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Challenges — Drug Products

e 10,000+ products marketed in US
— Branded
— Generic
— QOver-the-counter
* For wide variety of uses and conditions
— Life saving
— Preventative
— Symptomatic
e Over 900 safety-related label changes/year
— Warnings, precautions, adverse events
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Challenges — Drug Products

 Everyone uses drugs
— Language
— Health literacy
e Information everywhere
— Professional label
— Consumer Medication Information
— Patient Package Inserts
— Medication Guides
— FDA Alerts
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Reaching the Audience
The Role of Partners

MedWatch
Patient Safety News

Meeting the needs of ‘busy’ healthcare
professionals and their patients

Providing easy and quick access to timely
and actionable information
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NEWS' ‘
http://www.fda.govipsn FDA Patient S ﬂf Bly News [

FDA Fatient Safety MNews i5 a televised series for health care personnel, carried on satellite broadcast
networks aimed at hospitals and other medical facilities across the country. It features information on
newi drugs, biologics and medical devices, on FDA safety notifications and product recalls, and on ways
to protect patients when using medical products.

| View Broadcasts! 1 Search Broadcasts 1 Network Partners '|

A
Broadcasts

IJn.r'n Our
Mailing List!
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Food and Drug Administration /\
=MEDWATCH

N

e 105,000+ listserv subscribers

* 160 healthcare professional and consumer
groups who participate in partner program
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JI\/Ired Watch

Safety Information OUT

Broadcasting safety information by:

— MedWatch website
— MedWatch e-list & RSS feed
— MedWatch Partners program




home page
www.fda.gov/medwatch

Ecit ‘“ew Go Bockmarks Took Help () &8 Medwatch BB 2006 Internet-Dev BB FoA B CDER

U.S. Food and Drug Administration

FDAHome Page | About Meduliateh | Contact Meduliateh | MedWateh Partners

oo The FDA Safety Information and |—Sm'rch Hedumen
WME{‘__V/M.‘H Adverse Event Reporting Program @

MedWatch Safety Submit How To Download Join the
Home Information Report Report Forms E list

Stay Informed Welcome to MedWatch, your Internet gateway for timely safety information on

Stay Informed

Subscribe to the E-list [105,000+
recipients]

RSS feed

What's New

Safety Information

Medical Product Reporting

drugs and other medical products regulated by the W.5. Food and Drug
Administration.

M RS Feed (vihat's This?)
Subscribe to receive e-mail notices

What's New
Safety Infermation

Medical Product
Reporting

pEGiraGard 0.05% and HeutraGard Plus
0.2% Heutral Sodium Fluoride Anticavity
Treatment Ringe - Recall of all lots and
flavars due to possible contamination with
Burkhaolderia cepacia and Preudomaonas
aeruginosa bacteris

(Posted 04/28/2006)

Baxter Healthcare Corporation

COLLEAGUE Wolumetric Infusion Pumps -
FDA izsues important safety recommendsations
when using Baxter's Colleague Infusion Pumps
(Posted 04/26/2006)

Promethazine HCl (marketed as
Phenergan and generic products:
Medications containing promethazing
hycrochlaride should not be useghfor children
less than two years old hecgffe of possible
bresthing problems . This g des promethazine
HClin any form: syrupgsuppositaries, tablets,
or injectables.
(Posted 42520008

Medwatch now featuy® an rss reed. EXT Fing cut more sbout Res
[Postes! 04/25/2006

Oxyoepequlator Fires Resulting from
Incggfect Use of CGA 870 Seals -
Bgfiulators used with oxygen cylinders have
purned or exploded, in some cases injuring
personnel.

(Posted 04/25/2006)

Forms FDAGED0 (voluntary reporting) and FDA 35004 (mandatory reporting) have
been rggiSed and re-authorized through an expiration date of 10/31/2008. Mandatory
repggrs may continue to uze the previous version of Form FDA 35004 until 1101 /2006
Wsted 11/01/2005]

Reagent - Clazss 1 recall due to ingg#lrate
results affecting the outcome gffilagnostic
tests for cardiac disease dffatitis (48, or ©),
thyroid disorders, Hl t pregnancy

(Posted 418/2005

Boca Medj@l Ultilet Insulin Syringe 30g
1/2ce_giecall of insulin syringes because of
poglitle bacterial contamination with Bacillus

ereus and Staphylococcus Intermedius.
(Posted 4417/2006)

Blackstone Medical ICOH Modular Fixation
System - Recall of spinal segment stabilization
system due to component failure after
implantation. (Posted 44 7/2008)

January 2006 Monthby Safety Labeling -
Sumimary posted with revisions noted to the
BOKED WARNIMNG, COMNTRAMDICATIONS,
WARMINGS, PRECAUTIONS, and ADVERSE
REACTIONS sections
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MedWatch Partners

 Infectious Disease Society of America

 American Soclety of Health-System
Pharmacists

 Texas Medical Soclety
 Medscape
e ePocrates



MedWatch

Power of Leveraging by Partners

Bextra withdrawal and MedWatch alert

Apr. 2005

™ Special Alert - Another COX-2 Inhibitor With

Eile

Edit Wiew Insert Format Tools  Actions ——=

|Specia| Alert - Another COX-2 Inhibitor Withdrawn; FOA Ask:

CoReply | BReply to Al | 48 Forward | S vIIEEES - - B[]

From:

To:
Cos
Subject:

Medscape Drug & Device Digest
[Medscape_Drug_Device_Digest@mp. medscape.cam]
marksn@cder. fda.gov

Special Alert - Another CCX-2 Inhibitor Withdrawn; FDA Asks for Revised Labeling on All NSAIDs

Sent: Thu 4,/7/2005 5:032 PM

addr

|

Ensure delivery - add Medscape_Drug_Device_Digest@mp.medscape.com to your

255 book.

Medscape

from WebMD

DruG & DevicE DIGEST

Medscape's monthly Drug & Device Digest
brings you the latest in alerts an

A MEDSCAPE DRUG AND DEVICE DIGEST SPECIAL ALERT

MEDSCAPE ALERT
From the FDA
Apr T, 2005 Bextra Withdrawn From Market
In addition, the FDA is requiring that all NSAID product labels

include stronger warnings on cardiovascular and gastrointestinal
adverse events.

approvals.

® FDA MedWatch - Pfizer asked to voluntarily remove Bexi
File Edt WVew Insert Format Tools

CoReply | fFeReply to Al $EForward | S

-of x|
LETERS [FOo Medwatch - Pfizer asked to voluntariy remove Bextra ( valdeco xib) frar
Yy X [+-%- g0

8 Exira line breaks in this message were removed. To restore, click here.

From: CDER MEDWWATCH LISTSERY [MEDWATCHLIST@CDER. FDA.GOV] Sent: Thu 4/7/2005 10:09 AM

b’[edw‘atch - The FDA Safety Information and Adwerse Event Reporting Program

After concluding that the overall risk versus benefit profile is unfavorable,
FD2A has requested Bfizer, Inc. to voluntarily withdraw Bextra
(valdecoxib) from the market. This request is based on:

* The lack of adequate data on the cardiovascular safety of long-term use of
Bextra, along with the increased risk of adwerse cardiovascular (CV) events

in short-term coronary artery bypass surgery (CABG) trials that FDA believes
may be relevant to chronic use.

+ Reports of serious and potentially life-threatening skin reactions,
including deaths, in patients using Bextra. The risk of these reactions in
individual patients is unpredictable, occurring in patients with and without
a prior history of sulfa allergy, and after both short- and long-term use.

* L.

Pat

= o x|
W B nodwanch B8e0s @8 cos -
[ it o g -

1] L =

Mestscags Aler
Bextra Withdrawn From Market

pandng fusther d
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b therapy are adnzed 1
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MedWatch

Partners program
Medscape

MedWatch safety alert for
recall of drug product is
broadcast to clinicians on
Medscape websites and by
email to Medscape
listserves

www.fda.gov

) FDA Announces Nationwide Recall of All Methylin Chewable Table
File Edit Yiew Go Bookmarks Tools Help BB Medwiatch B8 FDa B8 CoER

@-2-a080058a

Iﬁ htq::f/www.medscape.comjviewartll

SEARCH Is your patient’s drug regimen saf |
] | — 0 i :
m ey Multi-Drug Interaction Ch

from WebMD

Medscape Today [FYETSepay
Patient Education Oi

MNewsletters | ACP Medicine

Medscape Specialties

Harne

Ernail this Printable
rhicle Wersgion

Medscape Alert

FDA Announces Nationwide Recall of All Methylin
Chewable Tablets

Feh 14, 2005 — The U5 atian (FDA) and Alliant Pharmaceuticals, Inc.,
have notified healthcare professionals, distributors, and consumers via letter of a nationwide recall
of 2.5-, 5, and 10-mgy methylphenidate HCI chewable tablets (Methylin CT) due to the potential far
superpotent and subpotent lots, according to an alert sent Friday from MedWatch, the FDA's
safety infarmation and adverse event reporting prograrn

Methylphenidate is indicated for the treatment of attention deficit hyperactivity disorder (ADHD),
and narcalepsy

The company had originally issued a recall on Jan. 14 for one lot of &-mg tablets due to the
potential health risk associated with some tablets containing up to three times the required amount
of methylphenidate

The recall was expanded to include all lots and dose strengths of the product when further
investigation by the manufacturer (Mallinkrodt, Inc.) revealed the potential for super- and subpotent
tahlets in these as well

According to the letter, the potential problem was due to a manufacturing mixing issue and is not
directly related to the active ingredient

The FDA advises distributors and pharmacies to quarantine all lots of the 2.5- 8-, and 10-rmy
methylphenidate chewable tablets. Pharmacists are also asked to contact patients whao were
dispensed prescriptions from 100-tablet bottles of the following products:

+ 2.6 mg (NDC B3183-132-01); lot numbers: AMT204074, AMT204024, AMT204034,
AT204044

+ 5 mg (MOC B3188-1359-01); lot numbers: AMTE0401A, AMTE0402A (recalled on Jan. 14),
AWTE04034, AMTS0404A

+ 10 mg (NDC B8188-137-01); lot numbers: AWT1004014, AMTI004024, AMT1004034,
AlT1004044

Other formulations of methylphenidate made by the company are not affected by this recall,
including its liquid (Methylin Oral Solution), extended-release (Methylin ER), and
imrediate-release (Methylin) products

=
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NEJM/Physician’s FirstWatch
Email drug/device safety alerts each morning

From: - Physidan's First Watch [FirstWatch@jwatch.org] Sent: Tue 712008 12:29 PM

|
To ensure you receive Physician's First Watch, add FirstWatch@jwatch.org to vour addres

PHYSICIAN'S

First WATCH Forward | Sign Up | My Alerts | About Phy=ic

. Expert commentary at your fingertips.
Links to _ Get unlimited access to Journal Watch Online.

MedWatch Atvertmement
alerts

Physician's First Watch for July 1, 2008
David . Fairchild, MD, MPH, Editor-in-Chief

P USPSTF Reaffirms Recommendations for Asymptomatic Bacteriuria Screening

* Nonalcoholic Fatty Liver Disease in Ovenaweight Kids Linked to Metabolic Syndrome

iy

F FDA Warns of Progressive Multifocal Leukoencephalopathy Risk with CellCept

*F Antiseptic Cloths Recalled Over Bacterial Contamination

USPSTF Reaffirms Recommendations for Asymptomatic Bacteriuria
Screening

The U3, Preventive Semnvices Task Force has reaffirmed its 2004 guidelines to screen pregnant
women for asymptomatic bacteriuria (grade A recommendation) and to not screen men and
nonpregnant women (grade D recommendation).

i| 111 ] l| o
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%3 linezolidHCP.pdf (application/pdf 0/ ject) - Mozilla Firefox
View Hitory Bookmarks [RCNC

File Edit view History

U.S. Food and Drug Administratiol
Protecting and Promoting Public Health

American Society of
Anesthesiologists
MedWatch safety alert |

) MedWatch - 2007 Safety Information Alerts - Mozilla Firefox

Fle Edit Vi

ew  Higtory

Bookmarks Tools Help

) FDA MedWatch: Tyvox (linezolid) - Mozilla Firefox

@.

€@

ﬂ_l‘ | |:| http:/fwww.asahg.org/news alertd31907.htm | '| P] |'|AMIA secondary use |L\|

) Inside.FDA 4-9 PubMed Home |:| Ato Z journals BB coen BB Foa B medwatch |:| Medwatch Online D HHS directory »

¥ My Yahoo!

Patiant
Education

Bookmarks Tools Help

AMERICAN SOCIETY _ - N
OF ANESTHESIOLOGISTS l. . December 18, 2007

_— 3

Home =ALERT

| EBAMedwatch Home Page L._J B Food and Drug Adminis... | [ |:| FDA MedWatch: Zyv... [ ]

Zyvox (linezolid)

Audience: Infectious disease specialists, other healthcare professionals
[Posted 03/16/2007] FDA notified healthcare professionals of new emerging
safety concerns about Zyvox (linezolid) from a recent clinical study. This
open-label, randomized trial compared linezolid to vancomycin, oxacillin, or
dicloxacillin in the treatment of seriously ill patients with intravascular
catheter-related bloodstream infections including those with catheter-site
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for the treatment of catheter-related bloodstream
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a_If infection with Gram negative bacteria is known
b therapy should be started immediately.
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>
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News
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Links of

Interest

March 18, 2007
FDA ALERT
FDA MedWatch: Zyvox (linezolid) - Clinical trial showed higher chance of

death in the treatment of seriously ill patients with intravascular
catheter-related bloodstream infections

MedWWatch - The FDA Safety Information and Adverse Event Reporting Program

FDA notified healthcare professionals of new emerging safety concerns about
Zyox (linezalid) from a recent clinical study. This open-label, randomized trial
compared linezolid to vancomycin, oxacillin, or dicloxacillin in the treatment of
seriouslyill patients with intravascular catheter-related bloodstream infections
including those with catheter-site infections. Patients treated with linezolid had
a higher chance of death than did patients treated with any comparator
antibiotic, and the chance of death was related to the type of organism causing
the infection. Patients with Gram positive infections had no difference in
rmortality according to their antibiotic treatment. In contrast, mortality was higher
in patients treated with linezolid who were infected with Gram negative
organisms alone, with both Gram positive and Gram negative organisms, or
who had no infection when they entered the study.

Linezolid is not approved for the treatment of catheter-related bloodstream
infections, catheter-site infections, or for the treatment of infections caused by
Gram negative bacteria. If infection with Gram negative bacteriais known or
suspected, appropriate therapy should be started immediately.

Read the complete MedWatch 2007 Safety summary, including a link to the
Drug Information Page, at:

hitpeifanerwe. fda.govimedwatchisafety/2007/safety07.him#Zyvox

Data Summary

13
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RISK Communication

Use of electronic tools for dlssemlnatlon

 E-maill notification;
RSS feeds

e PDAs, MP3 and other

portable devices

— Drug reference
databases

— Other clinical
resources

 Integration In
Electronic Medical
Records

Fle Edit Wiew Go Bookmarks Tools Help

= My Yahoo! fAnMedwatch Ho... | MAFood and Drug ... | B

—AR N The FDA Safety Information and A
=M LWCH Adverse Event Reporting Program

MedWatch Safety S hm t
Home Information
Stay Informed Welcome to MedWatch, you
RSS F d (What's Th|S?J drugs and other medical pr
Subscribe to il motic Administration.
What's New

HeutraGard 0.05% a dNut G rd Plus
ulu icaul

Burkhoalderia cepac d P d

(Prstend N42R0NN0R

Safety Informa

v
>
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Risk Communication
Use of electronic tools for dissemination

e Hand-Held PDAs

— Portable drug reference information

e e-Pocrates
—>300,000 active MD subscribers
—>300,000 ‘other’ subscribers
RN — 60K; NP — 29K

— Instant updates of database and
‘DocAlerts’ at time of synchronization

— Wireless ‘push’ of safety info to handheld

15
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My Epocrates
rerren (@) - - First step towards more

@ Bl o+ o= [Lab [0 [&] ! personalized experience

|
——= — Search history

— Request specialized content (v2)

Edit Sherte.. 8 Deshlermo il >

EMEE @ Cordiohath e Better highlight content/features

L . — Drug warnings, safety alerts

— MedTools, mCME, DocAlerts,
Formulary

— New monographs

16
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DocAlert® message content

TUNGSTEN |£ @
DocAlert Epocrates ] .

« Epocrates clinical includes: [T
) Ad E R i
— Gov't (MedWatch, CDC, HHS, CMS) Program- Remicade
— Content providers — Reuters, {FDA Medilatch} The FDA Safety
. . Infarrnation and Adwerse Event
InNfoPOEMSs, Primary Psychiatry and Reporting Program FDA and
Centocor notified healthoare
other trusted sources profazsionals of revisions ta the

— National specialty and state medical (Yes ] [(Ho ) [TMext]
associations

» DocAlert content includes
— Safety alerts/product recalls
— New journal articles
— Clinical trial information

17
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Making the FDA Website More Accessible

18
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U.S. Food and Drug Administration

FDA Home Page | Search FDA Site | FDA A-Z Index | Contact FDA

Consumer Health Information

con Sum er Up da tes All Consumer Updates »

In the Spotlight

Controlling
Cholesterol

with Statins BN

Several medicines are effective at lowering blood cholesterol levels

—a key factor in good heart health. Chief among them are the
statins .. FULL STORY »

s S
o Your Guide to Reporting « Pregnant Women to
Problems to FDA

Benefit from Better

Top Consumer Updates as of June 17, 2008

SEARCH Consumer Updates by fitle, topic, or date.

[0}

Key FDA Initiatives

Beware of Online Cancer Fraud

......................................... Efficiency (GIVE)

o, All Key Initiatives

Subscribe to

Consumer Updates

RSE

(What is RSS?)

Content Collaboration

oy FDA's Food Protection Plan
......................................... .; Generic |nitiatiVe for Va|ue and

& « Receive via e-mail
Receive via RSS feed

Integrate Consumer Updates into

your program, publication, or Web

site. Ask how ... consumerinfo@fda.

hhs.gov

Contact FDA

Bayer Removes Remaining Trasylol Stock

All Consumer Updates »

op Send Consumer Update
questions or story ideas

o, Find your local FDA office

19
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FDA's Risk Communication
Products/Outlets

20
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Risk Communication Outlets

e For Healthcare Professionals
— Drug Safety Newsletter

o www.fda.qov/cder.dsn/default.htm

— MedWatch Listserv

o www.fda.gov/medwatch/index.html

— Healthcare Professional Information Sheets

— Patient Safety News
o www.accessdata.fda.qgov/scripts/cdrh.cfdocs/psn/index.cfm

21



rL) ﬁ U.S. Food and Drug Administration
Protecting and Promoting Public Health

http://www.fda.gov/cder/dsn/default.htm
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DRUG SAFETY
NEWSLETTER

VOLUME 1 | ISSUE 1 FALL 2007

IN THIS ISSUE

2 WELCOME
An tion to the inaugural issue of the Drug Safety Newsletter from the
Commissioner, Dr. Andrew C. von Eschenbach.

2 EDITOR'S NOTE
Overview of the content of this issue of the Drug Safety Newsletter.

POSTMARKETING REVIEWS

3 Rituximab
Reports of progressive multifocal leukoencephalopathy associated with use of rituximab
(marketed as Rituxan).

5 Modafinil
Reports of serious skin reactions associated with use of modafinil (marketed as Provigil).

7 Temozolomide
Reports of aplastic anemia associated with use of temozolomide (marketed as Temodar).

MNEW MOLECULAR ENTITY (NME) - EARLY SAFETY FINDINGS

8 Deferasirox
Overview of reported adverse events of interest associated with the use of deferasirox, an
oral chelating agent, in early postmarketing experience (marketed as Exjade).

9 DRUG SAFETY COMMUNICATIONS
List of advisories on drug safety posted on FDA's Web site from January 1, 2007, through
June 1, 2007, with related links.

THE NEWSLETTER'S MISSION

This publication provides postmarketing information to healtheare professionals to enhance communi-
cation of new drug safety infe tion, raise of weported adverse events, and stimulate addi-
tional adverse event reporting. For more information, visit the FDA Drug Safety Newsletter Fact Sheet at
wreens foloo govfcder/dsn factsheet hirm

REPORTING ADVERSE EVENTS

FDA encourages the reporting of all suspected adverse reactions to all drugs, all suspecied drug interac-
tions, and all suspected reactions resulting in death, life-th outcomes, hospitalization, prolon-
gation of existing hospitalization, persistent or significant disability fincapacity, or congenital anomaly/
birth defects,

Repart serious adverse events to FDA's MedWaich reporting system by completing a form online at
urnenr fla gov/medsatchfrepart. e, by faxing (1-800-FDA-0178), by mail using the postape-paid address farm
provided online (5600 Fishers Lane, Rockville, MD 20852-9787), or by wlephone (1-800-FDA-1088).
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FDA Healthcare Professional Sheet

Information for Healthcare Professionals
Fentanyl Transdermal System (marketed as Duragesic and generics)

FDA ALERT 7/15/2008; Update 12/21/2007: This update highlights important
information on appropriate prescribing, dose selection, and the safe use of the
fentanyl transdermal system.

In July 2005, FDA issued a Public Health Advisory and Information for Healthcare
Professionals that emphasized the appropriate and safe use of the fentanyl
transdermal system (fentanyl patch), marketed as Duragesic and generics). Despite
these efforts FDA has continued to receive reports of death and life-threatening
adverse events related to fentanyl overdose that have occurred when the fentanyvl
patch was used to treat pain in opioid-naive patients and when opioid-tolerant
patients have applied more patches than prescribed, changed the patch too
frequently, and exposed the patch to a heat source.

23
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Risk Communication Outlets

e For Patients and the General Public
— Public Health Advisory
— Early Communication of an Ongoing Safety Review

— NEW Consumer Information Website
www.fda.qgov/consumer/default.htm

— Podcasts

24
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Drug Safety Communications have

been used to...
* Inform about an emerging drug safety concern

 Respond to a Citizen’s Petition request
« Summarize a new Risk Management Program

e Describe a risk (and actions to take) when we
request new safety labeling

 Share FDA'’s perspective on an issue raised by
another drug regulatory agency

e Other situations yet to be defined! 25
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Drug Safety Public Health Advisories &
Health Care Professional Information Sheets

e 85 drugs with safety postings in calendar 2007

— 10 Public Health Advisories

— 21 Healthcare Provider Information Sheets

— 4 Early Communications

26
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Risk Communication Challenges

« Striking the right balance
 Communicating complex information simply

e Deciding when to inform when data is early &
evolving

« Anticipating & managing unintended consequences

e Balancing communication of emerging risk
with known benefit

27
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What we do know...

e Healthcare professional and public feedback
IS very positive

e Cited

INn news, newsletter and scientific

journals
e Redistributed by

— med
— hea

— med

Ical information vendors
thcare institutions
iIcal and consumer organizations

28
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What we don’t yet know...

 What Is the best way to communicate to
our target audiences?

— Language and reading levels

— Venues beyond the written word—videos,
podcasts, tool kits

 What is our reach and how do we broaden
It?

e How do we measure effectiveness?

29
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