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FDA MedWatch and Patient Safety

Some Context for this Presentation

e Patient Safety is on the agenda of many in
recent years
— Congress
— Professional organizations
— Academia [NEJM, JAMA]

« FDA Is ‘In the news’ daily over its performance in
post-marketing safety survelillance for
drugs/devices

— Vioxx [myocardial infarction]
— Drug-eluting stents; ICD’s [defibrillators]



FDA MedWatch and Patient Safety

Some Context for this Presentation

e Patient safety is important to all healthcare providers
— even while keeping current on the safety of the drugs,

devices and diagnostics is getting more difficult

 FDA often is the first to learn about new safety issues critical
to patient safety and wants to share this safety information
with clinicians and their patients at the point of care

 These unexpected safety issues are identified and evaluated
by FDA only with help from point of care providers and
patients

Postmarket events of interest to FDA:
* Adverse Events for drugs and devices
¢ Product Quality Problems
+» Medication and device use errors
¢ Therapeutic failures/inequivalence



FDA MedWatch and Patient Safety

How FDA Monitors the Safety of Drugs and Devices

* Pre-Market Review and Approval

* FDA does not develop or routinely test o
products itself

 FDA reviews the results of
laboratory, animal, and human
clinical testing done by companies

e Post-Market Monitoring for Safety

* Careful review of adverse
experiences with products once
they are marketed is essential




Why Postmarketing Adverse Event
Surveillance is Necessary?

 Despite extensive evaluation of
safety during drug development...

there are significant limitations of
phase 3 trials to identify safety
sighals before marketing



Limitations of phase 3 trials

The Five Too's

« Too few - seldom more than 3000 pts

« Too simple —patients with complicated medical
conditions excluded

« ToO narrow — patients receiving concurrent meds
are excluded

« Too median-aged —pediatric and elderly
populations excluded

« Too brief —trials often no longer weeks to
months; precluding identification of reactions
due to long term use or latent effects



Reporting In to MedWatch

What, when, how and why to report

e What
— All clinical medical products e a
» When '
— If serious
e How 41
— Online, or mail/fax/phone A o |
« Why C e

— Every report can make a
difference




Reporting In to MedWatch

What products to report on

* Drugs e Special
 Prescription Nutritional
e Over the Counter Products
» Medical Devices * Dietary
. . supplements
 Biologics, except

e |[nfant formulas
 Medical foods

e Cosmetics

vaccines



Reporting In to MedWatch

What To Report

Serious Adverse Events

* Drugs, biologics, devices, cosmetics and
special nutritional products

Product Quality Problems
» Suspect counterfeit
Contamination, instability
Poor packaging, labeling
Defective components
Therapeutic failures

e Medication and Device Use Errors
 Therapeutic Failures




Reporting In to MedWatch

What is a serious adverse event

Any event that ...
e |s fatal
e |s life-threatening
* |s permanently/significantly disabling
e Requires or prolongs hospitalization
e Causes a congenital anomaly

e Requires intervention to prevent permanent
Impairment or damage
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Reporting to M

How to Report?

MEDWATCH

Slgnatures

P |

Phone (800-332-1088)
Fax
\ETL

Online application for direct submission

Fillable pdf versions of voluntary form

offered for desktop use and submission by mail/fax


http://www.fda.gov/medwatch/report.htm
http://www.fda.gov/medwatch/getforms.htm

Reporting In to MedWatch

How to report

Patient /

Product a2 —

E. SUSPECT MEDICAL DEVICE
1. Brand Neme

it of Health and Huma)

us.D s
M ED WA rc" 13 evcuL]\\.‘Fl\-iL uf: :T:ﬁ._-r-tllerms and

product

The FDA Safety Information and
Adverse Event Reporting Program
- N

ORMA

Reason for U

Description of Event
or Problem

Relevant Tests/Laborat:

Reporter _

€. PRODUCT AVAILABILITY
Product Avallable for Evaluatic

O

FORM FDA 3500 {10/05)  Submission of a report doss not conatitute an admission that medical personnsl or the product caused or contributed to the svent.




Reporting In to MedWatch

Why Report?

Every report can make a difference a

Walla Walla, WA — Oncologist |
Sacramento, CA — Nurse
Houston, TX - Dentist
Tallahassee, FL — Pharmacist .
Portland, ME — Physician Assistant |

Even a few voluntary reports from
Individual reporters can become a

‘signal’ and lead to a label change
or other FDA action.

13



What Happens to Your Report

* \When you report an
ADE for a drug or
biologic

 \When you report a
product quality SRR
problem for a drug orggp |
device Y B

 \When you report a

medication or device
use error
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What Happens to Your Report

When you report a serious adverse event

 Report captured in a database

 Database monitored by an FDA
orofessional

e Review of a case series

e Consultation with medical review
division and manufacturer

 Further epidemiological studies as
needed




What Happens to Your Report

When you provide information on a serious ADE

Labeling or Educational Options

 Boxed Warning
e Drug-drug, drug-food interaction warnings
« Monitoring recommendations
 Dosage adjustments for sub-populations

« Contraindications, Warnings, Precautions
or Adverse Reactions

e Medication Guide
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What Happens to Your Report

When you report a serious ADE

 Special programs - REMS

e Prescribing or dispensing limitations
e Laboratory testing documentation

* Registries

 Product withdrawal
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What Happens to Your Report

When you report a product quality problem

For problems due to:
* Product design

« Manufacturing quality or distribution/storage
e Counterfeit product

e FDA can:

Work with manufacturer to issue a recall of product
Request a modification in product design

Request a modification in manufacturing process
Improve instructions or warnings for use
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What Happens to Your Report

When you report a medication or device use error

 Errors and ‘near misses’
« All reports are monitored and evaluated

 For errors due to:
 Name confusion of drugs
e Packaging or labeling of drugs
* Device use

e FDA can:
 Reguest name change or modification
 Reqguest packaging/labeling changes
* Modify instructions for device use
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Each Report Can Make a
Difference
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Every Report Can Make a Difference
Novantrone - mitoxantrone

Single voluntary MedWatch report
received by FDA

Safety Evaluator review of AERS database

—urther evaluation of ongoing data in
nhase 4 study

Revision of boxed warning to include new
monitoring recommendations

DHCP letter and MedWatch alert issued
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Single voluntary MedWatch
report received by FDA

* Direct Report made 9/18/2004

A 34 year-old woman with multiple
sclerosis developed cardiogenic
shock with an ejection fraction of
5% after being treated with
mitoxantrone for 2 and %z years.
The patient needed a heart
transplant.
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Safety Evaluator review of
AERS database

 There appear to be cases of
mitoxantrone-induced cardiac toxicity
at cumulative doses less than the
current monitoring threshold of 100
mg/m?
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Further evaluation of ongoing data
In phase 4 study

RENEW Interim Analysis

e 15 patients had a decline in LVEF to <
50%

— Cumulative doses 47.6 — 126 mg/m?

e 9 patients had LVEF measurements that
decreased at least 10% but remained
above 50% and mitoxantrone was
discontinued

— Cumulative doses 55.3 — 105.3 mg/m?

« These LVEF screenings were done at the
discretion of the investigator
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Revision of boxed warning to include
new monitoring recommendations

« LVEF should be reevaluated by echocardiogram or
MUGA prior to each dose administered to patients
with MS.

« Baseline evaluation of LVEF by echocardiogram or
MUGA should be performed.

« MS patients with a baseline LVEF <50% should
not be treated with Novantrone.

 Additional doses should not be administered to
MS patients with a drop in LVEF to below 50% or a
clinically significant reduction in LVEF.

25



Novantrone

Novantrone

mitoxantrone

For injection concentrate

April 2005

Dear Healthcare Professional:
This letter is sent to you to supplement
previously provided information concerning

(mitoxantrone for injection
concentrate) treatment for multiple

sclerosis (MS) ...... Reports received through
postmarketing surveillance, have shown

that diminished cardiac function may occur early on in
the treatment with NOVANTRONE. ..... cardiac
monitoring of MS patients should be performed at

baseline and prior to administration of every dose of
NOVANTRONE.

SERONO
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How MedWatch Sends Safety
Information To You
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MedWatch: The FDA Safety
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Reporting Program
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What's New

Listserve growth from
5K to 153,000 subscribers
since 2002

RSS feed —over 1 million pageviews
in December 2008

E-list notification example:

“Novartis and FDA notified healthcare professionals that cases of Pure Red Cell
Aplasia (PRCA) have been reported in patients treated with mycophenolate mofetil
(MMF) in combination with other immunosuppressive agents. MMF is metabolized to
mycophenolic acid (MPA), the active ingredient in Myfortic and the active form of the
drug. The WARNINGS and ADVERSE REACTIONS sections of the Myfortic Prescribing
Information have been revised
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M ed WatC h we b S | te ‘__ Listserve notice

MEDW&T{H The FDA Safaty fnfnmnl'mr and

Safety Alert example EWATEH e ot i o

Philips Avalon Fetal Monitors

Audiance: Ohatatric he

History Bookmarks Tools Help FOA issund a Dear Healthears Provider | Bties of : of complaints of
rate readings when using t . h the uitrassund
scer. @O September 4, 200 4 an Imports . ¥ Abert. Inaccurate outpe dings, if nat

.fda.gov /Safety MedWatch/SafetyInformation/SafetyAlertsforHumanMedicalProducts fucm 18 - "l' conmed prapeﬁ'-‘,,

d, may Iead to unr:cesszr interve ify the need for interventions, and failure to
= itlentr o The comglaints of labor. Rocogrizing thess: condition
8] Most Visited |5 | Latest Headlines | | A to Zjournals | ] AHRQPSOs @) CDER | | CustomizeLinks | | DARRTS -Login | | Device Recalls | | Dictionary.com | | E-G| ‘i \ appropriataly ""”'F""""I 1ok pvoiing sious Eetes BRI Conquances.
: alest descrbes the most common complents reportod, steps for the wier to minimze the ok, and urges the wer

J Bulletins Report i Myfortic (mycophenolic acid) 8 _| Managing the Risks from Medical Produ... he tnstructions for Use for Philips avalon Fetal Monikors.

postage- paid E&

Rerad the complete MedWatch 2009 Safety summary including a ok to the FDA Dear Provader letter and the Phillgps
Healthcare alert, at:

m U.S. Food and Drug Administration A7 ZIndex Search |

Home | Food | Drugs | Medical Devices | Vaccines, Blood & Biologics | Animal & Veterinary | Cosmetics | Radiation-} btz | Tobacco

n/Saferyalertafortiu

Safety Share Email this page Printthis page &1 Change Font §

¥ou are ENCOUragH 10 FEport all Senous stabrse svents and product quality problems 16 FA at e Joa gredmedwalchireport him

Home = Safety = MedWatch The FDA Safety Information and Adverse Event Reporting Program = Safety Information
a8 your Cripons, mody your e-mail address, or sop subscriptions at any Bme on yo
A Myfo rtic (mycophenolic acid) your e-mall adness 1o lag . I you Nave QUESNANS ar rablems with e Subscngtion s
Information and .Ild\rerset‘r
Event Reporting Program
[Posted 13_9,.-"03.-"2009: Movartis and FDA nc-tiﬁe_d healthcare pr_clfesswunals that cases Df_PL J/
Cell Aplasia {(PRCA) have been reported in patients treated with mycophenolate mofeftil ( ‘,ﬁ
Safety Alerts for Human combination with other immunosuppressive agents. MMF is metabolized to mycophenolic >
Medical Products (MPA), the active ingredient in Myfortic and the active form of the drug. The WARNINGS
2009 Safety Alerts for Human ADVERSE REACTIONS sections of the Myfortic Dlescrlbmg Information have been ravise
Meccal Proocts reflect this new safety information.

2 v y - This senace |3 provided to you at no charge by U5 1 & Drug A
Audience: Renal, cardiac, and hepatic transplantation healthcare professionals "

2008 Safety Alerts for Human PRCA is a type of anemia in which there is a selective reduction of red blood ¢ recursors on

Medical Products bone marrow examination. Patients with PRCA may present with fatigue, lejp#rgy, and/o
abnolmal palenﬂss c-f the skin ( . In some cases, PRCA was found e reversible with dose

2007 Safety Alerts for Human atients, how r, reduced

Medical Products

2006 Safety Alerts for,
Medical Products

2005 Safety Alerts

Mleateal HEonads [08/14/20097= ept (mycophenolate mofetil)]

2004 Safety Alerts for Human
Medical Products

A00T Dofabs Alada for L lioas.




Drug Safety - FDA’s Risk Management focus
Opportunities for improved risk communication

= hitpsitcententnedn.onpiogd

“Beyond the Label” strategies T T =
 Request that sponsor send DHCP letter
e Announce the information to the press

e Post the information on the FDA website

* Notify targeted organizations and enlist their
help in disseminating information to members

« Send a notification by email/text message to =
individual or RSS feed to work setting
Transparency and

« Incorporate notification into workflow at point oublic health role
at which provider is considering the product
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Reaching Point-of-Care Providers With Timely and

Actionable Safety Information
The Oral Sodium Phosphate example

v" Announce the
information to the
press

“As aresult of new safety
information received, FDA is
requiring the manufacturer of
Visicol and OsmoPrep, the
two OSPs available by
prescription only, to add a
Boxed Warning to the
labeling for these products.
FDA is also requiring that the
manufacturer develop and
implement a risk
evaluation...... ”

= FDA Requires Mew Salety Measures lor Oral

Phosphate Products to Reduce Risk of Acute Kid - Windews Internet Egplorer

3
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FDA MedWatch

Post the information on the
FDA MedWatch website

" al
{2 FDA MedWatch - 2008 Safety Alerts for Human Medical Products - Windows Internet Explorer =3

v | B httpe . f i lsafety/2008/safety08.him vl||4s| %
Fi Edit Favorites Help Links &3 PubMed Home @] A toZjournals @ CDER @ MedWatch g 1S Homepage @0 internet-dev

L6 G | @ FDA MedWatch - 20 y Alerts for Human Medic. .. B - @ - |5}Page

£ Wedtwatch The [0

Oral Sodium Phosphate (OSP) Products for Bowel Cleansing (marketed as Visicol and OsmoPrep, and oral
sodium phosphate products available without a prescription)
h care pi na

e kidney

he FDA Safety
and Adverse Event

% Local intranet +100% -

Homepage Safety Alert item
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Safety alert web posting .

Windows Internet Explorer

FDA MedWatch [l

Send naotification by email/text
message to individual or work s hosphas prdics b b pracipiny

Settl ng Audience:

B FDA MedWatch - Oral Sodium Phesphate (05P) Products for Bowel Cleansing: repoits of acute phosphate nephinogs”

|| +4( [ X

cute kidney

ate nephropathy,

-Hl‘;{'}:;\tﬂ The FDA Safety Information and
- Adverse Event Reporting Program

&) Localinfranet % 100% ~

Listserve Notification
GovDelivery distribution
now reaches over 153,000
individuals

Email message 33




FDA MedWatch

T : Send notification by RSS feed

RSS feéd on persoha

to internet/intranet browsers

A7 U5 Depariment of Health & Human Services

m U.S. Food and Drug Administration

Ih?l\hlntmrmsnm MedWatch: The FDA ety
Information and Adverse Information and Adverse Event
Funat Reporting Progra

rrT— - Reporting Program

. e g
MepWarcH  rrermat
A\ - prodiems w

1. Alternative channel to individuals
who want to avoid another email
message

2. Automatic populating of intranet
information for medical centers,
hospital systems
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{2 FDA Issues Stronger Warnings for Bowel Cleansing Agents - Windows Internet Exp... E]

FDA MedWatch

Notify targeted organizations and
enlist their help in disseminating
Information to their members

ansing before ¢
2 Infermation fer Healtheare Prifussionals:Oral Sodium Pl shate (059 Produets for Borel Clearsi - . E]m ute phosphate nephropath

The event:
over-the-counte

e pho
the wse ol oral m phosphats

products

Professional society webpage

| i perma

af that ha

o MedWatch Partners program
Am Gastroenterological Association

Information for HCPs [FDA]

35



FDA MedWatch

Incorporate new safety information
Into workflow at point when provider
IS considering the product

« Mobile drug references
— 650,000 registered users
— 250,000 confirmed M.D.’s
— 40,000 medical students

 Regular updates of references
weekly/monthly

 DocAlerts notify physicians when
updates are made, such as new drug
approvals, additional indications,recalls
— received by 5607 Gl docs

— received by over 131,000 primary care
docs
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FDA MedWatch

Incorporate new safety information
Into workflow at point when provider
IS considering the product

{2 University of Kamsas - Windows Internet Explarer

= University of Kansas - Windows Internet Explorer

(€ | ¥ | htip ormularyproductions.c ef 4 { o Web Home Pags

Search fer a drug by nama:
File Edit avorites  Tools  Help Links &2 PubMed Home €| AtoZjournals @I COER g} Medwatch it

/. Use by
Formulary Handbook L
¥ Search Info

Back to FormWeb Home Page

R ———— o liay$00t Kansas University
= Medical Center

20100 ml; 45 m

Browse Alphabetical List of

For use by KU Med Center health professionals and employees only.
Use by pharmaceutical/medical representatives and non-KU Med Center
personnel not allowed.

v|[ GoTolLi

Search by Therapeutic
Category: e -

(9 Internet + 100% - 37



FDA MedWatch and Patient Safety

=

Visit us online at
www.fda.gov/medwatch

Food and Drug Administration

MEDWATCH
v 38



http://www.fda.gov/medwatch

Safety Information

rting Program

Information and Adverse
Event Reporting Program

Res ources fo r H C PS PrTETempssyresa Medical Product Safety Educational Resources

FDA MedWatch and
Patient Safety

300k | 150k
300k | 150k

MedWatch: Safety
Information and
Adverse Event
Reporting

you p
for your

http://www.fda.gov/Safety/MedWatch/ucm133050.htm
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http://www.fda.gov/safety/medwatch/ucm133050.htm

Your Guide 10 | [Rumm |
) Your Guide to Reporting
Re porting Problensto i —
Problems to (=5
the FDA

http://www.fda.gov/downloads/ForConsumers/ConsumerUpdates/UCM143112.pdf
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