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UPS OVERNIGHT COURIER

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Drug Marketing, Advertising, and Communications
5901-B Ammendale Road

Beltsville, MD 20705-1266

RE: NDA # 20-616 KADIAN® (morphine sulfate extended-release) Capsules,
10 mg, 20 mg, 30 mg, 50 mg, 60 mg, 80 mg, 100 mg, and 200 mg

5 Dear Sir/Madam:
"\._,_/'-
Actavis Elizabeth LLC is hereby submitting, in duplicate, the following promotional
material(s), for KADIAN® (morphine sulfate extended-release) Capsules:
KADIAN - Reprint
Material Code: KADISETOH
If you have any questions relating to this submission, please do not hesitate to contact
the undersigned at (908) 659-3017.
Sincerely,
ACTAVIS ELIZABETH LLC
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Reprinted from
Volume 9, Number 4
April 2008

"Journal of Pain

OFFICIAL JOURNAL OF THE AMERICAN PAIN SOCIETY

Effect of Concomitant Ingestion of Alcohol
on the In Vivo Pharmacokinetics of KADIAN
(Morphine Sulfate Extended-Release)
Capsules

Franklin Johnson, George Wagner, Stephen Sun,
and Joseph Stauffer

Www. jpain.org
www.sciencedirect.com
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The KADIAN shell i composed of a combination of
maers Interspersed within a water-insoluble polymer ma-
trix, This unique combination results in pH-dependent
drug release from KADIAN. Although the exact mecha-
nism is not well understood, the poor salubility of the
pH-dependent pelymer, methacrylic acid copolymer, at
low pH, may offer sufficient protection from coingested
alcohol while the capsule is In the stomach, where aleo-
hol would be quickly absorbed. The copolymer then
gradually dissolves with increasing pH 25 the capsule
moves from the stomach through the Gl tract to release
the morphine suifate,

Wille KADIAN maintained its extended-release profile
after co-ingestion with alcohol, consumption of alcohal
with any morphine product, whether immediate- or ex-
tended-release, 14 not recommended, All opioids, includ-
Ing KADIAN, may be expected to have additive eflects
and potentlally serious outcomes when used in conjunc-
tion with alcohel, other opiolds, or illicit drugs that cause
NS depression *
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EARLA HEDRICK
008-659-2527 LTR
ACTAVIS ELIZABETH LLC

300 ELMORA AVENUE

ELIZABETH NJ 072021106

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

BELTSVILLE MD 20705-1266

MD 207 9-59
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UPS NEXT DAY AIR

TRACKING #: 1Z 062 077 01 9028 2111

BI[.I..ING P/P

Reference# 1: DDMAC - Kadian
MEIIROL WRFEAD PA.0A 10,2008 ETM
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UPS: Tracking Information Page 1 of 1

Proof of Delivery

Dear Customer,

This notice serves as proof of delivery for the shipment listed below.
Tracking Number: 1Z20620770190282111
Reference Number({s): DDMAC - KADIAN
Service: NEXT DAY AIR
Shipped/Billed On: 11/06/2009
Delivered On: 11/09/2009 8:34 A M,
Delivered To: 59018 AMMENDALE RD

BELTSVILLE, MD, US 20705
Signed By: YOUNG
Location: RECEIVER
Thank you for giving us this opportunity to serve you.
Sincerely,
UPs

Tracking results provided by UPS: 11/09/2009 10:40 AM. ET

\._.f'l

O

N

https:/fwwwapps.ups.com/WebTracking/processPODMlineData=sLAUREL% SEKB%SEUS% 5E20091...  11/9/2009
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