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Indications — What are the
KADIA
app roved uses for KADIAN® esismtesies /

I

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.

* KADIAN® is not indicated for pain in the immediate post-operative
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 post-operative use if the patient is
already receiving the drug prior to surgery or if the post-operative
pain is expected to be moderate to severe and persist for an
extended period of time. Physicians should individualize
treatment, moving from parenteral to oral analgesics as
appropriate. (See American Pain Society guidelines.)
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Boxed Warning/ ~
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Important Safety Informatiof======% _/
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KADIAN®, it is important to remind them of the box
warning and the Important Safety Information, which
can be found on the first spread of each of the

promotional tactics (Detail Aid, Dosing Guide and
Conversion Guide)

 KADIAN® contains morphine sulfate, an opioid agonist
and a Schedule Il controlled substance
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* 8 Dosing Strengths — Flexibility in Dosing
Strengths

f

* Polymer-coated pellet technology
* BID/QD Dosing Frequency Flexibility
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KADIAN® capsules are supplied in 8 strengths: 10mg,
20mg, 30mg, 50mg, 60mg, 80mg, 100mg, and 200mg
strengths — the most of any extended-release morphine

* The 8 strengths can be titrated in 10mg increments.
The availability of these 8 doses provides flexibility in
dose selection.

— KADIAN® 100mg and 200mg 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® doses can be titrated up every other day
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KADIAN® utilizes polymer-coated pellet technology for
reliable morphine delivery

* The distinctive pellet composition releases morphine
steadily into the bloodstream for up to 24 hours

— 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.
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KADIANGCOOD

BID/QD Dosing
Frequency Flexibility ===

KADIAN® provides convenience and flexibility with once
or twice a day dosing
— KADIAN® Capsules are NOT for use as a prn analgesic
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J* The core pieces (Dosing Guide and
~ Conversion Guide) provide the same
information to highlight the product
attributes, as seen on the following slides

* The core pieces included Pl, boxed
warning and Important Safety
Information

10
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Dosing flexibility with KAD

Sl ‘ ' G W///&W* L
10mg 20mg 30mg 50mg 60mg 80mg 100mg 200 mg

Capsulws aro not showny al acheal size.

+ § dosing strengths—the most of any extended-release morphing®*
« Flexibility to dose q12h or 24k
« Mo fior ttration in increments of 10 mg, with a low dose of 10 mg?

- Ity mecordange with Amaerican Pain Society guidelines about low
initial dosing*

Aw a capsule Bprinkle dosing G-ube dosing

J
I

Capsube can be opoved and bt of coapaaile o b

the contansts speinklod on sprdnbdod i waolse wrd

e savico for pationts who admiilstered through o 16 Froncly
T chifficutty swallowlng.” gastrogtomy ke,
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Sufaty conshferations:

mwuwm%mm be swallowed whole or the contents of the capsules sprinkled on apple sauce. The pellets in the

m@&fm ane: not to be chewed, crushed, or dissolved due to the risk of rapid release and absorption of a potentially fatal
se of morphine.
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Morphine Sulfate Extended-Release Capsules

Pellet Technology ==

Reliable morphine delivery

KADIAN® utilizes polymer-coate

d pellet technolog
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¢ Diistinctive peliet composition releases morphine steadily into the bloodstrear for up to 24 hours®

Absorption

Follgmireg the administration O e ‘ ; bS5 00 the ronphine absortwed
reaches the systemic circulation within ‘W mmmmms However, mﬂtfﬂwwmag e administration of an equal
armount of KADIAN® to healthy voluntesrs, this occurs, on average, after 8 hours. As with most forms
of oral morphine, becsuse of mm-wmmm elimination, onky about 20 1o 40% of the administered dose
et mmnm the systemic clroulation,

Food Effects: While concurrent adminkstration of food slows the rate of absorption of KADIAN®, the
wmm M zfarmwpt or 15 not affected and KADIAN® can be administered without regard to meals.

CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER ALLERGAN_MDL_00007279
P-43013_00013

12



Detail Aid KADIANCOOPD

Morphine Sulfate Extended-Release Capsules /
T0rige 20mg = 30mgy» SUmg» G0mg » 80 mgi 100 Mg «200mmg N

8 Page booklet designed to provide healthcare

i
i

/ professionals with an overview of the KADIAN® product
attributes

* Includes information on:
— Boxed Warning/Important Safety Information

— World Health Organization (WHO) guidelines for pain
management

— Indications and Usage

— Polymer-coated pellet technology

— Pharmacokinetic data

— Dosing flexibility

* This tactic allows you to provide healthcare
rofessionals with important information about the key

roduct attributes of KADIAN® i3
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Dosin g Guide KADIANCOOD

* 12 page pocket guide with a more detailed focus on
/" dosing issues, including:

— Initiating Therapy with KADIAN® Capsules

— Individualization of Dosage

— Initiating in Patients without Proven Opioid Tolerance

— Considerations in the Adjustment of Dosing Regimens

— Alternative Methods of Administration

* This tactic provides additional details on how
healthcare professionals can take advantage of the
dosing flexibility of KADIAN® to better meet the needs
of their patients in pain

14
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— The core promotional messages for KADIAN®

— How patients on other pain medications can be
safely converted to KADIAN®

* Healthcare professionals need to assess each patient’s
treatment plan individually especially when considering
changes in therapy. When a HCP determines that
KADIAN® is the appropriate medication to treat their
patient’s pain, the information in the Conversion Guide
can help the HCP determine how to transition the
patient to KADIAN® therapy

15
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* Additional tactics provide healthcare professionals with

/' reminders of the key benefits of KADIAN®, along with
important benefits for their patients:

— KADIAN® has a generous Co-Pay Assistance Program. The S50
co-pay card can significantly reduce a patient’s out-of-pocket
expenses

— KADIAN® has excellent managed care coverage with most
plans at second or third tier

— KADIAN® is in a preferred position on many state public aid
programs

— KADIAN® is stocked in pharmacies nationwide

16
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e Co-Pay Cards

* Practitioner Request Form (Co-Pay Cards)
* Form Trak Templates

* Generic Pharmacy Flyer

CONFIDENTIAL :Actavis Elizabeth LLC, October 2011

For internal and training purposes only

Not to be distributed. 1 7
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i, Ny Sl ais
‘  Exesmulioase Caoubns
» Up to the first $50 foward each prescription
. o Up to 24 prescriptions over 12 months
Lige the Enclosed Card
Tor Save Up To ;
. ) Please read accompanying
Q@ y J——
Uy . ExtendedeRelease Tapsiles /
S , Bin #: 004682 R4PCN: CN
For more information about KADIAN®, please visit

‘ Group & D#
) ) www.KADIAN.com or call 1-877-637-4629
per year KADIt125 .

towrard ywour

KADIAN"
prescriptions. 200 cards (20 packs) will be

Pt WALIAN" oyl sy Mattienens

e e e delivered to each ABM this week
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PRACTITIONER REQUEST FORM

(Wit

My

Cheye il W
| Co-Pay Assistance Cards | [ﬂ ]

gy Coninn

Sk Wagrtoine

ME&% ‘ i
“actavis
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KADIAN® Commercial Competitive Commercial

KADIAN® Medicare Part D | Competitive Medicare Part D

* In-depth Form Trak training will take
place tomorrow

* The templates must be handed out
with the safety information and Pl

CONFIDENTIAL :Actavis Elizabeth LLC, October 2011
For internal and training purposes only
Not to be distributed.
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Sample conversion caleulation

1. 60 mg vdat dady dose of morpbing

2. 60 myy daly dose of morphing x 1 [usmg & 101 o) = 60 meg
daily dose of equianalgesic morphing

3. Sugpested total daily dose of KADIAN® = 60 my

&, dvinsien KADLAN® copsues am b singe dose, 60 my
oA, or ecquilly dviced doses, 30 mg gtiin
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Morphine p

i AVINZA® CI (mgmpiine sulfate extended-releass capsules)
Capsules 30 mg, 45 myg, 60 mg, 75 my, 90 mag, 120 mg

© Embeda® Cif (morphing sulfate and naltranone
hwmmmm) Extorvded Releasey Capsules 20 myg, 30 mg,
50 rrg, 6O mg, BO rrgg, 100 mg

o KADIAN® CHt {rmorphing sulfate extended-release) Capsules
0 vy, 20 gy, 30 erg, 50 gy, 60 oy, BO mag, 200 rmeg, 200 miy

© WS Confin® Cll {marphine sulfate) Tablets 15 mg, 30 myg,
6O myg, 100 mg, 200 mg

o Qramorph® SF Gl (morphing sulfate) Sustained Releass
Tablets 15 mig, 30 mg, 60 my, 100 mg

“ Goneric equivalent and other immediate-rilease products

Mow to convert from other morphine
[ m:% wets to WADIAN™

1. Deterrmine the tofal daty dose of the current opioid tharapy
being used. (If both parenteral and oral doses
of the: same opioid are being given, caleulate a separate
KADIAMN® capsule dose for each and combne)

2. Caleulate the conversion of the total daily dose of the
current opinid thierapy into the equianalgesic morphing
dose, using the appropriate ratio (1:1 ratio)

3. Refer to specific analgesic tables on the previous page 1o
finied an equianalgesic KADAN® capsule dose

4. Administer this amount in the most convenient IKADEAN®
capsulie dose strangth, either as a single dose gidh or in
waually divided doses q1eh

Patierds on other oral morphing formuliations may be
converted fo KADIAN® by administering one-hall of the
patient’s total dady oral morphing dose as KADIAN® capsules
weery 12 hours (fwice-a-day) or by administering the total daily
oral morphing dose as KADIAN® capsules every 24 hours
{once-a-day). KADIANY should not be given more frequently
than every 12 hours,

Pl wan Brwdd WIRRNING o guag 4, Iisgoetand Satuty bsforms o
i s -7, e diiommpinging Full Praoribing infommtion s
KALGANY (mompihing wullty eutoomod-rabmsun) Cagibig.

21
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* Online ordering: fulfill.digitaldirect.com

* Your user name and password will be
sent to you via e-mail

* You can order the majority of
promotional materials through this site

— Work through your RBD to request
additional co-pay cards

23
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Qrier History
Addrmes Mminrensren

Login Information
Jennifer Altier
Actavis
T et Rond
Maorristowr, M) 07960
Phone: GOB-672-1%15
Ernail: jaltier2001@@yaboo.com

~ Ordered By
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Warehouse Ordering EaRiaiicoc)

g 20mg = 30migy » S0mg » G0ng « 8 mgi» 100 mg-200mg

Ttem Td: KARLLOOS,

Chescription: Kadian Conversion Guide
Ceredae Lirmit: 5

Availability: wr

(as of 10/16/2011 8:58:56 PM)
Shipped in packs of 10
Add all Selected
Hems to Cart

Items 1d:
Description:
Qrder Limit:
Availability: 64
(as of 10/16/2011 8:58:56 M)
Shipped in packages of 10

Wf“‘“‘“‘ Add All Selected
] Items to Cart

esgireg Couigle

Itern 1d:

Chpseription:

Crrdar Lt

Availability:

{as of 10/16/2011 8:58:56 pM)
( Add All Selected
Items to Cart

Tteen Td: BARILLOT,

Description: Mini Cornversion Guide

Aovailatility: 877
(as of 10/16/2011 8:58:56 PM)

Add Al Selected
Irems to Cart

P, w
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New Patient Start Messaging

26

ALLERGAN_MDL_00007293

P-43013_00027



1€ AT 1A INCC © € ¢

| I I I t I a I Q' | e St I O I | Morphine Sulfate Extended-Release Capsules 4
g 20mg = 30migy » S0mg » G0ng « 8 mgi» 100 mg-200mg W

How does KADIAN® fit in to your prescribing
habits?
— If 15t line: Thank the HCP for their business and remind them
of the key features and benefits of KADIAN®
— If not 15t line: Why don’t you use KADIANZ® first line?
» Side effects
» Efficacy
» Older product

27
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What side effects do you see with KADIAN®?

Management of Excessive Drowsiness

* Most patients receiving KADIAN® will experience initial drowsiness.
This usually disappears within 3-5 days and is not a cause of concern
unless it is excessive, or accompanied by unsteadiness or confusion.
Dizziness and unsteadiness may be associated with postural
hypotension, particularly in elderly or debilitated patients, and has
been associated with syncope and falls in non-tolerant patients
started on opioids.

* Excessive or persistent 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
additional care should be used in the selection of initial doses for the
elderly patient, the cachectic or gravely ill patient, or in patients not
already familiar with opioid analgesic medications to prevent
excessive sedation at the onset of treatment.

28
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What side effects do you see with KADIAN®?

) Management of Nausea and Vomiting

/" » Nausea and vomiting are common after single doses of KADIAN® or as
an early undesirable effect of chronic opioid therapy. The prescription of
a suitable antiemetic should be considered, with the awareness that
sedation may result (see Drug Interactions). The frequency of nausea
and vomiting usually decreases within a week or so but may persist 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, such
as KADIAN®, on a chronic basis. Some patients, particularly elderly,
debilitated or bedridden patients may become impacted. Tolerance
does not usually develop for the constipating effects of opioids. Patients
must be cautioned accordingly and laxatives, softeners and other
appropriate treatments should be used prophylactically from the
beginning of opioid therapy.

29
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KADIAN® contains morphine as its active ingredient and has a
long history of safety and efficacy when used as indicated

KADIAN® has a well known side effect profile

KADIAN® provides steady blood levels of morphine sulfate with
few peaks and valleys

KADIAN® is available in 8 different strengths and can be titrated
in 10mg increments. The availability of these 8 doses provides
flexibility in dose selection

30
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KADIAN® provides convenience and flexibility with once or twice
a day dosing.
KADIAN® doses can be titrated up every other day.

KADIAN® does not have a ceiling or 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.

KADIAN® has no significant food effect and can be administered
without regard to meals for dosing convenience.

KADIAN® is available as an extended release capsule, but it has 3
modes of administration

31
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* Actavis is proud of KADIAN®’s 15 year history:

— KADIAN® contains morphine as its active ingredient and has
a long history of safety and efficacy when used as indicated

— KADIAN® has a well known side effect profile
— KADIANZ® is widely stocked in pharmacies nationwide
— Continue with other features and benefits of KADIAN®
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 What LAO do you use 15t l[ine?

— Generic Morphine Sulfate
— Avinza®
— Other branded LAOs

* Do not make comparative product claims

— Do not say or imply that KADIAN® is safer or more
effective than another drug

— This has not been demonstrated by substantial
evidence or clinical experience
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What has been your experience with KADIAN® and morphine
sulfate with your patients?

Is there a reason you prefer one product for your patients?
Is BID dosing important for you and your patients?

Are steady plasma levels important to your patients? If so, why
is that important to you?

Have you converted patients from morphine sulfate to KADIAN®?

How much do you consider the patient's out of pocket
cost? Does this impact your prescribing decision?

Tactics
PK charts in Detail Aids
Mini-conversion guide
Form Trak
Co-Pay Cards
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Morphine Sulfate Extended-Release Capsules /
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Is there a reason you prefer one product for your patients?
What dose do you prefer to start your new patients on? Is
having a 10mg and 20mg option important for you and
your patients?

Is having a co-pay card program an important benefit to
you and your patients?

* Have you converted patients from Avinza® to KADIAN®?

Tactics

Dosing Guide
Co-Pay Cards
Conversion guide
Form Trak
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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.

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. 36
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Morphine Sulfate Extended- RE[&ES& Capsules /
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KADIAN® Capsules are to be swallowed whole and are not to be
chewed, crushed, or dissolved. Taking chewed, crushed, or
dissolved KADIAN® Capsules leads to rapid release and
absorption of a potentially fatal dose of morphine.

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

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

 KADIANP® is not indicated for pain in the immediate postoperative
period (the first 12-24 hours following surgery), or if the pain is
mild or not expected to persist for an extended period of time.
KADIAN® is only indicated for postoperative use if the patient is
already receiving the drug prior to surgery or if the postoperative
pain is expected to be moderate to severe and persist for an
extended period of time. Physicians should individualize
treatment, moving from parenteral to oral analgesics as
appropriate. (See American Pain Society guidelines.)
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KADIAN® is contraindicated in patients with a known
hypersensitivity to morphine, morphine salts or any of the
capsule components, or in any situation where opioids are
contraindicated. This includes in patients with respiratory
depression (in the absence of resuscitative equipment or in
unmonitored settings), and in patients with acute or severe
bronchial asthma or hypercarbia.

KADIAN® is contraindicated in any patient who has or is
suspected of having paralytic ileus.
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* Do communicate the full product indication

— Failing to do so could imply that KADIAN is
indicated for use in a broader range of
conditions or patients than has been
demonstrated

* Do discuss safety considerations with prescribers
during each call

— KADIANZ® is associated with a number of serious
risks, many of which are potentially fatal
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Morphine Sulfate Extended-Release Capsules 4
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Do discuss KADIAN® product features described in the
Pl, including:
— KADIAN® contains morphine as its active

ingredient and has a long history of safety and
efficacy when used as indicated

— KADIAN® has a well known side effect profile

— KADIAN® provides steady blood levels of morphine
sulfate with few peaks and valleys

— KADIANZ® is available in 8 different strengths and
can be titrated in 10mg increments. The
availability of these 8 doses provides flexibility in

dose selection.
41

CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER ALLERGAN_MDL_00007308
P-43013_00042



Im PO rtant KADIANCOOD

Morphine Sulfate Extended-Release Capsules /
T0rige 20mg = 30mgy» SUmg» G0mg » 80 mgi 100 Mg «200mmg N

CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER

Do discuss KADIAN® product features described in the PI,
including:

KADIAN® provides convenience and flexibility with once or
twice a day dosing.

KADIAN® doses can be titrated up every other day.
KADIAN® does not have a ceiling or 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.

KADIAN® has no significant food effect and can be
administered without regard to meals for dosing
convenience.

KADIANZ® is available as an extended release capsule, but it
has 3 modes of administration
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Morphine Sulfate Extended-Release Capsules
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* Do discuss marketing and patient
support programs

— Co-pay Assistance Program
— Patient Assistance Program
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Morphine Sulfate Extended-Release Capsules /
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* Do not make comparative product
claims

— Do not say or imply that KADIAN® is safer
or more effective than another drug

— This has not been demonstrated by
substantial evidence or clinical experience
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Morphine Sulfate Extended-Release Capsules
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* Do not compare information from
other LAO PI’s to the KADIAN® PI

* Do not engage in a discussion of any
product other than KADIAN®
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