of
Kapanol® (Sustained-release Morphine Sulfate) Capsules
in the Management of Chronic Pain in Patients with Cancer.
The study incorporated three protocols, two 9 month studies
(MOS 2/91 and MOS 3/91) followed by a twelve month
study (MOR 3/92) (Submitted in IND Ser. No. 081).
1. Patient Withdrawals 148 121
2. Protocol Deviations 148 123
3. Demographic Data 148 128
4. Concomitant Medication 148 130
5. Composition of Proprietary Medicines 148 156
6. Adverse Events 148 160
7. Dose Details 148 174
8. Rescue Analgesia 148 176
9. Pain Control 148 178
10. Pain Control and Side Effects 148 180
11. Patient Profile for Laboratory Data 148 192
12. Vital Signs 148 251
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Item ipti Volume Page
12 Narratives 149 1

Narratives for each patient who died during a clinical
study or who did not complete the study because of an
adverse event

Case Report Forms 150 1
CRFs for each patient who died during a clinical study or
who did not complete the study because of an adverse

event
AE / Responsible
tud Patient Id. Death Investigator
083-31 07-DNR AE Kampfer 150 001
10-HTL AE Kampfer 150 031
KAP-RRC/91/01 03-RLT AE Tompkins 150 061
04-JGM AE Tompkins 150 095
MOB-1/90 04-RB AE Cherry 150 131
06-WM AE Cherry 150 234
09-JR death Cherry 151 001
16-DW AE Cherry 151 103
25-VP AE Cherry 151 206
27-RS AE Cherry 151 309
32-GS AE Cherry 152 001
33-DH AE Cherry 152 104
34-GB AE Cherry 152 207
40-JH AE Cherry 152 310
44-MW AE Cherry 153 001
MOBES 8/90 04-RSW AE Bishop 153 104
07-SDD AE Bishop 153 197
PHM death Bishop 153 244
71-DH AE Cramond 154 001
74-HMN AE Cramond 154 063
76-RP AE Cramond 154 123
78-DB death Cramond 154 212
DS AE Cramond 154 273
LM death Cramond 154 357
03-MG AE Toner 155 001
06-BAW AE Toner 155 095
RJS AE Toner 155 142
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Item ipti Volume Page
12 Case Report Forms

CRFs for each patient who died during a clinical study or
who did not complete the study because of an adverse

event
AE / Responsible

Study Patient Id. Death Investigator
MOR-9/92 12-FMD AE Cherry 155 192
13-BAM AE Cherry 155 263
16-DEL AE Cherry 155 334
19-PIL death Cherry 156 001
21-RDO death Cherry 156 073
23-DAO AE Cherry 156 144
28-LJM AE Cherry 156 216
34-NF AE Cherry 156 287
CDD-14922 14-RB AE Portenoy 157 001
) CDD-15220 03-SS AE Portenoy 157 121
11-LB AE Portenoy 157 161
14-RF AE Portenoy 157 201
MOS-1/91 01-SH AE Cherry 157 239
05-RH death Cherry 157 299
07-NM death Cherry 157 358
18-JH AE Cherry 158 001
26-GD death Cherry 158 067
28-TK death Cherry 158 127
30-KN death Cherry 158 187
31-EB AE Cherry 158 247
49-KP death Cherry 158 307
50-RS AE Cherry 158 367
MOS2/91 14-JH death Cherry 159 001
15-KH death Cherry 159 133
17-WH death Cherry 159 261
21-RW death Cherry 160 001
22-RW death Cherry 160 129
23-AH death Cherry 160 258
29-IR death Cherry 161 001
41-HW AE Cherry 161 134
‘ 47-JD AE Cherry 161 262
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event
AE /
Study Patient Id. Death
MOS3/91 08-BD death
73-CW death
77-EL death
81-AT death
51-LG AE
05-KBB death
09-GRG AE
10-WHT death
11-FA AE
MOR-3/92 P3-HM AE
q, 12-LD AE
82-AF AE
MOR-5/92 07-EB AE
07-SD AE
02-KDH AE
05-GFH death
03-KVL AE
03-DE AE
05-AS AE
MOR-7/92 02-RD death
03-BVB death
04-RB death
01-WLG AE
02-GT death
03-CMG death
04-NC death
05-RJG AE
08-JF death
01-PW death
06-GP AE
08-VD death
4q' 10-PF AE
03-AJH AE
06-RFB AE
03-CEB death

Responsible
Investigator

Bishop
Cramond
Cramond
Cramond
Levi
Toner
Toner
Toner
Toner

Cherry
Cherry
Cramond

Cosolo
Cramond
Glare

Glare
Stuart-Harris
Williams
Williams

Brown
Campbell
Campbeli
Cosolo
Cosolo
Cosolo
Cosolo
Cosolo
Cosolo
Cramond
Cramond
Cramond
Cramond
Glare
Glare
Oliver
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164 255
164 312
164 369
165 001
165 058
165 115
165 170
165 226
165 281
165 335
165 385
166 001
166 057
166 112
166 167
166 231
166 285
166 340
167 001
167 058
167 113
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KADIAN™ NDA 20-616
Morphine Sulfate Sustained-release Capsules

Index (cont'd)

Item ipti Volume Page

12 Case Report Forms
CRFs for each patient who died during a clinical study or
who did not complete the study because of an adverse

event
AE / Responsible

Study Patient Id. Death Investigator
MOR-7/92 04-HC death Oliver 167 167
(cont'd) 07-ANM death Oliver 167 221
09-GS death Oliver 167 275
02-SW death Stuart-Harris 167 329
05-LM AE Stuart-Harris 168 001
11-BC death Williams 168 057
01-JW death Wyld 168 111
MOR-10/92 01-BWC death Cherry 168 165
02-MMR death Cherry 168 228
04-GLS AE Cherry 168 291
09-DRM AE Cherry 169 001
15-HGR AE Cherry 169 064
20-LFM death Cherry 169 127
11-FJM AE Gourlay 169 190
18-ADM AE Gourlay 169 253
CDD-14556 01-01-RLR AE Angel 169 316
01-02-Z2C death Angel 169 357
41-05-BWH AE Bertram 169 408
35-05-JTC AE Cornfeld 170 001
35-06-DJE death Cornfeld 170 047
39-04-DBS death Croghan 170 072
39-11-NCC death Croghan 170 107
24-04-DNH AE D'Errico 170 168
24-05-DKM death D'Errico 170 207
10-04-LMS AE Fintel 170 242
10-06-JPK AE Fintel 170 266
14-03-JMW AE Hansen 170 299
14-05-MLR AE Hansen 170 327
05-13-JMB AE Kerr 170 347
05-14-NLH AE Kerr 170 376
05-26-TRT AE Kerr 171 001
30-02-MCW death Kuenn 171 043
. 06-04-BNL death Lamon 171 102
27-06-BOP death Lester 171 131
25-01-FMK death Levenson 171 155
25-02-1S death Levenson 171 189
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KADIAN™

Morphine Sulfate Sustained-release Capsules

Item

12 Case Report Forms
CRFs for each patient who died during a clinical study or
who did not complete the study because of an adverse

event

Study

CDD-14556
(cont'd)

CDD-14785

Description

Patient Id.

09-01-FTK
17-02-J4D

17-07-RER

18-05-JS
18-08-EB
18-10-WH
18-12-HJ
40-01-JPL
38-03-RB
15-01-KFP

15-04-WRR
15-05-PAD
28-01-CDL
28-29-CAB
28-40-CLB
28-41-SDJ
23-02-WJW

23-08-SIM

23-11-TMF
08-01-DFR
08-02-RMM

08-03-KLL

29-06-CFA
29-12-GCK
29-16-WLK

36-08-DJ
36-11-AH

02-RWB
03-ALW
01-JH
02-1S
01-MLC
04-AFS
05-MLM
03-CAS
04-JDH
05-HRP

Index (cont'd)

AE /
Death

AE
AE
death
AE
AE
AE
AE
AE

CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER

Responsible
Investigator

Matlock
Moran
Moran
Mullane
Mullane
Mullane
Mullane
Norbergs
Pineda
Pipoly
Pipoly
Pipoly
Roberts
Roberts
Roberts
Roberts
Sandler
Sandler
Sandler
Sher
Sher
Sher
Silberstein
Silberstein
Silberstein
Tester
Tester

Bertram
Bertram
Cohen
Cohen
Cornfeld
Cornfeld
Cornfeld
Croghan
Croghan
Croghan

NDA 20-616

Volume Page
171 248
171 286
171 320
171 361
171 387
172 001
172 021
172 041
172 085
172 144
172 179
172 211
172 262
172 289
172 336
173 001
173 021
173 046
173 112
173 152
173 172
173 201
173 244
173 290
173 327
173 354
173 383
174 001
174 059
174 115
174 167
174 222
174 270
174 314
175 001
175 053
175 102
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KADIAN™ NDA 20-616
Morphine Sulfate Sustained-release Capsules

Index (cont'd)

Item Description Volume Page
12 Case Report Forms

CRFs for each patient who died during a clinical study or
who did not complete the study because of an adverse

event
AE / Responsible

Study Patient Id. Death Investigator
CDD-14785 06-LDM AE Croghan 175 166
(cont'd) 07-1SG death Croghan 175 223
08-RMC AE Croghan 176 001
01-RKM AE D'Errico 176 056
06-IMR AE D'Errico 176 128
02-FGA death Eisenberg 176 189
01-DMH death Fintel 176 240
02-RIW AE Fintel 177 001
01-BK AE George 177 058
01-AF AE Glover 177 148
01-JKS death Hansen 177 198
o 04-DHO death Hansen 177 230
01-MLB AE Homesly 177 286
01-EM death Kerr 178 001
02-SKC AE Kerr 178 060
03-SVM death Kerr 178 107
04-MKP AE Kerr 178 156
05-MHB death Kerr 178 231
06-CEC AE Kerr 178 287
08-VMS AE Kerr 179 001
16-SAB AE Kerr 179 062
17-MRB death Kerr 179 109
19-RV death Kerr 179 162
21-ECH AE Kerr 179 218
22-MF death Kerr 179 278
23-DFW death Kerr 180 001
01-DLS death Kuenn 180 057
02-OLY death Lamon 180 112
04-RS AE Lamon 180 176
02-RHD AE Lester 180 234
01-JD death MacDonald 181 001
01-lIP AE Moran 181 054
04-JHR death Moran 181 099
01-VA AE Mullane 181 156
03-MW death Mullane 181 186
04-MS AE Mullane 181 236
06-JJ AE Mullane 182 001
02-BBG death Pineda 182 048
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KADIAN™
Morphine Sulfate Sustained-release Capsules

Index (cont'd)

Item ipti

12 Case Report Forms

CRFs for each patient who died during a clinical study or

who did not complete the study because of an adverse

event
AE /

Study Patient Id. Death
CDD-14785 04-LMH death
(cont'd) 06-JMS death
02-CAM death
01-YCJ death

03-RLR AE
04-EEM death
05-MM death
08-FLP death
10-GWG death

11-JLT AE
12-CKC death
O 13-JER death
14-WRM death
16-JMP death
17-WBE death

18-MNM AE
22-IMM death

23-JRS AE
25-FMK death
26-AA death

28-EW AE

29-FJH AE

01-FR AE
03-WAU death

05-CPB AE
01-RWC death
02-PRB death

03-BKR AE
04-WEH death
05-JHM death
07-CFA death

08-KDH AE

09-HJA AE
12-ALR death

. 13-WBG AE
01-IP death
02-HD death
07-RV death

CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER

Responsible
Investigator

Pineda
Pineda
Pipoly
Roberts
Roberts
Roberts
Roberts
Roberts
Roberts
Roberts
Roberts
Roberts
Roberts
Roberts
Roberts
Roberts
Roberts
Roberts
Roberts
Roberts
Roberts
Roberts
Sandler
Sandler
Sandler
Sarker
Silberstein
Silberstein
Silberstein
Silberstein
Silberstein
Silberstein
Silberstein
Silberstein
Silberstein
Sooijan
Tester
Tester

NDA 20-616

Volume Page
182 100
182 161
182 227
182 272
183 001
183 046
183 099
183 148
183 201
184 001
184 052
184 099
184 151
184 208
184 259
185 001
185 048
185 098
185 142
185 191
185 240
186 001
186 050
186 102
186 155
186 209
186 257
187 001
187 063
187 116
187 167
187 216
187 270
188 001
188 049
188 113
188 160
188 210
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Index (cont'd)

ltem Description Volume Page
12 Case Report Forms

CRFs for each patient who died during a clinical study or
who did not complete the study because of an adverse

event

. AE / Responsible

Study Patient 1d. Death Investigator
CDD-14785 08-OW AE Tester 188 267
(cont'd) 01-FJH AE Wood 188 317
02-MEP AE D'Errico 189 001
20-BLK AE Kerr 189 067
05-AF AE Mullane 189 115
02-JBP death Soojian 189 154
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KADIAN™ NDA 20-616
Morphine Sulfate Sustained-release Capsules

. , APPLICATION SUMMARY

INTRODUCTION

This summary, as required under 21 CFR 314.50(c), integrates all of the information
included in this application.

KADIAN™ morphine sulfate sustained-release capsules have been developed by F. H.
Faulding & Co. Limited, an Australian pharmaceutical company, and are designed to
provide a true sustained-release oral morphine formulation for once-a-day or twice-a-day
administration in the management of pain where treatment with opioid analgesics is
required over a period of more than a few days.

KADIAN™ capsules consist of cores acting as drug reservoirs surrounded by a dissolution
rate controlling polymer membrane. The polymer coated cores (or pellets) are
encapsulated into hard gelatin capsules in three dosage strengths: 20 mg, 50 mg and
100 mg.

Throughout its development, KADIAN™ has been referred to by several different names.
The product'’s early project code name was MOLLY. The product has also been referred
to as KAPANOL® which is its trade name in other regions. In addition, KADIAN™ has
been designated as “Morphine Sulfate Extended-Release Capsules” by Purepac
Pharmaceutical Co. of Elizabeth, New Jersey, the US contract manufacturer of KADIAN™,

All of these names have been used at various times throughout this application and all
refer to the same product.

Finally, note that Faulding Inc., the US sponsor of this application is a wholly owned
subsidiary of Faulding and that Purepac Pharmaceutical Co., the US contract
manufacturer, is a majority owned and controlled subsidiary of Faulding.

Annotated proposed labeling follows.
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KADIAN™

Morphine Sulfate Sustained-release Capsules

APPLICATION SUMMARY

NDA 20-616

1. PROPOSED TEXT OF LABELING FOR KADIAN™ - ANNOTATED

Cross-Reference

Chemistry,Manufacturing, & Control
(Vol. 2)

Revision date: June 26 1995
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Faulding Proposed U.S. Labeling for Kadian™

KADIAN™
Morphine Sulfate Sustained-release

G

KADIAN™ 20 mg Capsules
KADIAN™ 50 mg Capsules
KADIAN™ 100 mg Capsules

Warning: May be habit forming
DESCRIPTION

KADIAN capsules 20, 50 and 100 mg contain polymer
coated sustained-release pellets of the narcotic analgesic
morphine sulfate for oral administration.

Chemically, morphine sulfate is 7,8-didehydro-4,50c—
epoxy-17-methyl-morphinan-3,6.<-diol sulfate (2:1) (salt)
pentahydrate and has the following structural formula:

CH,
H h-—CH 2

. H,S0, . 5H,0

2

Morphine sulfate is an odourless, white, crystalline
powder with a bitter taste and a molecular weight of 758
(as the sulfate). It has a solubility of 1 in 21 parts of water
and 1 in 1000 parts of alcohol, but is practically insoluble in
chloroform or ether. The octanol:water partition coefficient
of morphine is 1.42 at physiologic pH and the pKp of 7.9
for the tertiary nitrogen (mostly ionized at pH 7.4).

Each KADIAN Sustained-release Capsule contains either
20, 50 or 100 mg of Morphine Sulfate USP and the
following inactive ingredients common to all strengths:
Hydroxypropyl Methylcellulose, Ethylcellulose,
Methacrylic Acid Copolymer, Polyethylene Glycol, Diethyl
Phthalate, Talc, Dye Black S-1-8090, Corn Starch and
Sucrose. =
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KADIAN™ NDA 20-616
Morphine Sulfate Sustained-release Capsules

Clin. Pharm. (Vol. 59) CLINICAL PHARMACOLOGY

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

Morphine produces both its therapeutic and its adverse
effects by interaction with one or more classes of specific
opioid receptors (1,8,x) located throughout the body.
Morphine acts as a pure agonist, binding with and
activating the p-opioid receptor at sites in the peri-
aqueductal and peri-ventricular grey matter, the ventro-
medial medulla and the spinal cord to produce analgesia.

Clin. Pharm. (Vol. 59) Effects on the Central Nervous System

The principal actions of therapeutic value of morphine are
analgesia and sedation and alterations of mood. Opiates
of this class do not usually eliminate pain, but they do alter
the effects of pain on the central nervous system resulting
in a reduced perception of suffering.

Morphine produces respiratory depression by direct
action on brain stem respiratory centers. The mechanism
of respiratory depression involves a reduction in the
responsiveness of the brain stem respiratory centers to
increases in carbon dioxide tension (or to direct electrical
stimulation).

Morphine depresses the cough reflex by direct effect on

' the cough center in the medulla. Antitussive effects may
occur with doses lower than those usually required for
analgesia.

Morphine causes miosis, even in total darkness, and little
tolerance develops to this effect. Pinpoint pupils are a
sign of narcotic overdose but are not pathognomonic
(e.g. pontine lesions of hemorrhagic or ischemic origins
may produce similar findings). In overdose, marked
mydriasis rather than miosis may be seen with severe
hypoxia.

Clin. Pharm. (Vol. 59) Effects on the Gastrointestinal Tract

Gastric, biliary and pancreatic secretions are decreased by
morphine. Morphine causes a reduction in motility
associated with an increase in tone in the antrum of the
stomach and duodenum. Digestion of food in the smali
intestine is delayed and propulsive contractions are
decreased. Propulsive peristaltic waves in the colon are
decreased, while tone is increased to the point of spasm.
The end result is constipation. Morphine can cause a
marked increase in biliary tract pressure as a result of
spasm of sphincter of Oddi.
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KADIAN™
Morphine Sulfate Sustained-release Capsules

Clin. Pharm. (Vol. 59)

Clin. Pharm. (Vol. 59)

HPB Sum (Vol. 26); Clin. Pharm. (Vol. 59)

MOBU-7/90-2
(Vol. 34)

KAP-RRC/91/01,
(Vol. 41)
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NDA 20-616

Effects on the Cardiovascular System

Morphine produces peripheral vasodilation which may
result in orthostatic hypotension. Release of histamine
can occur and may contribute to narcotic induced
hypotension. Manifestations of histamine release and/or
peripheral vasodilation may include pruritus, flushing, red
eyes and sweating.

Pharmacodynamics

The relationship between the blood level of morphine and
the analgesic response will depend on the the patient's
age, state of health, medical condition, and the extent of
previous opioid treatment. For any given individual
patient, effective analgesia will not occur below some
minimum blood level, and adverse effects on mentation or
respiration will become unacceptable above some
maximum blood level.

For opioid-naive postoperative patients who are otherwise
in good health the minimum morphine plasma level for
analgesia ranges from 10-50 ng/mL, corresponding to the
range of blood levels expected after a singie intra-
muscular dose of 5-10 mg. The toxic dose in this setting
varies widely, ranging from a low of 10-15 mg in the elderly
vulnerable patient up to doses of 30-50 mg tolerated by
healthy volunteers.

For opioid-tolerant patients the situation is much more
complex. Some patients will become rapidly tolerant to the
analgesic effects of morphine, and will require high daily
oral morphine doses for adequate pain control. Since the
development of tolerance to both the therapeutic and
adverse effects of opioids is highly individualized, the
dose of morphine should be individualized to the patient's
condition and should not be based on an arbitrary choice
of a dose or blood level to be obtained.

Pharmacokinetics

Following oral administration of a given dose of morphine,
the amount ultimately absorbed is essentially the same for
immediate or sustained-release formulations, aithough the
time to peak blood level (Tmax) will be longer and the Cmax
will be lower for formulations that delay the release of
morphine to the gastrointestinal tract. KADIAN capsules
contain polymer coated sustained-release pellets of
morphine sulfate that release morphine significantly more
slowly than from morphine sulfate tablets and other
controlled-release oral preparations.

Because of pre-systemic elimination only about 20-40%
of the administered dose reaches the central
compartment. Once absorbed, morphine is distributed to
skeletal muscle, kidneys, liver, intestinal tract, lungs,
spleen and brain. Morphine also crosses the placental
membranes and has been found in breast milk. About 30-
35% of morphine is reversibly protein bound.
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KADIAN™
Morphine Sulfate Sustained-release Capsules

MOB1/90,
(Vol.27)

MOBU7/90-2
(Vol. 3)

MOBU7/90-2
(Vol. 34)

MOBU7/90-2
(Vol. 34)

MOBU7/90-2 (Vol. 34),
HPB Sum. (Vol. 26)

MOBES8/90, CDD-14556, MOR-9/92
(Vol. 86) (Vol. 60) (Vol. 77)
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MOB1/90 (Vol. 27) |

NDA 20-616

Although a small fraction (less than 5%) of morphine is
demethylated, for all practical purposes, virtually all
morphine is converted to glucuronide metabolites
including morphine-3-glucuronide and morphine-6-
glucuronide.

The glucuronide system has a very high capacity and is not
easily saturated even in disease. Studies in healthy subjects
and cancer patients have shown that the glucuronide
metabolite to morphine mean molar ratios (based on AUC)
are similar for both single doses and at steady state for
KADIAN, controlled-release morphine sulfate tablets and
morphine sulfate solution. The morphine to morphine-3-
glucuronide to morphine-6-glucuronide mean molar ratios
(based on AUC) are approximately 1:24:4.

Morphine has a reported oral bioavailability of 20-40%, a
volume of distribution (Vd) of 2-4 liters/kg, a clearance of
0.9-1.2 liters/kg/hr, and a terminal elimination half-life of 2 to
4 hours. Following the administration of oral morphine
solution, approximately fifty percent of the morphine that will
ever reach the central compartment intact, reaches it within
30 minutes. Following the administration of an equal amount
of KADIAN to healthy volunteers, however, this extent of
absorption occurs, on average, after 8 hours. While
concurrent administration of food slows the absorption of
KADIAN slightly, the extent of absorption is not affected and
KADIAN can be administered without regard to meals.
When KADIAN is given on a fixed dosing regimen, steady
state is achieved in about two days.

For any fixed dose and dosing interval, KADIAN will have at
steady state a significantly lower Cmax and a higher Cpmjn
than oral morphine solution and other controlled-release
preparations (see graph below), but will be therapeutically
similar with regard to pain control and adverse events.
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KADIAN™ NDA 20-616
Morphine Sulfate Sustained-release Capsules

MOB1/90 (Vol. 27) Mean steady state plasma morphine
concentrations for KADIAN™ 50 mg (every 12
hours), controlled-release morphine tablet 50 mg
(every 12 hours) and oral morphine solution 1
6.7 mg (every 4 hours); plasma concentrations
were dose normalised.

KADIAN —me———— Morphine Solution ==<===== Controlled-release

o 30 "~ \  morphine tablet
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o MOR-9/92 (Vol. 77) When given once-daily (every 24 hours) KADIAN will have at
steady state a similar Cmax and Cmin when compared to
twice-daily (every 12 hours) controlled-release morphine
tablet (see graph below).

Mean steady state plasma morphine
concentrations for KADIAN™ 100 mg (every
24 hours), controlled-release morphine tablet
50 mg (every 12 hours); plasma concentrations
were dose normalised.
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KADIAN™
Morphine Sulfate Sustained-release Capsules

ISS (Vol. 101) |
ISS (Vol. 101)

ISE (Vol. 100)

CDD-14556,
(Vol. 60)

MOR-9/92
(Vol. 77)

ISE (Vol. 100)
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Morphine is converted to the active metabolite morphine-
6-glucuronide: As accumulation of this metabolite has
been demonstrated in patients with impaired renal
function, caution should be exercised in patients with
renal disease. While the glucuronidation pathway is intact
even in cases of severe hepatic dysfunction, as with any
drug, caution should be taken to adjust the dose to guard
against unanticipated accumulation if renal and/or hepatic
function is known to be seriously impaired.

Clinical Studies

A total of 177 healthy subjects and 337 patients with cancer
pain participated in a total of 17 studies (11 pharmacokinetic
and 6 clinical). Of these individuals, 158 healthy subjects
and 268 patients received KADIAN. In the controlled clinical
studies patients were followed for a median duration of 7+1
days and in the uncontrolled clinical studies patients were
followed for a median duration of 103 days and up to 24
months. KADIAN was compared to oral morphine solution,
MST Continus®, and MS Contin® using trial designs that
followed the clinical and pharmacokinetic performance of
each treatment in cancer patients receiving chronic opioid
therapy.

At the time of submission 110 patients had received
KADIAN administered once-a-day (every 24 hours). In two
controlled trials patients were titrated to a stable 24-hour
morphine requirement, KADIAN administered every 24
hours to 78 evaluable patients provided similar analgesia to
the same amount of morphine given as MS Contin® every
12 hours.
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KADIAN™ NDA 20-616
Morphine Sulfate Sustained-release Capsules

Individualization of Dosage

The best use of opioid analgesics in the management of
chronic malignant and non-malignant pain is challenging,
and is well described in materials published by the World
Health Organization and the Agency for Health Care
Policy and Research which are available from the
manufacturer upon request. KADIAN is a third step drug
which is most useful when the patient requires a constant
level of opioid analgesia as a "floor" or "platform" from
which to manage breakthrough pain. When a patient has
reached the point where comfort cannot be provided with
a combination of non-narcotic medications (NSAIDs &
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.

CDD-14556 (Vol. 60), CDD-14922 (Vol. 76) KADIAN should be started by administering one-half of the
MOBESS8/90 (Vol. 86), MOR-5/92 (Vol. 92) 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

CDD-14556 (Vol. 60), CDD-14922 (Vol. 76),| (once-a-day). The dose should be titrated no more

MOR-5/92 (Vol. 92), MOR-9/92 (Vol. 77) frequently than every-other-day to allow the patients to
stabilise 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 an immediate-
release product. 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.

Only the 20 mg strength should be started in patients who
do not have a proven tolerance to opiates, and usually
should be advanced at a rate not greater than 20 mg
every-other-day. Most patients will rapidly develop some
degree of tolerance, requiring dosage adjustment until
they have achieved their individual best balance between
baseline analgesia and opioid side effects such as
confusion, sedation and constipation. No guidance can
be given as to the recommended maximal dose,
especially in patients with chronic pain of malignancy. In
such cases the total dose of KADIAN should be advanced
until the desired therapeutic endpoint is reached or
clinically significant opioid-related adverse reactions
intervene.

ISE (Vol. 100) INDICATIONS AND USAGE

KADIAN is indicated for the management of pain where
treatment with an opioid analgesic is indicated for more
than a few days.

KADIAN was developed for use in patients with chronic
pain who require repeated dosing with a potent opioid
analgesic, and has been tested in patients with pain due
to a variety of malignant conditions. KADIAN has not been
tested as an analgesic for the treatment of acute pain or in
the postoperative setting and is not recommended for
such use.
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KADIAN™ NDA 20-616
Morphine Sulfate Sustained-release Capsules

. ISS (Vol. 101) CONTRAINDICATIONS

KADIAN is contraindicated in patients with a known
hypersensitivity to morphine, morphine salts or any of the
capsule components.

WARNINGS
(See also: CLINICAL PHARMACOLOGY)
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.

Morphine 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, 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.

‘ 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. Morphine 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, like all opioid analgesics, may cause severe
hypotension in an individual 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 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
0 cardiac output and blood pressure.
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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.

ISS (Vol. 101); Clin. Pharm. (Vol. 59) PRECAUTIONS
(See also: CLINICAL PHARMACOLOGY)
General

KADIAN is intended for use in patients who require
continuous treatment with a potent opioid analgesic. As
with any potent opioid, it is critical to adjust the dosing
regimen for KADIAN for each patient individually, 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.

Cordotomy

Patients who are scheduled for cordotomy or other

interruption of pain transmission pathways should not
. receive KADIAN within 24 hours of the procedure. In

addition, the post-procedure titration of analgesics for

such patients should be individualized to avoid either

oversedation or withdrawal syndromes.

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; myxodema;
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 or delirium tremens; severe
kyphoscoliosis; convulsive disorders; patients about to
undergo biliary surgery and patients with acute
pancreatitis secondary to biliary tract disease.

Driving and operating machinery

Morphine 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 morphine with
other CNS depressants, including other opioids,
phenothiazines, sedative/hypnotics and alcohol (see:
Drug Interactions).
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Information for Patients
0 If clinically advisable, patients receiving KADIAN should be
given the following instructions by the physician:

1. The dose of KADIAN should not be adjusted without
consulting the physician.

2. Morphine may impair mental and/or physical ability
required for the performance of potentially hazardous
tasks (e.g. driving, operating machinery).

Patients starting KADIAN should be advised not to
engage in hazardous activities until they have established
that they can maintain normal alertness.

3. Morphine should not be taken with alcohol or other
CNS depressants (sleeping medication, tranquilizers)
because additive effects including CNS depression may
occur. A physician should be consulted if other
prescription medications are currently being used or are
prescribed for future use.

4. For women of childbearing potential who become or are
planning to become pregnant, a physician should be
consulted.

5. The pellets in KADIAN capsules should NOT
be chewed, crushed or dissolved.

Drug Interactions

0 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 including sedatives, hypnotics,

- general anesthetics, 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: Morphine may enhance the
neuromuscular blocking action of skeletal relaxants and
produce an increased degree of respiratory depression.

Mixed Agonist/Antagonist Opioid Analgesics: From a
theoretical perspective, mixed agonist/antagonist
analgesics (i.e. pentazocine, nalbuphine and
butorphanol) should NOT be administered to a patient
who has received or is receiving a course of therapy with a
pure opioid agonist analgesic. In these patients, mixed
agonist/antagonist analgesics may reduce the analgesic
effect or may precipitate withdrawal symptoms.

Monoamine Oxidase Inhibitors (MAOIs): MAOIs can

intensify the effects of morphine and other opioid drugs

which can cause anxiety, confusion and significant
c depression of respiration, sometimes leading to coma.

Morphine should not be given to patients taking MAOls or
within 14 days of stopping such treatment.

Revision date: June 26 1995 Page: 10
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Cimetidine: There is a report of confusion and severe
respiratory depression when a hemodialysis patient was
administered morphine and cimetidine.

Diuretics: Morphine reduces the efficacy of diuretics by
inducing the release of antidiuretic hormone. Morphine
may also lead to acute retention of urine by causing spasm
of the sphincter of the bladder, particularly in men with
prostatism.

MOBU7/90-2 (Vol. 34) Food: The bioavailability of KADIAN is not significantly
affected by food.

Non-Clin. Pharm. & Tox. (Vol. 22) Carcinogenicity/Mutagenicity/Impairment of
Fertility

Studies of morphine sulfate in animals to evaluate the
drug's carcinogenic and mutagenic potential or the effect
on fertility have not been conducted.

ISS (Vol. 101) Pregnancy

Teratogenic effects - CATEGORY C: Adequate animal
studies on reproduction have not been performed to
determine whether morphine affects fertility in males or
females. There are no well controlled studies in women,
but marketing experience does not include any evidence
of adverse effects on the fetus following routine (short-

“term) clinical use of morphine sulfate products. Although
there is no clearly defined risk, such experience can not
exclude the possibility of infrequent or subtle damage to
the human fetus.

KADIAN should be used in pregnant women only when
the perceived need outweighs the known risks.

Nonteratogenic effects: Infants born to mothers who have
been taking morphine chronically may exhibit withdrawal
symptoms.

ISS (Vol. 101) Labour and Delivery

KADIAN is not recommended for use in women during and
immediately prior to labor, where shorter acting analgesics
are more appropriate. Infants born to mothers receiving
opioid analgesics during labour should be observed
closely for signs of respiratory depression. In such infants,
a specific narcotic antagonist, naloxone, should be
available for reversal of narcotic-induced respiratory
depression.

ISS (Vol. 101) Nursing Mothers

Low levels of morphine sulfate have been detected in
human milk. Withdrawal symptoms can occur in breast-
feeding infants when maternal administration of morphine
sulfate is stopped. Nursing should not be undertaken
while a patient is receiving KADIAN since morphine may be
excreted in the milk.

Revision date: June 26 1995 Page: 11
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Pediatric Use

KADIAN has not been evaluated in children.
ISS (Vol. 101) ADVERSE REACTIONS

The adverse reactions caused by morphine are essentially
the same as those observed with other oral and parenteral
opioid analgesics. They include the following major
hazards: respiratory depression, apnea and to a lesser
degree; circulatory depression, respiratory arrest, shock
and cardiac arrest.

More common adverse reactions that are due to the
pharmacological activity of morphine are: constipation,
lightheadedness, dizziness, sedation, nausea, vomiting,
sweating, dysphoria and euphoria.

Management of Excessive Sedation: Most patients
receiving morphine will experience initial drowsiness. This
usually disappears in three to five days and is not a cause
of concern unless it is excessive, or accompanied with
unsteadiness or confusion. Dizziness and unsteadiness
may be associated with postural hypotension, particularly in
elderly or debilitated patients.

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

The dosage should be adjusted according to individual
needs but because of reduced clearance and/or increased
pharmacodynamic sensitivity, dosage may be lower in
patients over 50 years of age compared to younger
patients. If the dose of KADIAN is reduced and pain is not
adequately controlled, the dose may be carefully increased
every second day.

Management of nausea and vomiting: Nausea and
vomiting is common after single doses of morphine or as an
early undesirable effect of regular opioid therapy. The
prescription of a suitable antiemetic should be considered.
The frequency of nausea and vomiting usually decreases
within a week or so but may persist due to opioid-induced
gastric stasis. Metoclopramide is often useful in such
patients.

Management of constipation: Virtually all patients
suffer from constipation while taking opioids on a chronic
basis. Some patients, particularly elderly, debilitated or
bedridden patients may become impacted. Patients must
be cautioned accordingly and laxatives, softeners and
other appropriate treatments should be initiated from the
beginning of opioid therapy.
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Drug Abuse Liability Ass. (Vol. 103)
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Other Less Common Adverse Effects include:

Central Nervous System: Euphoria, dysphoria, weakness,
and occasional hallucinations.

Gastrointestinal: Dry mouth, anorexia, colic, taste
alterations and biliary colic.

Cardiovascular: Flushing of the face, chills, tachycardia,
bradycardia, palpitations, hypotension and hypertension.

Genitourinary: Urine retention or hesitancy, reduced libido
or reduced potency.

Dermatologic: Pruritus, urticaria, other skin rashes, edema
and diaphoresis.

Endocrine: A syndrome of inappropriate antidiuretic
hormone secretion characterized by hyponatremia
secondary to decreased free-water excretion.

Visual Disturbances: Blurred vision, nystagmus, diplopia
and miosis.

DRUG ABUSE AND DEPENDENCE

Morphine is the prototype of opioid agonist drugs, and may
be subject to misuse, abuse and addiction. Addiction to
opiates prescribed for pain management is rare, but
requests for opiates from patients addicted to opioids is
common and physicians should take appropriate care in
prescribing this controlled substance.

Opioid analgesics may cause physical dependence.
Physical dependence results in withdrawal symptoms in
patients who abruptly discontinue the drug or may be
precipitated through the administration of drugs with
narcotic antagonist activity, e.g. naloxone or mixed
agonist/antagonist analgesics (pentazocine, butorphanol,
nalbuphine; See also OVERDOSAGE).

Physical dependence usually does not occur to a clinically
significant degree until after several weeks of continued
narcotic usage. Tolerance, in which increasingly large
doses are required in order to produce the same degree of
analgesia, is initially manifested by a shortened duration of
analgesic effect, and subsequently, by decreases in the
intensity of analgesia.

In chronic pain patients, and in narcotic-tolerant cancer
patients, the administration of KADIAN should be guided
by the degree of tolerance manifested. Physical
dependence, per se, is not ordinarily a concern when one
is dealing with a patient in pain, and fear of tolerance
should not deter using adequate doses to adequately
relieve pain.

Page: 13
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If morphine is abruptly discontinued, a moderate to severe
abstinence syndrome may occur. This is usually mild and is
characterized by rhinitis, myalgia, abdominal cramping and
occasional diarrhea. Most observable symptoms disappear
in 5-14 days without treatment; however, there may be a
phase of secondary or chronic abstinence which may last
for 2-6 months characterized by insomnia, irritability and
muscular aches.

If treatment of physical dependence of patients taking
morphine is necessary, the patient may be detoxified by
gradual reduction of the dosage. Gastrointestinal
disturbances or dehydration should be treated
accordingly.

OVERDOSAGE

Symptoms

Acute overdosage with morphine is manifested by
respiratory depression, somnolence progressing to stupor
or coma, skeletal muscle flaccidity, cold and clammy skin,
constricted pupils, and, sometimes, bradycardia and
hypotension.

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 as
this can be useful in removing unabsorbed drug,
particularly when a sustained-release formulation such as
KADIAN has been taken. Care should be taken to secure
the airway before attempting treatment by gastric emptying
or activated charcoal.

The pure opioid antagonist, naloxone, is a specific antidote
against respiratory depression which results from opioid
overdose. Naloxone (usually 0.4 to 2.0 mg) should be
administered intravenously; however, because its duration
of action is relatively short, the patient must be carefully
monitored until spontaneous respiration is reliably re-
MOBU-7/90-2 (Vol. 34), established. KADIAN will continue to release and add to the
KAP-RRC/91/01 (Vol. 41), morphine load for up to 12 hours after administration and
MOBU9/90 (Vol. 56), the management of morphine overdose should be
MOBU-10/90 (Vol. 50), monitored accordingly. If the response to naloxone is
MOR-8/92 (Vol. 53) suboptimal or not sustained, additional naloxone may be re-
administered, as needed, or given by continuous infusion
to maintain alertness and respiratory function.

Naloxone should not be administered in the absence of
clinically significant respiratory or circulatory depression
secondary to morphine overdose. Naloxone 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 narcotic
effects may precipitate an acute abstinence syndrome.
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ISE (Vol. 100), MOBESS/90 (Vol. 86),
CDD-14556 (Vol. 60), MOB1/90 (Vol. 27),
MOR-9/92 (Vol. 77)

ISE (Vol. 100),CDD-14556 (Vol.60),
MOR-9/92 (Vol.77),
MOBES8/90 (Vol. 86)

HPB Sum. (Vol. 26)

KAP-RRC/91/01 (Vol. 41), MOB1/90
(Vol. 27), MOR-9/92 (Vol. 77)
ISE (Vol. 100); Clin. Pharm. (Vol. 59)

MOB1/90 (Vol. 27), KAP-RRC/91/01
(Vol. 41), MOBU7/90-2 (Vol. 34)
HPB Sum. (Vol. 26)
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Opioid Tolerant individuals: In an individual
physically dependent on opioids, administration of the
usual dose of the antagonist will precipitate an acute
withdrawal syndrome. The severity of the withdrawal
syndrome produced will depend on the degree of
physical dependence and the dose of the antagonist
administered. Use of a narcotic antagonist in such a
person should be reserved to cases where such
treatment is clearly needed. If necessary to treat serious
respiratory depression in the physically dependent
patient, the antagonist should be administered with care
and by titration with smaller than usual doses of the
antagonist.

Supportive measures (including oxygen, vasopressors)
should be employed in the management of circulatory
shock and pulmonary edema as indicated. Cardiac arrest
or arrhythmias may require cardiac massage or
defibrillation.

DOSAGE AND ADMINISTRATION

KADIAN CAPSULES SHOULD BE SWALLOWED
WHOLE. THE CAPSULES AND PELLETS
SHOULD NOT BE CHEWED, CRUSHED OR
DISSOLVED.

TAKING BROKEN, CHEWED OR CRUSHED
KADIAN CAPSULES WILL LEAD TO THE RAPID
RELEASE AND ABSORPTION OF A
POTENTIALLY TOXIC DOSE OF MORPHINE.

The sustained-release nature of KADIAN allows it to be
administered on a convenient once-a-day or twice-a-day
schedule . KADIAN produces analgesia similar to
conventional immediate-release and other controlled-
release formulations with regard to pain control for the same
total daily dose of morphine. However, peak and trough
blood levels depend on the release characteristics of each
specific formulation, and other oral morphines may not be
therapeutically equivalent to KADIAN.

KADIAN capsules have the same extent of absorption
(AUC) as immediate-release oral formulations and
controlled-release oral formulations of morphine sulfate.
However, key pharmacokinetic parameters (e.g., Cmax,
Tmax) for KADIAN are significantly different to other
controlled-release oral formulations so that they are not
strictly bioequivalent to KADIAN.
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As with any potent opioid drug product, it is critical to
adjust the dosing regimen for each patient individually,
taking into account the patient's prior analgesic treatment
experience. In the selection of the initial dose of KADIAN,
attention should be given to:

1) the total daily dose, potency and kind of opioid the
patient has been taking previously;

2) the reliability of the relative potency estimate used to
calculate the equivalent dose of morphine needed;

3) the patient's degree of 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.

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

CDD-14556 (Vol. 60), CDD-14922 Patients on other oral morphine formulations may be
(Vol. 76), MOBESS8/90 (Vol. 86), converted to KADIAN by administering one-half of the
MOR-5/92 (Vol. 92) patient's total daily oral morphine dose as KADIAN
ISE (Vol. 100) 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). The dosing interval of
ISE (Vol. 100), CDD-14556(Vol. 60), KADIAN should not be reduced below every 12 hours.
CDD-14922 (Vol. 76),
MOR-5/92 (Vol. 92), MOR-9/92 (Vol. 77)

Conversion from Parenteral Morphine or Other
Parenteral or Oral Opioids to KADIAN

KADIAN can be administered as the initial oral morphine
drug product. While there are useful tables of oral and
parenteral equivalents in cancer analgesia, there is
substantial interpatient variation in the relative potency of
different opioid drugs and formulations. For these
reasons, it is better to underestimate the patient's 24 hour
oral morphine requirement and to have to increase the
dose, than to overestimate and have to manage an
adverse event. The following general points should be
considered:

Parenteral to oral morphine ratio: Estimates of the oral to
parenteral potency of morphine vary from 1:6 to 1:2in
chronic use. A dose of oral morphine three times the daily
parenteral morphine requirement may be sufficient in
chronic use settings.
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Other parenteral or oral opioids to oral morphine sulfate:
Physicians are advised to refer to published relative
potency data, keeping in mind that such ratios are only
approximate (see Table 1 for oral opioid potency). In
general, it is safest to give only half of the estimated daily
morphine demand as the initial dose, and to deal with
inadequate analgesia by supplementation with immediate-
release morphine. (See discussion which follows.)

CDD-14556 (Vol. 60), The first dose of KADIAN may be taken with the last dose of

CDD-14922 (Vol. 76), any immediate-release (short-acting) opioid medication due
MOR-5/92 (Vol. 92), MOR-9/92 (Vol. 77) to the long Tmax after administration of KADIAN.
‘ ISE (Vol. 100)

Table 1: Approximate oral opioid potency
ratios relative to oral morphine*

24 Hour Oral 24 Hour Oral
Dosage of Prior Opioid Morphine
Dose

Methadone** 1.0mg 1.5 mg
Papaveratum 1.0 mg 1.5 mg
Oxycodone 1.0 mg 1.0mg
Morphine solution 1.0 mg 1.0 mg
MS Contin® 1.0 mg 1.0 mg
Roxanol™ 1.0 mg 1.0 mg

* Adapted from Twycross and Lack, (1989). Oral morphine
in advanced cancer. 2nd ed. Beaconsfield

** Methadone has a prolonged and highly variable plasma
haif-life, which leads to cumulation when given repeatedly. This
estimate is only an approximation for the first dose.

Use of KADIAN as the First Opioid Analgesic

There has been no evaluation of KADIAN as an initial
opioid analgesic in the management of pain. Because it
may be more difficult to titrate a patient to adequate
analgesia using a sustained-release morphine, it is
ordinarily advisable to begin treatment using an
immediate-release morphine formulation.
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CDD-15220, CDD-14785, MOR-7/92,
MOR-10/92

ISE (Vol. 100)
CDD-14556 (Vol. 60), MOR-9/92 (Vol. 77)

HPB Sum. (Vol. 26),
MOBU7/90-2 (Vol. 34),
KAP-RRC/91/01 (Vol. 41)

HPB Sum. (Vol. 26),
KAP-RRC/91/01 (Vol. 47),
MOB1/90 (Vol. 27)

HPB Sum. (Vol. 26), MOB1/90 (Vol. 27)
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Considerations in the Adjustment of Dosing
Regimens

Whatever the approach, 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, 'breakthrough’ pain occurs when KADIAN
is administered on an every 24 hours dosing regimen,
consideration should be given to dosing every 12 hours. If
breakthrough pain occurs on an every 12 hours dosing
regimen a supplemental dose of a short-acting analgesic
may be given. As experience is gained, adjustments in both
dose and dosing interval can be made to obtain an
appropriate balance between pain relief and opioid side
effects. To avoid accumulation the dosing interval of
KADIAN should not be reduced below every 12 hours.

Conversion from KADIAN to other controlled-
release oral morphine formulations

KADIAN is not bioequivalent to other controlled-release
morphine preparations. Although for a given dose the same
total amount of morphine is available from KADIAN as from
morphine solution or controlled-release morphine tablets,
the slower release of morphine from KADIAN results in
reduced maximum and increased minimum plasma
morphine concentrations than with other products.
Conversion from KADIAN to the same total daily dose of
other controlled-release morphine preparations may lead to
either excessive sedation at peak or inadequate analgesia at
trough and close observation is recommended.

Conversion from KADIAN to parenteral opioids

When converting a patient from KADIAN to parenteral
opioids, it is again best to select an initial dose of
parenteral opioid that is about half the calculated value.
For example, to estimate the required 24 hour dose of
morphine for IM use, one would take the 24 hour oral
morphine dose, divide by an oral to parenteral conversion
ratio of 6:1, divide the estimated 24 hour parenteral
demand by the number of doses (6 for a 4 hourly dosing
regimen), then halve this dose as an initial trial.

For example, to estimate the required 24 hour dose of
morphine for IM administration, use a conversion of 1 mg
of morphine IM for every 6 mg of morphine as KADIAN.
The IM 24 hour dose is then divided by 6 and
administered 4 hourly.

This approach is likely to require a dosage increase in the
first 24 hours for many patients, but is recommended
because it is less likely to cause overdose than trying to
establish an equivalent dose without titration.
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Opioid analgesic agents may not effectively relieve
dysesthetic pain, post-herpetic neuralgia, stabbing pains,
activity-related pain, and some forms of headache. This
does not mean that patients suffering from these types of
pain should not be given an adequate trial of opioid
analgesics. However, such patients may need to be
promptly evaluated for other types of pain therapy.

Safety and Handling

KADIAN consists of closed hard gelatin capsules
containing polymer coated morphine sulfate pellets that
pose no known handling risk to health care workers. Oral
morphine products are not known to be associated with a
high risk of diversion, but all strong narcotics are liable to
diversion and misuse both by the general public and
health care workers, and should be handled accordingly.

HOW SUPPLIED

KADIAN capsules contain white to off-white or tan colored
polymer coated sustained-release pellets of morphine
sulfate and are available in three dose strengths:

20 mg size 4 capsule, clear cap imprinted 'K 20' and clear
body imprinted with two black bands.

50 mg size 2 capsule, clear cap imprinted 'K 50' and clear
body imprinted with three black bands.

100 mg size 0 capsule, clear cap imprinted 'K 100' and
clear body imprinted with four black bands.'

Store capsules at controlled room temperature 15° to
30°C (59°-86°F). Protect from light and moisture.

Dispense in sealed, tamper-evident, childproof, light-
resistant container.

CAUTION

DEA Order Form Required.

Federal law prohibits dispensing without prescription.
Revision date: June 22, 1995

KADIAN is a trademark of F.H. Faulding & Co. Limited
Copyright © 1995 F.H. Faulding & Co. Limited
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APPLICATION SUMMARY

1. PROPOSED TEXT OF LABELING FOR KADIAN™ - ANNOTATED
Cross-Reference Faulding Proposed U.S. Labeling for Kadian™
KADIAN™

Morphine Sulfate Sustained-release

G

KADIAN™ 20 mg Capsules
KADIAN™ 50 mg Capsules
KADIAN™ 100 mg Capsules

Warning: May be habit forming

Chemistry,Manufacturing, & Control DESCRIPTION

(Vol. 2)
KADIAN capsules 20, 50 and 100 mg contain polymer

coated sustained-release pellets of the narcotic analgesic
morphine sulfate for oral administration.

Chemically, morphine sulfate is 7,8-didehydro-4,50<—
epoxy-17-methyl-morphinan-3,6--diol sulfate (2:1) (salt)
pentahydrate and has the following structural formula:

CH,
H lll——CHz

. H,S0, . 5H,0

2

Morphine sulfate is an odourless, white, crystalline
powder with a bitter taste and a molecular weight of 758
(as the sulfate). It has a solubility of 1 in 21 parts of water
and 1 in 1000 parts of alcohol, but is practically insoluble in
chloroform or ether. The octanol:water partition coefficient
of morphine is 1.42 at physiologic pH and the pKp of 7.9
for the tertiary nitrogen (mostly ionized at pH 7.4).

Each KADIAN Sustained-release Capsule contains either
20, 50 or 100 mg of Morphine Sulfate USP and the
following inactive ingredients common to all strengths:
Hydroxypropy! Methylcellulose, Ethylcellulose,
Methacrylic Acid Copolymer, Polyethylene Glycol, Diethyl
Phthalate, Talc, Dye Black S-1-8090, Corn Starch and
Sucrose. *
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Clin. Pharm. (Vol. 59) CLINICAL PHARMACOLOGY
Morphine is a natural product that is the prototype for the
class of natural and synthetic opioid (narcotic) analgesics.
Opioids produce a wide spectrum of pharmacologic
effects including analgesia, dysphoria, euphoria,
somnolence, respiratory depression, diminished
gastrointestinal motility, altered circulatory dynamics,
histamine release and physical dependence.

Morphine produces both its therapeutic and its adverse
effects by interaction with one or more classes of specific
opioid receptors (i1,8,x) located throughout the body.
Morphine acts as a pure agonist, binding with and
activating the pi-opioid receptor at sites in the peri-
aqueductal and peri-ventricular grey matter, the ventro-
medial medulla and the spinal cord to produce analgesia.

Clin. Pharm. (Vol. 59) Effects on the Central Nervous System

The principal actions of therapeutic value of morphine are
analgesia and sedation and alterations of mood. Opiates
of this class do not usually eliminate pain, but they do alter
the effects of pain on the central nervous system resulting
in a reduced perception of suffering.

Morphine produces respiratory depression by direct
action on brain stem respiratory centers. The mechanism
of respiratory depression involves a reduction in the
responsiveness of the brain stem respiratory centers to
increases in carbon dioxide tension (or to direct electrical
stimulation).

Morphine depresses the cough reflex by direct effect on
the cough center in the medulla. Antitussive effects may
occur with doses lower than those usually required for
analgesia.

Morphine causes miosis, even in total darkness, and little
tolerance develops to this effect. Pinpoint pupils are a
sign of narcotic overdose but are not pathognomonic
(e.g. pontine lesions of hemorrhagic or ischemic origins
may produce similar findings). In overdose, marked
mydriasis rather than miosis may be seen with severe
hypoxia.

Clin. Pharm. (Vol. 59) Effects on the Gastrointestinal Tract

Gastric, biliary and pancreatic secretions are decreased by
morphine. Morphine causes a reduction in motility
associated with an increase in tone in the antrum of the
stomach and duodenum. Digestion of food in the small
intestine is delayed and propulsive contractions are
decreased. Propulsive peristaltic waves in the colon are
decreased, while tone is increased to the point of spasm.
The end result is constipation. Morphine can cause a
marked increase in biliary tract pressure as a result of
spasm of sphincter of Oddi.
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Clin. Pharm. (Vol. 59) Effects on the Cardiovascular System

. Morphine produces peripheral vasodilation which may
result in orthostatic hypotension. Release of histamine
can occur and may contribute to narcotic induced
hypotension. Manifestations of histamine release and/or
peripheral vasodilation may include pruritus, flushing, red
eyes and sweating.

Clin. Pharm. (Vol. 59) Pharmacodynamics

The relationship between the blood level of morphine and
the analgesic response will depend on the the patient's
age, state of health, medical condition, and the extent of
previous opioid treatment. For any given individual
patient, effective analgesia will not occur below some
minimum blood level, and adverse effects on mentation or
respiration will become unacceptable above some
maximum blood level.

For opioid-naive postoperative patients who are otherwise
in good health the minimum morphine plasma level for
analgesia ranges from 10-50 ng/mL, corresponding to the
range of blood levels expected after a single intra-
muscular dose of 5-10 mg. The toxic dose in this setting
varies widely, ranging from a low of 10-15 mg in the elderly
vulnerable patient up to doses of 30-50 mg tolerated by
healthy volunteers.

. For opioid-tolerant patients the situation is much more
complex. Some patients will become rapidly tolerant to the

analgesic effects of morphine, and will require high daily
oral morphine doses for adequate pain control. Since the
development of tolerance to both the therapeutic and
adverse effects of opioids is highly individualized, the
dose of morphine should be individualized to the patient's
condition and should not be based on an aritrary choice
of a dose or blood level to be obtained.

HPB Sum (Vol. 26); Clin. Pharm. (Vol. 59) Pharmacokinetics

KAP-RRC/91/01, MOBU-7/90-2 Following oral administration of a given dose of morphine,
(Vol. 41) (Vol. 34) the amount ultimately absorbed is essentially the same for
immediate or sustained-release formulations, although the
time to peak blood level (Tmay) will be longer and the Cmax

will be lower for formulations that delay the release of
morphine to the gastrointestinal tract. KADIAN capsules
contain polymer coated sustained-release pellets of
morphine sulfate that release morphine significantly more
slowly than from morphine sulfate tablets and other
controlled-release oral preparations.

Because of pre-systemic elimination only about 20-40%
of the administered dose reaches the central
compartment. Once absorbed, morphine is distributed to
skeletal muscle, kidneys, liver, intestinal tract, lungs,
spleen and brain. Morphine also crosses the placental

o membranes and has been found in breast milk. About 30-
35% of morphine is reversibly protein bound.
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Although a small fraction (less than 5%) of morphine is

. demethylated, for all practical purposes, virtually all
morphine is converted to glucuronide metabolites
including morphine-3-glucuronide and morphine-6-
glucuronide.

The glucuronide system has a very high capacity and is not
MOB1/90, MOBU7/90-2 | easily saturated even in disease. Studies in healthy subjects

(Vol.27) (Vol. 34) and cancer patients have shown that the glucuronide
metabolite to morphine mean molar ratios (based on AUC)
are similar for both single doses and at steady state for
KADIAN, controlled-release morphine sulfate tablets and
morphine sulfate solution. The morphine to morphine-3-
glucuronide to morphine-6-glucuronide mean molar ratios
(based on AUC) are approximately 1:24:4.

Morphine has a reported oral bioavailability of 20-40%, a

volume of distribution (Vd) of 2-4 liters/kg, a clearance of

0.9-1.2 liters/kg/hr, and a terminal elimination half-life of 2 to
MOBU7/90-2 | 4 hours. Following the administration of oral morphine

(Vol. 34) solution, approximately fifty percent of the morphine that will

ever reach the central compartment intact, reaches it within
30 minutes. Following the administration of an equal amount
of KADIAN to healthy volunteers, however, this extent of
absorption occurs, on average, after 8 hours. While
concurrent administration of food slows the absorption of
MOBU7/90-2 | KADIAN slightly, the extent of absorption is not affected and

(Vol. 34) KADIAN can be administered without regard to meals.
. When KADIAN is given on a fixed dosing regimen, steady
MOBU7/90-2 (Vol. 34), state is achieved in about two days.

HPB Sum. (Vol. 26)

For any fixed dose and dosing interval, KADIAN will have at
MOB1/90 (Vol. 27) | steady state a significantly lower Cmax and a higher Cpin
than oral morphine solution and other controlled-release
MOBES8/90, CDD-14556, MOR-9/92 preparations (see graph below), but will be therapeutically
(Vol. 86) (Vol. 60) (Vol. 77) similar with regard to pain control and adverse events.
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MOB1/90 (Vol. 27)

NDA 20-616

Mean steady state plasma morphine
concentrations for KADIAN™ 50 mg (every 12
hours), controlled-release morphine tablet 50 mg
(every 12 hours) and oral morphine solution 1
6.7 mg (every 4 hours); plasma concentrations
were dose normalised.
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e MOR-9/92 (Vol. 77) When given once-daily (every 24 hours) KADIAN will have at
steady state a similar Cmax and Cmjin when compared to
twice-daily (every 12 hours) controlled-release morphine

: tablet (see graph below).
Mean steady state plasma morphine
concentrations for KADIAN™ 100 mg (every
24 hours), controlled-release morphine tablet
50 mg (every 12 hours); plasma concentrations
were dose normalised.
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Morphine is converted to the active metabolite morphine-
6-glucuronide. As accumulation of this metabolite has
been demonstrated in patients with impaired renal
function, caution should be exercised in patients with
renal disease. While the glucuronidation pathway is intact
even in cases of severe hepatic dysfunction, as with any
drug, caution should be taken to adjust the dose to guard
against unanticipated accumulation if renal and/or hepatic
function is known to be seriously impaired.

Clinical Studies

ISS (Vol. 101) | A total of 177 healthy subjects and 337 patients with cancer

pain participated in a total of 17 studies (11 pharmacokinetic
ISS (Vol. 101) | and 6 clinical). Of these individuals, 158 healthy subjects
and 268 patients received KADIAN. In the controlled clinical
studies patients were followed for a median duration of 7+1
days and in the uncontrolled clinical studies patients were
followed for a median duration of 103 days and up to 24
ISE (Vol. 100) | months. KADIAN was compared to oral morphine solution,
MST Continus®, and MS Contin® using trial designs that
followed the clinical and pharmacokinetic performance of
each treatment in cancer patients receiving chronic opioid
therapy.

CDD-14556, MOR-9/92 At the time of submission 110 patients had received

(Vol. 60) (Vol. 77) KADIAN administered once-a-day (every 24 hours). In two
controlled trials patients were titrated to a stable 24-hour
ISE (Vol. 100) morphine requirement, KADIAN administered every 24
hours to 78 evaluable patients provided similar analgesia to
the same amount of morphine given as MS Contin® every
12 hours.
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CDD-14556 (Vol. 60), CDD-14922 (Vol. 76)

MOBESS8/90 (Vol. 86), MOR-5/92 (Vol. 92) |

CDD-14556 (Vol. 60), CDD-14922 (Vol. 76),
MOR-5/92 (Vol. 92), MOR-9/92 (Vol. 77)

ISE (Vol. 100)
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Individualization of Dosage

The best use of opioid analgesics in the management of
chronic malignant and non-malignant pain is challenging,
and is well described in materials published by the World
Health Organization and the Agency for Health Care
Policy and Research which are available from the
manufacturer upon request. KADIAN is a third step drug
which is most useful when the patient requires a constant
level of opioid analgesia as a "floor" or "platform" from
which to manage breakthrough pain. When a patient has
reached the point where comfort cannot be provided with
a combination of non-narcotic medications (NSAIDs &
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
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). The dose should be titrated no more
frequently than every-other-day to allow the patients to
stabilise before escalating the dose. [f breakthrough pain
occurs, the dose may be supplemented with a small dose
(less than 20% of the total daily dose) of an immediate-
release product. 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.

Only the 20 mg strength should be started in patients who
do not have a proven tolerance to opiates, and usually
should be advanced at a rate not greater than 20 mg
every-other-day. Most patients will rapidly develop some
degree of tolerance, requiring dosage adjustment until
they have achieved their individual best balance between
baseline analgesia and opioid side effects such as
confusion, sedation and constipation. No guidance can
be given as to the recommended maximal dose,
especially in patients with chronic pain of malignancy. In
such cases the total dose of KADIAN should be advanced
until the desired therapeutic endpoint is reached or
clinically significant opioid-related adverse reactions
intervene.

INDICATIONS AND USAGE

KADIAN is indicated for the management of pain where
treatment with an opioid analgesic is indicated for more
than a few days.

KADIAN was developed for use in patients with chronic
pain who require repeated dosing with a potent opioid
analgesic, and has been tested in patients with pain due
to a variety of malignant conditions. KADIAN has not been
tested as an analgesic for the treatment of acute pain or in
the postoperative setting and is not recommended for
such use.
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ISS (Vol. 101) CONTRAINDICATIONS

KADIAN is contraindicated in patients with a known
hypersensitivity to morphine, morphine salts or any of the
capsule components.

WARNINGS
(See also: CLINICAL PHARMACOLOGY)
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.

Morphine 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, 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.

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. Morphine 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, like all opioid analgesics, may cause severe
hypotension in an individual 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 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.

000097
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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.

PRECAUTIONS
(See also: CLINICAL PHARMACOLOGY)
General

KADIAN is intended for use in patients who require
continuous treatment with a potent opioid analgesic. As
with any potent opioid, it is critical to adjust the dosing
regimen for KADIAN for each patient individually, 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.

Cordotomy

Patients who are scheduled for cordotomy or other
interruption of pain transmission pathways should not
receive KADIAN within 24 hours of the procedure. In
addition, the post-procedure titration of analgesics for
such patients should be individualized to avoid either
oversedation or withdrawal syndromes.

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; myxodema; '
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 or delirium tremens; severe
kyphoscoliosis; convulsive disorders; patients about to
undergo biliary surgery and patients with acute
pancreatitis secondary to biliary tract disease.

Driving and operating machinery

Morphine 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 morphine with
other CNS depressants, including other opioids,
phenothiazines, sedative/hypnotics and alcohol (see:
Drug Interactions).
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Information for Patients
If clinically advisable, patients receiving KADIAN should be
given the following instructions by the physician:

1. The dose of KADIAN should not be adjusted without
consulting the phy§ician.

2. Morphine may impair mental and/or physical ability
required for the performance of potentially hazardous
tasks (e.g. driving, operating machinery).

Patients starting KADIAN should be advised not to
engage in hazardous activities until they have established
that they can maintain normal alertness.

3. Morphine should not be taken with alcohol or other
CNS depressants (sleeping medication, tranquilizers)
because additive effects including CNS depression may
occur. A physician should be consulted if other
prescription medications are currently being used or are
prescribed for future use.

4. For women of childbearing potential who become or are
planning to become pregnant, a physician should be
consulted.

5. The pellets in KADIAN capsules should NOT
be chewed, crushed or dissolved.

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 including sedatives, hypnotics,

- general anesthetics, 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: Morphine may enhance the
neuromuscular blocking action of skeletal relaxants and
produce an increased degree of respiratory depression.

Mixed Agonist/Antagonist Opioid Analgesics: From a
theoretical perspective, mixed agonist/antagonist
analgesics (i.e. pentazocine, nalbuphine and
butorphanol) should NOT be administered to a patient
who has received or is receiving a course of therapy with a
pure opioid agonist analgesic. In these patients, mixed
agonist/antagonist analgesics may reduce the analgesic
effect or may precipitate withdrawal symptoms.

Monoamine Oxidase Inhibitors (MAOQIs): MAOIs can
intensify the effects of morphine and other opioid drugs
which can cause anxiety, confusion and significant
depression of respiration, sometimes leading to coma.

. Morphine should not be given to patients taking MAOIs or
within 14 days of stopping such treatment.
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Cimetidine: There is a report of confusion and severe
respiratory depression when a hemodialysis patient was
administered morphine and cimetidine.

Diuretics: Morphine reduces the efficacy of diuretics by
inducing the release of antidiuretic hormone. Morphine
may also lead to acute retention of urine by causing spasm
of the sphincter of the bladder, particularly in men with
prostatism.

Food: The biocavailability of KADIAN is not significantly
affected by food.

Carcinogenicity/Mutagenicity/Impairment of
Fertility

Studies of morphine suifate in animals to evaluate the
drug's carcinogenic and mutagenic potential or the effect
on fertility have not been conducted.

Pregnancy

Teratogenic effects - CATEGORY C: Adequate animal
studies on reproduction have not been performed to
determine whether morphine affects fertility in males or
females. There are no well controlled studies in women,
but marketing experience does not include any evidence
of adverse effects on the fetus following routine (short-
term) clinical use of morphine sulfate products. Although
there is no clearly defined risk, such experience can not
exclude the possibility of infrequent or subtle damage to
the human fetus.

KADIAN should be used in pregnant women only when
the perceived need outweighs the known risks.

Nonteratogenic effects: Infants born to mothers who have
been taking morphine chronically may exhibit withdrawal
symptoms.

Labour and Delivery

KADIAN is not recommended for use in women during and
immediately prior to labor, where shorter acting analgesics
are more appropriate. Infants born to mothers receiving
opioid analgesics during labour should be observed
closely for signs of respiratory depression. In such infants,
a specific narcotic antagonist, naloxone, should be
available for reversal of narcotic-induced respiratory
depression.

Nursing Mothers

Low levels of morphine sulfate have been detected in
human milk. Withdrawal symptoms can occur in breast-
feeding infants when maternal administration of morphine
sulfate is stopped. Nursing should not be undertaken
while a patient is receiving KADIAN since morphine may be
excreted in the milk.
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Pediatric Use
KADIAN has not been evaluated in children.
ADVERSE REACTIONS

The adverse reactions caused by morphine are essentially
the same as those observed with other oral and parenteral
opioid analgesics. They include the following major
hazards: respiratory depression, apnea and to a lesser
degree; circulatory depression, respiratory arrest, shock
and cardiac arrest.

More common adverse reactions that are due to the
pharmacological activity of morphine are: constipation,
lightheadedness, dizziness, sedation, nausea, vomiting,
sweating, dysphoria and euphoria.

Management of Excessive Sedation: Most patients
receiving morphine will experience initial drowsiness. This
usually disappears in three to five days and is not a cause
of concern unless it is excessive, or accompanied with
unsteadiness or confusion. Dizziness and unsteadiness
may be associated with postural hypotens;on particularly in
elderly or debilitated patients.

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

The dosage should be adjusted according to individual
needs but because of reduced clearance and/or increased
pharmacodynamic sensitivity, dosage may be lower in
patients over 50 years of age compared to younger
patients. If the dose of KADIAN is reduced and pain is not
adequately controlled, the dose may be carefully increased
every second day.

Management of nausea and vomiting: Nausea and
vomiting is common after single doses of morphine or as an
early undesirable effect of regular opioid therapy. The
prescription of a suitable antiemetic should be considered.
The frequency of nausea and vomiting usually decreases
within a week or so but may persist due to opioid-induced
gastric stasis. Metoclopramide is often useful in such
patients.

Management of constipation: Virtually all patients
suffer from constipation while taking opioids on a chronic
basis. Some patients, particularly elderly, debilitated or
bedridden patients may become impacted. Patients must
be cautioned accordingly and laxatives, softeners and
other appropriate treatments should be initiated from the
beginning of opioid therapy.
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Other Less Common Adverse Effects include:

Central Nervous System: Euphoria, dysphoria, weakness,
and occasional hallucinations.

Gastrointestinal: Dry mouth, anorexia, colic, taste
alterations and biliary colic.

Cardiovascular: Flushing of the face, chills, tachycardia,
bradycardia, palpitations, hypotension and hypertension.

Genitourinary: Urine retention or hesitancy, reduced libido
or reduced potency.

Dermatologic: Pruritus, urticaria, other skin rashes, edema
and diaphoresis.

Endocrine: A syndrome of inappropriate antidiuretic
hormone secretion characterized by hyponatremia
secondary to decreased free-water excretion.

Visual Disturbances: Blurred vision, nystagmus, diplopia
and miosis.

DRUG ABUSE AND DEPENDENCE

Morphine is the prototype of opioid agonist drugs, and may
be subject to misuse, abuse and addiction. Addiction to
opiates prescribed for pain management is rare, but
requests for opiates from patients addicted to opioids is
common and physicians should take appropriate care in
prescribing this controlled substance.

Opioid analgesics may cause physical dependence.
Physical dependence results in withdrawal symptoms in
patients who abruptly discontinue the drug or may be
precipitated through the administration of drugs with
narcotic antagonist activity, e.g. naloxone or mixed
agonist/antagonist analgesics (pentazocine, butorphanol,
nalbuphine; See also OVERDOSAGE).

Physical dependence usually does not occur to a clinically
significant degree until after several weeks of continued
narcotic usage. Tolerance, in which increasingly large
doses are required in order to produce the same degree of
analgesia, is initially manifested by a shortened duration of
analgesic effect, and subsequently, by decreases in the
intensity of analgesia.

In chronic pain patients, and in narcotic-tolerant cancer
patients, the administration of KADIAN should be guided
by the degree of tolerance manifested. Physical
dependence, per se, is not ordinarily a concern when one
is dealing with a patient in pain, and fear of tolerance
should not deter using adequate doses to adequately
relieve pain.
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If morphine is abruptly discontinued, a moderate to severe

0 abstinence syndrome may occur. This is usually mild and is
characterized by rhinitis, myalgia, abdominal cramping and
occasional diarrhea. Most observable symptoms disappear
in 5-14 days without treatment; however, there may be a
phase of secondary or chronic abstinence which may last
for 2-6 months characterized by insomnia, irritability and
muscular aches.

If treatment of physical dependence of patients taking
morphine is necessary, the patient may be detoxified by
gradual reduction of the dosage. Gastrointestinal
disturbances or dehydration should be treated
accordingly.

OVERDOSAGE

Symptoms

Acute overdosage with morphine is manifested by
respiratory depression, somnolence progressing to stupor
or coma, skeletal muscle flaccidity, cold and clammy skin,
constricted pupils, and, sometimes, bradycardia and
hypotension.

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 as
this can be useful in removing unabsorbed drug,
particularly when a sustained-release formulation such as
KADIAN has been taken. Care should be taken to secure
the airway before attempting treatment by gastric emptying
or activated charcoal.

The pure opioid antagonist, naloxone, is a specific antidote
against respiratory depression which results from opioid
overdose. Naloxone (usually 0.4 to 2.0 mg) should be
administered intravenously; however, because its duration
of action is relatively short, the patient must be carefully
monitored until spontaneous respira