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Learning ODbjectives

m Describe prescription drug labeling and related
FDA reguirements.

m Describe the history of the drug labeling initiative.

m Describe the staged implementation schedule for
the revised prescription drug labeling.

m Describe the major content and format changes to
prescription drug labeling and the rationale for the
changes.

m Describe other related FDA electronic labeling
Initiatives.



What Is Prescription
Drug Labeling?




" S
What Is Prescription Drug
Labeling?

m Definition of labeling - (21 U.S.C. 321(m))

m Prescription drug labeling information is also
known as

Prescribing information
Package insert
Professional labeling
Direction circular
Package circular



http://frwebgate.access.gpo.gov/cgi-bin/getdoc.cgi?dbname=browse_usc&docid=Cite:+21USC321

"
General Requirements for

Prescription Drug Labeling
(21 CFER 201.56)

m Summary for the safe and effective use of
the drug

m Informative and accurate
m Not promotional, false, or misleading

m No implied claims or suggestions for use If
evidence of safety or effective Is lacking

m Based whenever possible on data derived
from human experience


http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=201.56

Test Your Knowledge

True or False: The primary purpose of
prescription drug labeling is to give patients
Information they need to take medications

properly.

Answer: False. Although patients may
obtain useful information from prescription
drug labeling, its primary purpose is to give
healthcare professionals the information
they need to prescribe drugs appropriately.

e



History of the Prescription
Drug Labeling Initiative




Drug Labeling Changed Over Time

m Increased In length, detail, and complexity

m Did not identify approval date or any
recent change to the labeling

m Made specific information more difficult to
locate

m Did not facllitate finding answers to
specific questions



"
Prescription Drug Labeling
Initiative

February
1992: October 1995:
Focus Prototype, January 2006:
group Public meeting, Final Rule!
research Comments issued
1992 1994 1996 1998 2000 2002 2004 2006

g

October 1993 -
March 1994
National Physician
Survey

{}

December 2000:
Proposed Rule
issued

1Final Rule: Requirements on the Content and Format of Labeling for Human Prescription Drug

and Biological Products
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http://www.fda.gov/OHRMS/DOCKETS/98fr/06-545.pdf
http://www.fda.gov/OHRMS/DOCKETS/98fr/06-545.pdf

Proposed Rule
]
Public comments
4
Comments are
analyzed
)

Rule Is modified to
address comments
]

~Inal Rule Is
oublished In the
—ederal Register
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http://www.smithersmpls.com/graphics/downarrow.gif
http://www.smithersmpls.com/graphics/downarrow.gif
http://www.smithersmpls.com/graphics/downarrow.gif
http://www.smithersmpls.com/graphics/downarrow.gif

Food and Drugs

@

The Final Rule Is
Incorporated Iinto next
edition of the

Code of Federal
Regulations
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http://www.smithersmpls.com/graphics/downarrow.gif

" S
Products Affected by the Rule

Prescription drugs and biologics:
m Submitted to FDA on or after June 30, 2006
m Approved by FDA 5 years prior to June 30, 2006

m With a major change in prescribing information
approved 5 years prior to, on, or after June 30,
2006

13



Test Your Knowledge

rue or False: FDA conducted focus
groups, surveys, and public meetings with
prescribers to determine how the labeling
should be changed.

Answer: True

14



Implementation Schedule




Implementation Schedule

New Drug Application (NDA) or
Biologics License Application
(BLA):

Labeling must conform:

Submitted 6/30/06 or after

At time of submission

Pending on 6/30/06
Approved 6/30/05-6/30/06

6/30/09 (3 years)

Approved 6/30/04-6/29/05

6/30/10 (4 years)

Approved 6/30/03-6/29/04

6/30/11 (5 years)

Approved 6/30/02-6/29/03

6/30/12 (6 years)

Approved 6/30/01-6/29/02

6/30/13 (7 years)

Approved Pre-6/30/01

Voluntary at any time
(encouraged to conform)




" S
Test Your Knowledge

True or False: Labeling for all prescription drugs
must conform to the new format by the year 2010.

Answer: False. FDA has provided for a flexible
Implementation schedule that phases in the new
labeling requirements. The schedule for
Implementation depends on when the application
was submitted to the agency. Companies whose
products were approved many years ago have
more time to update their labeling, while ensuring
that new products will be updated first.
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Labeling Format and
Content Changes
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Overview of New Labeling Format

m Adds Highlights section
m Adds Contents section
m Reorders and reorganizes sections

m Makes additional improvements

19



"
Reformatting Drug Labeling

Old format

BRAND NAME

(chemical name)

DESCRIPTION

The chemical structure is shown below:

COOH

NHCH, O
O 1

H,NS

1
o OC

Furosemide is a diuretic which is an anthranilic acid
derivative. Chemically, it is 4-chloro-N-furfuryl-5-
sulfamoylanthranilic acid. Furosemide is available
as white tablets for oral administration in dosage
strengths of 20, 40 and 80 mg. Furosemide is a
white to off-white odorless crystalline powder. It is
practically insoluble in water, sparingly soluble in
alcohol, freely soluble in dilute alkali solutions and
insoluble in dilute acids.

20



Revised f

HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use Imdicon
safely and effectively. See full prescribing information for Imdicon.

IMDICONT (cholinasol) CAPSULES
Initial T7.S. Approval: 20000

TWARNING: LIFE-THREATENING HEMATOLOGICAL ADVERSE
REACTIONS
See_full prescribing information for complete boxed warning.
Mlomnitor forr hematological adverse reactions every 2 weelos for first 2
months of treatment (5.2). DMscontinue Imdicon immediately if any of the
following occur:

- MNeutropenia/agranulocytosis (S.1)
- Thrombotic thrombocytopenic purpura (S.1)
- Aplastic anemmia (5.1)

RECENT MAJOR CHANGES
Indications and Usage. Coronary Stenting (1.2
Deosage and Adnunistration. Ceoronary Stenting (2.2)

2200
22003
INDICATIONS AND USAGE
Imdicon is an adenosine diphosphate (ADP) antazomnist platelet agsrezation
mi:ub:tor indicated for-
Feducing the rnisk of thrombotic stroke in patients who hawve experienced
stroke precursors or who have had a completed thrombotic stroke (1.1)
- Feducing the incidence of subacute coronary stent thrombosis, wihes
used with aspirin (1.2)
Impostant linvtaticos:
- For strolke. Imdicon should be reserved for patieuts wiho are imtolerant of
or allergic to aspirin or who hawve failed aspirin therapw (1.1)

—_——— e DOSAGE AND ADMINISTRATION —— — ———— —

- Stroke: S0 mg once daily with food. (2,13

- Coronary Stenting: 50 mg once daily with food, with antiplatelet doses
of aspdrin. for up to 30 days following stent implantaticay (2.2)

Diiscontimie in renally impaired patients if hemorrhagic or hematopoistic

problems are encountered (2.3, 8.6, 12.3)

ormat

—————— DOSAGE FORMS AND STRENGTHS —————
Capsules S0 mz (3)

CONTRAINDIC ATIOINS.

- Hematopoietic disorders or a history of TTP or aplastic anemia ()
- Hemostatic disordes or active bleeding (4]}
- Sewere hepatic impairment (4. 8.7}

—_—— WARNINGS AND PRECAUTIONS

- MNeutropemnia (2 4 % incidence: may occur suddenly: typically resolves
within 1-2 wesks: of disconfinuatiocn). thrombotic thrombocytopenic
purpura (TTEF). aplastic anenua. agranmlocyTosis, pancyviopenia.
leulkentia. and thrombocytopenia can occur (5,17

- MMonitcr for hematological adhrerse reactions evesy 2 weelcs through flue
third month of treatment {52

ADNVERSE REACTIONS.
Most common adwverse reactions (incidence =2%4) are diarrhea. nausea.
dwspepsia. rash. gastroimtestinal pain, neutroperda. and purpara (S 10

To report SUSPECTED ADVERSE REACTIONS, contact
(manufacturer) at {(phone # and Web address) or FIMA at 1-800-FDA 1088
o e, frla. gosiredveareln.

DRLUG INTERACTIOMNS

- Anticoagulants: Discontinue prior to switching to Imdicon (5.3, 7.1}

- Ph.en-rxom Elevated phenytoin levels have been reported. Mlondtor
levels. (7.2

—_——————e e USE IN SPECIFIC POPULATIONS.

- Hepatic impairment Dose may need adjustment. Contraindicated in
severe hepatic disease (4. 8 7. 12 3)
- Renal impairment: Dose may need adjustment (2 3. 8 6. 12 3)

See 17 for PATIENT COUNSELING INFORMATION and FIDA-
approved patient labeling
Revised: S/200X

FULL PRESCRIBING INEFORMATION: CONTENTS®

AWWARNING — LIFE-THREATENING HEMATOLOGICAT. ADVERSE
REACTIONS
1 INDICATIONS AND USAGE
1.1 Thrombotic Stroloe
12 Coromary Stenting
2 DOSAGE AND ADMINIS TRATION
21 Thrombotic Stroke
2.2 Coronary Stenting
23 Renally Irupznred Patients

3 DOSAGE FORMS AND STRENGTES
4 CONTRAINDICATIONS
5 TVARNINGS AND PRECATUTIONS
=1 Hematological Adverse Reactions
3.2 Momtoring for Hematological Adverse Feactions
3.3 Anticoagulant Dhiugs
F 4 EBleading Precautions
5 \[emto:mg Livesr Function Tests
L ADNVERSE REACTIONS
a1 Clinncal Studies Experience
5.2 Postmarketing Experience
7 DRUGINTERACTIONS
7.1 Amnticoazulant Thugzs
7 2 Phenytoin
T3 Antipyvrine and Other Drags MMetabolized Hepatically
T4 Aspirin and Other Non-Stercidal Anti-Inflanmmatory Dregs
TE Cimetidine
7.6 Theophyiline
7.7 Propranolol
8  Amntacids
D Disgoooin
710 Phencbarbdtal
7 11 Other Concomitant Drug Therapy
7.12 Food Interaction

-]
q
7]

N SPECITFIC POPULATIONS
Pregnancy
INursing MMothers
Pediatric Use
Geriatric Use
Renal Tmpairmeent
87 Hepatic Impairment
10 OW‘ERDOS:\G:E
11 DESCRIPTION
12 CLINICATL PHARMACOLOGY
12.1 hlechandsim of Action
12 2 Pharmacodymamics
12 3 Pharmacockinetics
132 WONCLINICAT, TOXNTDCOOLAOGY
13.1 Carcinogenesis. Mutagenesis. Impairment of Festility
14 CLINICATL STUDIES
141 Thrombotic Strolke
14 2 Coronmy Stenting
16 HOW SUPPLIEDWVSTORAGE AND HANDILING
17 PATIENT COUNSELING INFORMATION
Imyportance of Mondtorings
Bleeding
Hematclogical Adverse Reacticos
FDA-Approved Patient Labeling

nHHEen
RV

=Sections or subsections omitted from the full prescribing information are not
listed.
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Highlights

Concise, one-half page summary of information in the
Full Prescribing Information

Limitations Statement

Product Names and Date of
Initial U.S. Approval

Boxed Warning

Recent Major Changes
Indications and Usage
Dosage & Administration
Dosage Forms & Strengths

Contraindications
Warnings & Precautions

Adverse Reactions
(listing of most common
ARS)

Drug Interactions
Use in Specific
Populations

Patient Counseling
Information Statement o



Example of Highlights for a Fictitious

HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use Imdicon
safely and effectively. See full prescribing information for Imdicon.

IMDICON® (cholinasol) CAPSULES
Initial U.S. Approval: 2000

WARNING: LIFE-THREATENING HEMATOLOGICAL ADVERSE
REACTIONS
See full prescribing information for complete boxed warning.
Monitor for hematological adverse reactions every 2 weeks for first 3
months of treatment (5.2). Discontinue Imdicon immediately if any of the
following occur:
. Neutropenia/agranulocytosis (5.1)
e  Thrombotic thrombocytopenic purpura (5.1)
e  Aplastic anemia (5.1)

RECENT MAJOR CHANGES
Indications and Usage, Coronary Stenting (1.2) 2/200X
Dosage and Administration, Coronary Stenting (2.2) 2/200X

INDICATIONS AND USAGE

Imdicon is an adenosine diphosphate (ADP) antagonist platelet aggregation

inhibitor indicated for:

e  Reducing the risk of thrombotic stroke in patients who have experienced
stroke precursors or who have had a completed thrombotic stroke (1.1)

e  Reducing the incidence of subacute coronary stent thrombosis, when
used with aspirin (1.2)

Important limitations:

e  For stroke, Imdicon should be reserved for patients who are intolerant of
or allergic to aspirin or who have failed aspirin therapy (1.1)

---------------------- DOSAGE AND ADMINISTRATION

e  Stroke: 50 mg once daily with food. (2.1)

. Coronary Stenting: 50 mg once daily with food, with antiplatelet doses
of aspirin, for up to 30 days following stent implantation (2.2)

Discontinue in renally impaired patients if hemorrhagic or hematopoietic

problems are encountered (2.3, 8.6, 12.3)

Drug

--------------------- DOSAGE FORMS AND STRENGTHS
Capsules: 50 mg (3)

CONTRAINDICATIONS
Hematopoietic disorders or a history of TTP or aplastic anemia (4)
Hemostatic disorder or active bleeding (4)

e  Severe hepatic impairment (4, 8.7)

WARNINGS AND PRECAUTIONS---------=-mnomemmeeae

. Neutropenia (2.4 % incidence; may occur suddenly; typically resolves
within 1-2 weeks of discontinuation), thrombotic thrombocytopenic
purpura (TTP), aplastic anemia, agranulocytosis, pancytopenia,
leukemia, and thrombocytopenia can occur (5.1)

. Monitor for hematological adverse reactions every 2 weeks through the
third month of treatment (5.2)

ADVERSE REACTIONS
Most common adverse reactions (incidence >2%) are diarrhea, nausea,
dyspepsia, rash, gastrointestinal pain, neutropenia, and purpura (6.1).

To report SUSPECTED ADVERSE REACTIONS, contact
(manufacturer) at (phone # and Web address) or FDA at 1-800-FDA-1088
or www.fda.gov/medwatch.

DRUG INTERACTIONS

e  Anticoagulants: Discontinue prior to switching to Imdicon (5.3, 7.1)

e  Phenytoin: Elevated phenytoin levels have been reported. Monitor
levels. (7.2)

USE IN SPECIFIC POPULATIONS

e  Hepatic impairment: Dose may need adjustment. Contraindicated in
severe hepatic disease (4, 8.7, 12.3)

e  Renal impairment: Dose may need adjustment (2.3, 8.6, 12.3)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling
Revised: 5/200X23



Example of Highlights for a Fictitious

IGHLIGHTS OF PRESCRIBING INFORMATION
ese highlights do not include all the information needed to use Imdicon
sakely and effectively. See full prescribing information for Imdicon.

IMDY\CON® (cholinasol) CAPSULES
InitiaNU.S. Approval: 2000

Drug

Capsules: 50 mg (3)

CONTRAINDICATIONS
e  Hematopoietic disorders or a history of TTP or aplastic anemia (4)
e  Hemostatic disorder or active bleeding (4)

WAR

S
Monitor

| HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information
followingld Needed to use Imdicon safely and effectively. See Full

TIONS
fidenly; typically resolves
otic thrombocytopenic
sis, pancytopenia,

5.1)

every 2 weeks through the

. Neufr| . . .
. T Prescribing Information for Imdicon.
e Apl
]
RECENT MAJOR CHANGES
Indications and Usage, Coronary Stenting (1.2) 2/200X
Dosage and Administration, Coronary Stenting (2.2) 2/200X

INDICATIONS AND USAGE

Imdicon is an adenosine diphosphate (ADP) antagonist platelet aggregation

inhibitor indicated for:

e  Reducing the risk of thrombotic stroke in patients who have experienced
stroke precursors or who have had a completed thrombotic stroke (1.1)

e  Reducing the incidence of subacute coronary stent thrombosis, when
used with aspirin (1.2)

Important limitations:

e  For stroke, Imdicon should be reserved for patients who are intolerant of
or allergic to aspirin or who have failed aspirin therapy (1.1)

---------------------- DOSAGE AND ADMINISTRATION

e  Stroke: 50 mg once daily with food. (2.1)

. Coronary Stenting: 50 mg once daily with food, with antiplatelet doses
of aspirin, for up to 30 days following stent implantation (2.2)

Discontinue in renally impaired patients if hemorrhagic or hematopoietic

problems are encountered (2.3, 8.6, 12.3)

ADVERSE REACTIONS
Most common adverse reactions (incidence >2%) are diarrhea, nausea,
dyspepsia, rash, gastrointestinal pain, neutropenia, and purpura (6.1).

To report SUSPECTED ADVERSE REACTIONS, contact
(manufacturer) at (phone # and Web address) or FDA at 1-800-FDA-1088
or www.fda.gov/medwatch.

---DRUG INTERACTIONS

e  Anticoagulants: Discontinue prior to switching to Imdicon (5.3, 7.1)

e  Phenytoin: Elevated phenytoin levels have been reported. Monitor
levels. (7.2)

USE IN SPECIFIC POPULATIONS

e  Hepatic impairment: Dose may need adjustment. Contraindicated in
severe hepatic disease (4, 8.7, 12.3)

e  Renal impairment: Dose may need adjustment (2.3, 8.6, 12.3)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling

Revised: 5/200X
24



Example of Highlights for a Fictitious

HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use Imdicon
safely and effectively. See full prescribing information for Imdicon.

DICON® (cholinasol) CAPSULES
InNjal U.S. Approval: 2000

Dru

g— ------------------- DOSAGE FORMS AND STRENGTHS

G: LIFE-THREATENING HEMATOLOGICAL ADVERSE
REACTIONS
See f rescribing information for complete boxed warning.

Capsules: 50 mg (3)

CONTRAINDICATIONS
e  Hematopoietic disorders or a history of TTP or aplastic anemia (4)
Hemostatic disorder or active bleeding (4)
Severe hepatic impairment (4, 8.7)

WARNINGS AND PRECAUTIONS

Monitor for he
months of treatm
following occur:

. Thrombotic
e  Aplastic ane

IMDICON® (cholinasol) CAPSULES
» Natopeniag Injtial U.S. Approval: 2000

pically resolves
bocytopenic
openia,

eeks through the

RECENT MAJOR CHANGES
Indications and Usage, Coronary Stenting (1.2) 2/200X
Dosage and Administration, Coronary Stenting (2.2) 2/200X

INDICATIONS AND USAGE

Imdicon is an adenosine diphosphate (ADP) antagonist platelet aggregation

inhibitor indicated for:

e  Reducing the risk of thrombotic stroke in patients who have experienced
stroke precursors or who have had a completed thrombotic stroke (1.1)

e  Reducing the incidence of subacute coronary stent thrombosis, when
used with aspirin (1.2)

Important limitations:

e  For stroke, Imdicon should be reserved for patients who are intolerant of
or allergic to aspirin or who have failed aspirin therapy (1.1)

---------------------- DOSAGE AND ADMINISTRATION

e  Stroke: 50 mg once daily with food. (2.1)

e  Coronary Stenting: 50 mg once daily with food, with antiplatelet doses
of aspirin, for up to 30 days following stent implantation (2.2)

Discontinue in renally impaired patients if hemorrhagic or hematopoietic

problems are encountered (2.3, 8.6, 12.3)

ADVERSE REACTIONS
Most common adverse reactions (incidence >2%) are diarrhea, nausea,
dyspepsia, rash, gastrointestinal pain, neutropenia, and purpura (6.1).

To report SUSPECTED ADVERSE REACTIONS, contact
(manufacturer) at (phone # and Web address) or FDA at 1-800-FDA-1088
or www.fda.gov/medwatch.

DRUG INTERACTIONS
Anticoagulants: Discontinue prior to switching to Imdicon (5.3, 7.1)

e  Phenytoin: Elevated phenytoin levels have been reported. Monitor
levels. (7.2)

USE IN SPECIFIC POPULATIONS

e  Hepatic impairment: Dose may need adjustment. Contraindicated in
severe hepatic disease (4, 8.7, 12.3)

e  Renal impairment: Dose may need adjustment (2.3, 8.6, 12.3)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling
Revised: 5/200X
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Example of Highlights for a Fictitious

HIGHLIGHTS OF PRESCRIBING INFORMATION Dr u g

These highlights do not include all the information needed to use Imdicon e DOSAGE FORMS AND STRENGTHS

safely and effectively. See full prescribing information for Imdicon. Capsules: 50 mg (3)

IMDICON® (cholinasol) CAPSULES CONTRAINDICATIONS

Initial U.S. Approval: 2000 e  Hematopoietic disorders or a history of TTP or aplastic anemia (4)
e  Hemostatic disorder or active bleeding (4)

NG: LIFE-THREATENING HEMATOLOGICAL ADVERSE e  Severe hepatic impairment (4, 8.7)
REACTIONS

See full prescribi

Monitor for hematological af WARNING: LIFE-THREATENING HEMATOLOGICAL lves
fonowingocer: || ADVERSE REACTIONS
L Tometcaeetedll See Full Prescribing Information for complete boxed i the

e  Aplastic anemia (5.1) Warning_
recgy Monitor for hematological adverse reactions every 2~ [

Indications and Usage, Coronuj

Dosage and Administration, dd Weeks for first 3 months of treatment (5.2). Discontinue
noi¢{ Imdicon immediately if any of the following occur:

Imdicon is an adenosine diphd

inhibitor indicated for Neutropenia/agranulocytosis (5.1)

e  Reducing the risk of thrgn

soke precursorsorwhd| 1 NFombotic thrombocytopenic purpura (5.1) |

° duci he incid 1 . .
Regueing ;S;;:;g(fggﬂ Aplastic anemia (5.1) for

Important limitations:
. For stroke, Imdicon sho\m
or allergic to aspirin or Wierrerre-rerreemprrrrorerepyt==y

A-1088

[77]

e  Hepatic impairment: Dose may need adjustment. Contraindicated in

...................... DOSAGE AND ADMINISTRATION severe hepatic disease (4, 8.7, 12.3)
e Stroke: 50 mg once daily with food. (2.1) e  Renal impairment: Dose may need adjustment (2.3, 8.6, 12.3)

e  Coronary Stenting: 50 mg once daily with food, with antiplatelet doses

of aspirin, for up to 30 days following stent implantation (2.2)
Discontinue in renally impaired patients if hemorrhagic or hematopoietic
problems are encountered (2.3, 8.6, 12.3)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling
Revised: 5/200X
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Example of Highlights for a Fictitious

HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use Imdicon
safely and effectively. See full prescribing information for Imdicon.

IMDICON® (cholinasol) CAPSULES

Dru

g— ------------------- DOSAGE FORMS AND STRENGTHS

Capsules: 50 mg (3)

CONTRAINDICATIONS

Initial U.$.

A Indications and Usage, Coronary Stenting (1.2) 2/200X |
monipor ff DOsage and Administration, Coronary Stenting (2.2) 2/200X  fes
follgwing|o |
. NeUulroperrragrormomoTy tosTs o7 T ST e T OO Sy TP ST S e T TSSO

e [/ Thrombotic thrombocytopenic purpura (5.1)
¢/ Aplastic anemia (5.1)

1 RECENT MAJOR CHANGES
Indications and Usage, Coronary Stenting (1.2) 2/200X
Dosage and Administration, Coronary Stenting (2.2) 2/200X

INDICATIONS AND USAGE

Imdicon is an adenosine diphosphate (ADP) antagonist platelet aggregation

inhibitor indicated for:

e  Reducing the risk of thrombotic stroke in patients who have experienced
stroke precursors or who have had a completed thrombotic stroke (1.1)

e  Reducing the incidence of subacute coronary stent thrombosis, when
used with aspirin (1.2)

Important limitations:

e  For stroke, Imdicon should be reserved for patients who are intolerant of
or allergic to aspirin or who have failed aspirin therapy (1.1)

---------------------- DOSAGE AND ADMINISTRATION

e  Stroke: 50 mg once daily with food. (2.1)

e  Coronary Stenting: 50 mg once daily with food, with antiplatelet doses
of aspirin, for up to 30 days following stent implantation (2.2)

Discontinue in renally impaired patients if hemorrhagic or hematopoietic

problems are encountered (2.3, 8.6, 12.3)

. Monitor for hematological adverse reactions every 2 weeks through the
third month of treatment (5.2)

ADVERSE REACTIONS
Most common adverse reactions (incidence >2%) are diarrhea, nausea,
dyspepsia, rash, gastrointestinal pain, neutropenia, and purpura (6.1).

To report SUSPECTED ADVERSE REACTIONS, contact
(manufacturer) at (phone # and Web address) or FDA at 1-800-FDA-1088
or www.fda.gov/medwatch.

DRUG INTERACTIONS
Anticoagulants: Discontinue prior to switching to Imdicon (5.3, 7.1)

e  Phenytoin: Elevated phenytoin levels have been reported. Monitor
levels. (7.2)

USE IN SPECIFIC POPULATIONS

e  Hepatic impairment: Dose may need adjustment. Contraindicated in
severe hepatic disease (4, 8.7, 12.3)

e  Renal impairment: Dose may need adjustment (2.3, 8.6, 12.3)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling
Revised: 5/200X
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Example of Highlights for a Fictitious

HIGHLIGHTS OF PRESCRIBING INFORMATION Dr u

These highlights do not include all the information needed to use Imdicon g ——————————————————— DOSAGE FORMS AND STRENGTHS

safely and effectively. See full prescribing information for Imdicon. Capsules: 50 mg (3)

IMDICON
Initial U.S. i\

I E——

()UU;

Indigations a
Doshge and A

Imdicon is a

|

Important li

Imdicon is an adenosine diphosphate (ADP) antagonist platelet
aggregation inhibitor indicated for:

Reducing the risk of thrombotic stroke in patients who have
experienced stroke precursors or who have had a completed
thrombotic stroke (1.1)

Reducing the incidence of subacute coronary stent thrombosis,
when used with aspirin (1.2)

Important limitations:

For stroke, Imdicon should be reserved for patients who are
intolerant of or allergic to aspirin or who have failed aspirin

i therapy (1.1)

P88

. For strokerm
or allergic to aspirin or who have failed aspirin therapy (1.1)

MUIrcuUIrT ornouituy uc 1eotivou TuUI 'JGI.ICIII.D wiro arc rrmnuicranc vl

USE IN SPECIFIC POPULATIONS

e  Hepatic impairment: Dose may need adjustment. Contraindicated in

---DOSAGE AND ADMINISTRATION severe hepatiC disease (4, 8.7, 123)

e  Stroke: 50 mg once daily with food. (2.1)

e  Coronary Stenting: 50 mg once daily with food, with antiplatelet doses
of aspirin, for up to 30 days following stent implantation (2.2)

Discontinue in renally impaired patients if hemorrhagic or hematopoietic

problems are encountered (2.3, 8.6, 12.3)

e  Renal impairment: Dose may need adjustment (2.3, 8.6, 12.3)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling

Revised: 5/200X
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Example of Highlights for a Fictitious

HIGHLIGHTS OF PRESCRIBING INFORMATION D r u g
These highlights do not include all the information needed to use Imdicon e DOSAGE FORMS AND STRENGTHS
safely and effectively. See full prescribing information for Imdicon. Capsules: 50 mg (3)
IMDICON® (cholinasol) CAPSULES CONTRAINDICATIONS
Initial U.S. Approval: 2000 e  Hematopoietic disorders or a history of TTP or aplastic anemia (4)
e  Hemostatic disorder or active bleeding (4)
WARNING: LIFE-THREATENING HEMATOLOGICAL ADVERSE e Severe hepatic impairment (4, 8.7)
REACTIONS
Seefull@l e N AT ARIIN AR AIRIEEOSTIN A IR
Monitor for g ==================== DOSAGE AND ADMINISTRATION----------n-rmmmeme- "

Stroke: 50 mg once daily with food. (2.1)
Coronary Stenting: 50 mg once daily with food, with antiplatelet |,
» Aelasfieql doses of aspirin, for up to 30 days following stent implantation

. Neutropemif

Indications and Y (22) . . . . : . 2
posage gnd Adpf Discontinue in renally impaired patients if hemorrhagic or

_ hematopoietic problems are encountered (2.3, 8.6, 12.3) -
inhibi rliilg?c:'if TOT" T T O OV T TC YT

stroke precursors or who have had a completed thrombotic stroke (1.1) DRUG INTERACTIONS

Reducing the incidence of subacute coronary stent thrombosis, when Anticoagulants: Discontinue _prior to switching to Imdicon (5'3’.7'1)
used with aspirin (1.2) e  Phenytoin: Elevated phenytoin levels have been reported. Monitor

Important limitations: levels. (7.2)
For stroke, Imdicon should be reserved for patients who are intolerant of
or allergic to aspirin or who have failed aspirin therapy (1.1)

USE IN SPECIFIC POPULATIONS
e  Hepatic impairment: Dose may need adjustment. Contraindicated in

..................... DOSAGE AND ADMINISTRATION severe hepatic disease (4, 8.7, 12.3)
Stroke: 50 mg once daily with food. (2.1) e  Renal impairment: Dose may need adjustment (2.3, 8.6, 12.3)

e  Coronary Stenting: 50 mg once daily with food, with antiplatelet doses

of aspirin, for up to 30 days following stent implantation (2.2)
Discontinue in renally impaired patients if hemorrhagic or hematopoietic
problems are encountered (2.3, 8.6, 12.3)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling
Revised: 5/200X
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Example of Highlights for a Fictitious

HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use Imdicon
safely and effectively. See full prescribing information for Imdicon.

IMDICON® (cholinasol) CAPSULES
Initial U.S. Approval: 2000

Dru

WARNING: LIFE-THREATENING HEMATOLOGICAL ADVERSE
REACTIONS
See full prescribing information for complete boxed warning.
Monitor for hematological adverse reactions every 2 weeks for first 3
months of treatment (5.2). Discontinue Imdicon immediately if any of the
following occur:

g— ------------------- DOSAGE FORMS AND STRENG THS----------cneronen

Capsules: 50 mg (3)

CONTRAINDICATIONS
e  Hematopoietic disorders or a history of TTP or aplastic anemia (4)
Hemostatic disorder or active bleeding (4)
Severe hepatic impairment (4, 8.7)

WARNINGS AND PRECAUTIONS

. Neutropenia (2.4 % incidence; may occur suddenly; typically regolves
within 1-2 weeks of discontinuation), thrombotic thrombocytopgnic
purpura (TTP), aplastic anemia, agranulocytosis, pancytopeni

[ — DOSAGE FORMS AND STRENGTHS------------z=cnnn-

Capsules: 50 mg (3)

Ind CatiomS anmu o Saygl, Curummary OtCrimyg (1.2 ZIrZOUN

Dosage and Administration, Coronary Stenting (2.2) 2/200X

INDICATIONS AND USAGE

Imdicon is an adenosine diphosphate (ADP) antagonist platelet aggregation

inhibitor indicated for:

e  Reducing the risk of thrombotic stroke in patients who have experienced
stroke precursors or who have had a completed thrombotic stroke (1.1)

e  Reducing the incidence of subacute coronary stent thrombosis, when
used with aspirin (1.2)

Important limitations:

e  For stroke, Imdicon should be reserved for patients who are intolerant of
or allergic to aspirin or who have failed aspirin therapy (1.1)

---------------------- DOSAGE AND ADMINISTRATION

e  Stroke: 50 mg once daily with food. (2.1)

e  Coronary Stenting: 50 mg once daily with food, with antiplatelet doses
of aspirin, for up to 30 days following stent implantation (2.2)

Discontinue in renally impaired patients if hemorrhagic or hematopoietic

problems are encountered (2.3, 8.6, 12.3)

dyspepsia, rash, gastrointestinal pain, neutropenia, and purpura (6.1).

To report SUSPECTED ADVERSE REACTIONS, contact
(manufacturer) at (phone # and Web address) or FDA at 1-800-FDA-1088
or www.fda.gov/medwatch.

DRUG INTERACTIONS
Anticoagulants: Discontinue prior to switching to Imdicon (5.3, 7.1)

e  Phenytoin: Elevated phenytoin levels have been reported. Monitor
levels. (7.2)

USE IN SPECIFIC POPULATIONS

e  Hepatic impairment: Dose may need adjustment. Contraindicated in
severe hepatic disease (4, 8.7, 12.3)

e  Renal impairment: Dose may need adjustment (2.3, 8.6, 12.3)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling
Revised: 5/200X
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Example of Highlights for a Fictitious

HIGHLIGHTS OF PRESCRIBING INFORMATION Dr u
These highlights do not include all the information needed to use Imdicon
safely and effectively. See full prescribing information for Imdicon.

g— ------------------- DOSAGE FORMS AND STRENGTHS
Capsules: 50 mg (3)

IMDICON® (cholinasol) CAPSULES

CONTRAINDICATIONS
Hematopoietic disorders or a history of TTP or aplastic anemia (4)
Hemostatic disorder or active bleeding (4)

Severe hepatic impairment (4, 8.7)

WARNINGS AND PRECAUTIONS

Initial U.S. Approval: 2000 .
WARNING: LIFE-THREATENING HEMATOLOGICAL ADVERSE
REACTIONS
See full prescribing information for complete boxed warning.
Monitor for hematological adverse reactions every 2 weeks for first 3 o

months of treatment (5.2). Discontinue Imdicon immediately if any of the
following occur:
. Neutropenia/agranulocytosis (5.1)

Neutropenia (2.4 % incidence; may occur suddenly; typically resolve
within 1-2 weeks of discontinuation), thrombotic thrombocytopenic
purpura (TTP), aplastic anemia, agranulocytosis, pancytopenia,
leukemia, and thrombocytopenia can occur (5.1)

41088

e  Thrombotic thrombocytopenic purpura (5.1) . Monitor for hematological adverse reactions every 2 weeks through fhe
° Apl ' lld), third mmanth of troatmont (B 2N
------------------------------------------- CONTRAINDICATIONS-------====mmmmmmmmm oo
pacaton Hematopoietic disorders or a history of TTP or aplastic anemia (4)
____________ Hemostatic disorder or active bleeding (4)

Imdicon i Severe hepatic impairment (4, 8.7)

Innipitor 1

. Red

DRUG INTERACTIONS

stroke precursors or who have had a completed thrombotic stroke (1.1)

e  Reducing the incidence of subacute coronary stent thrombosis, when
used with aspirin (1.2)

Important limitations:

e  For stroke, Imdicon should be reserved for patients who are intolerant of

Anticoagulants: Discontinue prior to switching to Imdicon (5.3, 7.1)
Phenytoin: Elevated phenytoin levels have been reported. Monitor
levels. (7.2)

USE IN SPECIFIC POPULATIONS

or allergic to aspirin or who have failed aspirin therapy (1.1)

---------------------- DOSAGE AND ADMINISTRATION
e  Stroke: 50 mg once daily with food. (2.1) °
e  Coronary Stenting: 50 mg once daily with food, with antiplatelet doses

of aspirin, for up to 30 days following stent implantation (2.2)
Discontinue in renally impaired patients if hemorrhagic or hematopoietic
problems are encountered (2.3, 8.6, 12.3)

Hepatic impairment: Dose may need adjustment. Contraindicated in
severe hepatic disease (4, 8.7, 12.3)
Renal impairment: Dose may need adjustment (2.3, 8.6, 12.3)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling

Revised: 5/200X
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Example of Highlights for a Fictitious

HIGHLIGHTS OF PRESCRIBING INFORMATION Dr u g
These highlights do not include all the information needed to use Imdicon e DOSAGE FORMS AND STRENGTHS
safely and effectively. See full prescribing information for Imdicon. Capsules: 50 mg (3)
IMDICON® (cholinasol) CAPSULES CONTRAINDICATIONS
Initial U.S. Approval: 2000 e  Hematopoietic disorders or a history of TTP or aplastic anemia (4)
e  Hemostatic disorder or active bleeding (4)
WARNING: LIFE-THREATENING HEMATOLOGICAL ADVERSE e Severe hepatic impairment (4, 8.7)
REACTIONS
See full prescribing information for complete boxed warning. WARNINGS AND PRECAUTIONS
Monitor for hematological adverse reactions every 2 weeks for first 3 e  Neutropenia (2.4 % incidence; may occur suddenly; typically resolves
months of treatment (5.2). Discontinue Imdicon immediately if any of the within 1-2 weeks of discontinuation), thrombotic thrombocytopenic
following occur: purpura (TTP), aplastic anemia, agranulocytosis, pancytopenia,
. Neutropenia/agranulocytosis (5.1) leukemia, and thrombocytopenia can occur (5.1)
e  Thrombotic thrombocytopenic purpura (5.1) e  Monitor for hematological adverse reactions every 2 weeks through the
. Aplastic anemia (5.1) third month of treatment (5.2)
- WARNINGS AND PRECAUTIONS e
DM Neutropenia (2.4 % incidence; may occur suddenly; typically
-1 resolves within 1-2 weeks of discontinuation), thrombotic LA 1088

it thrombocytopenic purpura (TTP), aplastic anemia, agranulocytosis,
pancytopenia, leukemia, and thrombocytopenia can occur (5.1) o
Monitor for hematological adverse reactions every 2 weeks through  piitor
.| the third month of treatment (5.2)

[9%)

v TTEPatIC TPaITTTTETT. DUSE TTay TTeed aujustTent. —comnramuarcated in

...................... DOSAGE AND ADMINISTRATION severe hepatic disease (4, 8.7, 12.3)

Stroke: 50 mg once daily with food. (2.1) e  Renal impairment: Dose may need adjustment (2.3, 8.6, 12.3)

e  Coronary Stenting: 50 mg once daily with food, with antiplatelet doses
of aspirin, for up to 30 days following stent implantation (2.2)

Discontinue in renally impaired patients if hemorrhagic or hematopoietic

problems are encountered (2.3, 8.6, 12.3)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling
Revised: 5/200X
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Example of Highlights for a Fictitious

HIGHLIGHTS OF PRESCRIBING INFORMATION Dr u

These highlights do not include all the information needed to use Imdicon
safely and effectively. See full prescribing information for Imdicon.

IMDICON® (cholinasol) CAPSULES
Initial U.S. Approval: 2000

WARNING: LIFE-THREATENING HEMATOLOGICAL ADVERSE
REACTIONS
See full prescribing information for complete boxed warning.
Monitor for hematological adverse reactions every 2 weeks for first 3
months of treatment (5.2). Discontinue Imdicon immediately if any of the
following occur:
. Neutropenia/agranulocytosis (5.1)
e  Thrombotic thrombocytopenic purpura (5.1)
e  Aplastic anemia (5.1)

RECENT MAJOR CHANGES
Indications and Usage, Coronary Stenting (1.2) 2/200X
Dosage and Administration, Coronary Stenting (2.2) 2/200X

g— ------------------- DOSAGE FORMS AND STRENGTHS

Capsules: 50 mg (3)

CONTRAINDICATIONS

e  Hematopoietic disorders or a history of TTP or aplastic anemia (4)

Hemostatic disorder or active bleeding (4)
Severe hepatic impairment (4, 8.7)

WARNINGS AND PRECAUTIONS

. Neutropenia (2.4 % incidence; may occur suddenly; typically resolves
within 1-2 weeks of discontinuation), thrombotic thrombocytopenic
purpura (TTP), aplastic anemia, agranulocytosis, pancytopenia,
leukemia, and thrombocytopenia can occur (5.1)

. Monitor for hematological adverse reactions every 2 weeks through the

third month of treatment (5.2)

ADVERSE REACTIONS

Most common adverse reactions (incidence >2%) are diarrhea, nausea,
dyspepsia, rash, gastrointestinal pain, neutropenia, and purpura (6.1).

PR Ty oY =Pt ] W W] ] Vel Y W WL T PN W~ P

Most common adverse reactions (incidence >2%) are diarrhea, nausea,
dyspepsia, rash, gastrointestinal pain, neutropenia, and purpura (6.1).

To report SUSPECTED ADVERSE REACTIONS, contact (manufacturer)
at (phone # and Web address) or FDA at 1-800-FDA-1088 or

www.fda.gov/medwatch.

088

==

Discontinde in 1rena||3'/ impaired patients ifﬂhemorrha'gic or hem:atop’oietic
problems are encountered (2.3, 8.6, 12.3)

approved patient labeling

Revised: 5/200X
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Example of Highlights for a Fictitious

HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use Imdicon
safely and effectively. See full prescribing information for Imdicon.

IMDICON® (cholinasol) CAPSULES
Initial U.S. Approval: 2000

Dru

g— ------------------- DOSAGE FORMS AND STRENGTHS
Capsules: 50 mg (3)

CONTRAINDICATIONS
e  Hematopoietic disorders or a history of TTP or aplastic anemia (4)
Hemostatic disorder or active bleeding (4)

VAVARNING- L IEE_THREATENING HEMATOIL OCGICAL _AD\/ERSE

| Severe hepatic impairment (4 8 7)

*| levels. (7.2)

» Anticoagulants: Discontinue prior to switching to Imdicon (5.3, 7.1)
Phenytoin: Elevated phenytoin levels have been reported. Monitor

N CLINT TVIAJUIN UTINIAINUOL O
Indications and Usage, Coronary Stenting (1.2)
Dosage and Administration, Coronary Stenting (2.2)

2/200X
2/200X

INDICATIONS AND USAGE

Imdicon is an adenosine diphosphate (ADP) antagonist platelet aggregation

inhibitor indicated for:

e  Reducing the risk of thrombotic stroke in patients who have experienced
stroke precursors or who have had a completed thrombotic stroke (1.1)

e  Reducing the incidence of subacute coronary stent thrombosis, when
used with aspirin (1.2)

Important limitations:

e  For stroke, Imdicon should be reserved for patients who are intolerant of
or allergic to aspirin or who have failed aspirin therapy (1.1)

---------------------- DOSAGE AND ADMINISTRATION

e  Stroke: 50 mg once daily with food. (2.1)

e  Coronary Stenting: 50 mg once daily with food, with antiplatelet doses
of aspirin, for up to 30 days following stent implantation (2.2)

Discontinue in renally impaired patients if hemorrhagic or hematopoietic

problems are encountered (2.3, 8.6, 12.3)

Most common adverse reactions (incidence >2%) are diarrhea, nausea,
dyspepsia, rash, gastrointestinal pain, neutropenia, and purpura (6.1).

To report SUSPECTED ADVERSE REACTIONS, contact
(manufacturer) at (phone # and Web address) or FDA at 1-800-FDA-1(88
or www.fda.gov/medwatch.

DRUG INTERACTIONS
Anticoagulants: Discontinue prior to switching to Imdicon (5.3, 7.1)

e  Phenytoin: Elevated phenytoin levels have been reported. Monitor
levels. (7.2)

USE IN SPECIFIC POPULATIONS

e  Hepatic impairment: Dose may need adjustment. Contraindicated in
severe hepatic disease (4, 8.7, 12.3)

e  Renal impairment: Dose may need adjustment (2.3, 8.6, 12.3)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling
Revised: 5/200X
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Example of Highlights for a Fictitious

HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use Imdicon
safely and effectively. See full prescribing information for Imdicon.

IMDICON® (cholinasol) CAPSULES
Initial U.S. Approval: 2000

Dru

g— ------------------- DOSAGE FORMS AND STRENGTHS

Capsules: 50 mg (3)

CONTRAINDICATIONS
e  Hematopoietic disorders or a history of TTP or aplastic anemia (4)

WAH —mmmmmmm oo USE IN SPECIFIC POPULATIONS---------==-==mmmmnmee-
Hepatic impairment: Dose may need adjustment. Contraindicated
month| iN Severe hepatic disease (4, 8.7, 12.3)

Monit

follow

. N Renal impairment: Dose may need adjustment (2.3, 8.6, 12.3)

o APTASTICTUrCTmar(J- L)

RECENT MAJOR CHANGES
Indications and Usage, Coronary Stenting (1.2) 2/200X
Dosage and Administration, Coronary Stenting (2.2) 2/200X

INDICATIONS AND USAGE

Imdicon is an adenosine diphosphate (ADP) antagonist platelet aggregation

inhibitor indicated for:

e  Reducing the risk of thrombotic stroke in patients who have experienced
stroke precursors or who have had a completed thrombotic stroke (1.1)

e  Reducing the incidence of subacute coronary stent thrombosis, when
used with aspirin (1.2)

Important limitations:

e  For stroke, Imdicon should be reserved for patients who are intolerant of
or allergic to aspirin or who have failed aspirin therapy (1.1)

---------------------- DOSAGE AND ADMINISTRATION

e  Stroke: 50 mg once daily with food. (2.1)

e  Coronary Stenting: 50 mg once daily with food, with antiplatelet doses
of aspirin, for up to 30 days following stent implantation (2.2)

Discontinue in renally impaired patients if hemorrhagic or hematopoietic

problems are encountered (2.3, 8.6, 12.3)

\ 7

ADVERSE REACTIONS
Most common adverse reactions (incidence >2%) are diarrhea, nausea,
dyspepsia, rash, gastrointestinal pain, neutropenia, and purpura (6.1).

To report SUSPECTED ADVERSE REACTIONS, contact
(manufacturer) at (phone # and Web address) or FDA at 1-800-FDA-1088
or www.fda.gov/medwatch.

DRUG INTERACTIONS
Anticoagulants: Discontinue prior to switching to Imdicon (5.3, 7.1)

e  Phenytoin: Elevated phenytoin levels have been reported. Monitor
levels. (7.2)

USE IN SPECIFIC POPULATIONS

e  Hepatic impairment: Dose may need adjustment. Contraindicated in
severe hepatic disease (4, 8.7, 12.3)

e  Renal impairment: Dose may need adjustment (2.3, 8.6, 12.3)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling
Revised: 5/200X
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Example of Highlights for a Fictitious

HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use Imdicon
safely and effectively. See full prescribing information for Imdicon.

IMDICON® (cholinasol) CAPSULES
Initial U.S. Approval: 2000

Dru

g— ------------------- DOSAGE FORMS AND STRENGTHS
Capsules: 50 mg (3)

CONTRAINDICATIONS
e  Hematopoietic disorders or a history of TTP or aplastic anemia (4)
Hemostatic disorder or active bleeding (4)

WARMNING- L IEE_THREATENING HEMATOIL OCGICAL _AD\/ERSE

| Severe hepatic impairment (4 8 7)

Monit

month| @PProved patient labeling

follow

See 17 for PATIENT COUNSELING INFORMATION and FDA-

pltally resolves

[ ] P T Ur.lblllwuul ar IUIU\.'y WUoro \\J-J.,
e  Thrombotic thrombocytopenic purpura (5.1)
e  Aplastic anemia (5.1)

T T, O T T T OT T OOy TP T Ot OO UT (O T

. Monitor for hematological adverse reactions every 2 weels through the
third month of treatment (5.2)

RECENT MAJOR CHANGES
Indications and Usage, Coronary Stenting (1.2)
Dosage and Administration, Coronary Stenting (2.2)

2/200X
2/200X

INDICATIONS AND USAGE

Imdicon is an adenosine diphosphate (ADP) antagonist platelet aggregation

inhibitor indicated for:

e  Reducing the risk of thrombotic stroke in patients who have experienced
stroke precursors or who have had a completed thrombotic stroke (1.1)

e  Reducing the incidence of subacute coronary stent thrombosis, when
used with aspirin (1.2)

Important limitations:

e  For stroke, Imdicon should be reserved for patients who are intolerant of
or allergic to aspirin or who have failed aspirin therapy (1.1)

---------------------- DOSAGE AND ADMINISTRATION

e  Stroke: 50 mg once daily with food. (2.1)

e  Coronary Stenting: 50 mg once daily with food, with antiplatelet doses
of aspirin, for up to 30 days following stent implantation (2.2)

Discontinue in renally impaired patients if hemorrhagic or hematopoietic

problems are encountered (2.3, 8.6, 12.3)

ADVERSE REACTIONS
Most common adverse reactions (incidence >2%) are diarrhea, nfusea,
dyspepsia, rash, gastrointestinal pain, neutropenia, and purpura (4.1).

To report SUSPECTED ADVERSE REACTIONS, contact
(manufacturer) at (phone # and Web address) or FDA at 1-80§-FDA-1088
or www.fda.gov/medwatch.

DRUG INTERACTIONS
Anticoagulants: Discontinue prior to switching to Imdicon (5§3, 7.1)

e  Phenytoin: Elevated phenytoin levels have been reported. Mqnitor
levels. (7.2)

USE IN SPECIFIC POPULATIONS

e  Hepatic impairment: Dose may need adjustment. Contraindicated in
severe hepatic disease (4, 8.7, 12.3)

e  Renal impairment: Dose may need adjustment (2.3, 8.6, 12.3)

See 17 for PATIENT COUNSELING INFORMATION and FDA
approved patient labeling
Revised: 5/200X
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Test Your Knowledge

True or False: The Adverse Reactions
section within the Highlights contains
contact information for reporting suspected
adverse reactions.

Answer: True. The Adverse Reactions
section lists the telephone number and Web
address for both the manufacturer and
MedWatch, FDA’s Adverse Event Reporting
System.

37



Contents and Full
Prescribing Information




"
FULL PRESCRIBING INFORMATION:
CONTENTS

1 Navigational Tool
1.1 to detailed safety information

1.2 to safety sections and subsections in the Full
Prescribing Information

2 Ease of Reference

2.1 electronic hyperlinks to sections in the Full
Prescribing Information

39



Example of Contents for a
Fictitious Drug

FULL PRESCRIBING INFORMATION: CONTENTS*

WARNING - LIFE-THREATENING HEMATOLOGICAL ADVERSE

REACTIONS
1 INDICATIONS AND USAGE
1.1 Thrombotic Stroke
1.2 Coronary Stenting
2 DOSAGE AND ADMINISTRATION
2.1 Thrombotic Stroke
2.2 Coronary Stenting
2.3 Renally Impaired Patients
DOSAGE FORMS AND STRENGTHS
CONTRAINDICATIONS
WARNINGS AND PRECAUTIONS
5.1 Hematological Adverse Reactions
5.2 Monitoring for Hematological Adverse Reactions
5.3 Anticoagulant Drugs
5.4 Bleeding Precautions
5.5 Monitoring: Liver Function Tests
6 ADVERSE REACTIONS
6.1 Clinical Studies Experience
6.2 Postmarketing Experience
7 DRUG INTERACTIONS
7.1 Anticoagulant Drugs
7.2 Phenytoin
7.3 Antipyrine and Other Drugs Metabolized Hepatically
7.4 Aspirin and Other Non-Steroidal Anti-Inflammatory Drugs
7.5 Cimetidine
7.6 Theophylline
7.7 Propranolol
7.8 Antacids
7.9 Digoxin
7.10 Phenobarbital
7.11 Other Concomitant Drug Therapy
7.12 Food Interaction

g~ w

10
11
12

13

14

16
17

USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
8.3 Nursing Mothers
8.4 Pediatric Use
8.5 Geriatric Use
8.6 Renal Impairment
8.7 Hepatic Impairment
OVERDOSAGE
DESCRIPTION
CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
12.2 Pharmacodynamics
12.3 Pharmacokinetics
NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
CLINICAL STUDIES
14.1 Thrombotic Stroke
14.2 Coronary Stenting
HOW SUPPLIED/STORAGE AND HANDLING
PATIENT COUNSELING INFORMATION
17.1 Importance of Monitoring
17.2 Bleeding
17.3 Hematological Adverse Reactions
17.4 FDA-Approved Patient Labeling

*Sections or subsections omitted from the full prescribing information are not

listed. 40



"
Reorder and Reorganize

m “Indications and Usage” and “Dosage and Administration”
sections moved

m “Dosage Forms and Strengths” created and “How Supplied”
sections moved

m “Warnings and Precautions” sections consolidated

m “Drug Interactions,” “Use in Specific Populations,” and
“Patient Counseling Information” sections added

m “Adverse Reactions” section consolidates risk information

m “Clinical Studies,” “Nonclinical Toxicology” sections now
required

41



Example

Section in Previous Format

Section in Revised Format

Warnings Warnings and Precautions
Precautions
General Warnings and Precautions

Information for Patients

Patient Counseling
Information

Monitoring: Laboratory
Tests

Warnings and Precautions

Drug Interactions

Drug Interactions

Drug/Laboratory Test
Interactions

Warnings and Precautions

Carcinogenesis,
Mutagenesis,
Impairment of Fertility

Nonclinical Toxicology
(Carcinogenesis,
Mutagenesis, Impairment

. 42
of Fertility




"
Test Your Knowledge

Multiple Choice: The most significant format and
section reordering changes include:

A) Moving the information practitioners refer to
most frequently and consider most important to
the bottom of the prescribing information

B) Consolidating risk information

C) Deleting the Storage and Handling section
D) AandB

E) All of the above

43



New Section: Drug Interactions

m Drug interaction information typically
appears in

section 7: Drug Interactions and
section 12: Clinical Pharmacology
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"
New Section: Patient Counseling
Information

Question: Why does FDA require FDA-approved patient
Information to be reprinted in or accompany prescribing

Information when it also requires the Patient Counseling
Information section?

Answer: The Patient Counseling Information section is
written for healthcare professionals to remind them about
what information is important to convey to the patient.

FDA-approved patient information (includes package

Inserts and medication guides), is written for a lay
audience.
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New Section: Patient Counseling
Information

Question: Will the Patient Counseling Information
section be required for medications that are only
administered in the hospital setting?

An

t
t

swer: Yes, unless it Is clearly inapplicable.
"here Is almost always information about a drug
nat is important for the prescriber to convey to

ne patient, such as potential adverse drug

reactions.

46



Revisions and
Improvements




"
Revisions
m Revises Safety Requirements
Contraindications
Warnings and Precautions

Adverse Reactions

48



Revises Safety Requirements

m Contraindications section

Contraindication exists only when the risk clearly
outweighs any possible therapeutic benefit

Includes only known hazards
= No longer see “allergic to any component of the drug”

Order In which contraindications are listed iIs
based on the likelihood of occurrence and the
size of the population affected

49



Revises Safety Requirements

m Warnings and Precautions section

Consolidates the Warnings section and the
Precautions section

Includes clinically significant adverse reactions
Examples include:

= Adverse reactions that require discontinuation, dose
adjustment, or addition of another drug

m Adverse reactions that could be prevented or managed with
appropriate patient selection or avoidance of concomitant
therapy

m Adverse reactions that significantly affect patient compliance

50



" S
Revises Safety Requirements

m Adverse Reactions section

Requires separate listing of adverse reactions
from clinical trial and postmarketing
experience.

No longer contains the laundry lists of
adverse reactions

51



Improvements

m Format Requires
Minimum 8-point font
Tables and bullets
Standardized bolding and white space

m Encourages Adverse Event Reporting,
Includes contact information

52



Test Your Knowledge

Multiple Choice: What changes did FDA make to the
prescription drug labeling to better communicate to
healthcare professionals?

A) Added the Highlights section which effectively organizes
and chunks information into logical groups to enhance
accessibility and retention

B) Used graphic emphasis, such as standardized bolding
and white space, to improve visual and cognitive access
to information

C) Limited the amount of text in the Dosage section
D) Aand B
E) All of the above
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Other Labeling
Questions




Where Do | Find
Microbiology Data?

n %a 1 %0
All patients with adverse events 240 86 234 85
Toothache! 143 31 113 41
Upper resp tract infection 81 25 72 26
Sinusitis 39 14 36 13
Bronchitis 17 G 8 3
Abscess 17 G 14 5
Gum hyperplasia 11 4 6 2
Pharyngitis 11 4 6 2
Arthrosis 8 3 6 2
Stomatitis ulcerative g 3 3 1
Cellulitis G 2 3 1

‘Includes dental, gingival cr mouth pain, tenderness, aching, throbbing,
soreness, discomfort or sensitivity.
7 DEUG INTERACTIONS

There are no known ding interactions with FriendChip.

8 USE IN SPECTFIC POPULATIONS
8.1 Pregnancy

Pregnancy Category C. Animal reproduction studies have oot been
conducted in relation to FriendChip becanse andimal models that would pernut
use of a clinically relevant route of administration are not available. Smilealot
did not induce harm to the fetus when administered to rats by gavage at
dosages up to 68 meg/'kg'day. However, snmlealotis kmowm to be very poorly
absorbed from the GI tract. therefore i1t 13 unclear whether these data are
relevant to clinical nse of FriendChip. Data from climieal studies suggest that
substantial systemic exposure to smilealot does not occur [See Clindcal
FPharmacology (12.3)7. However, there are no adeguate and well-controlled
studies in pregnant women. It is not known whether FriendClup can canse
fetal harm when adnunistered to a pregnant Womsan or can affect reproductive
capacity. FriendChip should be given to a pregnant woman only if clearly

Cﬂ.'lp MISeITIon l‘m.eaﬂ: 19490 & /0% BESLLLL ) LOLIOAWELE LY @ SEUULICE Aol Ml 72
howrs (mean: 1903 + 1074 uyg/ml). Ina second study involving the insertion
of 1 FriendChip under climeal conditions, the mean GCTF level of somlealot
peaked at 1089 = 679 pug/ml. at 4 howrs. The mean GCF levels then declined
in a highly erratic fashion to levels of 483 + 448 ng/ml. at 72 hours without
producing a true second peal. The results of these studies confirm a high
degree of intersubject vatiability in soulealot release from the FriendClup
matrix i vive that was not seen in vifro. Due to the nature and clinical nse of
the FriendChip dosage form. dose proportionality was not and would not be
~xpected to be demonsirated between the two studies.

13  NONCLINICAL TOXICOLOGY
12.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Smilealot has not been evaluated for carcinegemic potential in
comnection with the FriendChip. No evidence that smulealot has potential to
cause genetic toxicity was obtained in mutagemcity studies. including (in
vitre) an Ames assay., a chromosome aberration assay in CHO cells. and (in
vive) a micronuclens assay conducted in mice.

14 CLINICAL STUDIES

In two double-blind, randomized, controlled clinical trials, 555 adult
patients with periodontitis were entered who had at least 4 pockets with
probing depth of 3-8 mm that bled on probing. Diabetics and patients with
acutely abscessed periodontal pockets were excluded from the studies. The
effects of scaling and root planing (SEP) alone. and SEP followed by

Tarsman Al nian dammdbanmme . svrmacn oomasoe e A AT ammdimmtr cmmmarmmd Fall anmmas +1. OO
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"
Why Is Some Information In

More Than One Section of the
New Labeling?

m I[mportant and appropriate to repeat some
Information in more than one section

m One section contains the detail; other
sections contain a brief description with a
cross-reference
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"
Drug Interaction Information

m Detalls in section 7: Drug Interactions

m Other sections briefly discuss interactions and
cross-reference details

m Dose adjustments in section 2: Dosage and
Administration

m Study detalls in section 12: Clinical
Pharmacology
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" J
Where Do | Find Dose
Adjustment Information?

m Section 2 (DOSAGE AND ADMINISTRATION)
Recommended dose regimen and dose
adjustments for the drug.

m Section 7 (DRUG INTERACTIONS)

May include instructions for dose
adjustments for concomitant medications.
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Example — Fictitious Drug HIVAVIR

Section to find dose adjustment

Interaction Results iInformation for HIVAVIR
In package insert
HIVAVIR increases sinubact Section 7: Drug interactions
concentrations by 50% “A sinubact dose reduction up to 75%

is recommended”

HIVAVIR concentrations are Section 2: DOSAGE AND

decreased by 60% when given | ADMINISTRATION

with waramine When coadministered with waramine
the recommended dose of HIVAVIR
Is 500 mg once daily




" S
Case Study--HIVAVIR

LV is a 68 year old black male making a routine visit to his
physician. LV’s medical history includes depression and
AIDS since April 23,1999. Current medication profile
Includes:

Hivavir 1000mg po qd
Aidsudine 30mg po bid
Deprexetine 20mg po q hs

LV reports no recent drug or alcohol use and has very good
self-reported adherence with antiretroviral therapy.
However, lab results showed LV’s Hivavir concentration
was suboptimal.

60



"
Case Study - HIVAVIR

Question:

To rule out a drug-food interaction and/or a drug-
drug interaction involving Hivavir, LV’s physician
references which section(s) of the labeling?

Answer:
section 7: Drug Interactions
(7.1 Deprexetine & 7.5 Food Interactions)
section 5: Warnings and Precautions
section 2: Dosage and Administration
section 12: Clinical Pharmacology
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Case Study - HIVAVIR

After Hivavir was marketed, FDA began receiving

reports of life-threatening hematological reactions.
As a result the labeling was revised.

Question: Which section(s) of the Highlights should
LV’s physician read to learn more?

Answer: Boxed Warning
Recent Major Changes
Warnings and Precautions
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FDA Electronic
Labeling Initiatives




Electronic Labeling Initiatives

Structured Product Labeling

=) standardized electronic file format

Daily Med
=) downloadable labeling resource
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'_
Facts@FDA

Health information suppliers can download
available content of labeling in structured product
labeling format here.

Link to download zip file @

For information on structured product labeling
please see the Structured Product Labeling
Resources web page.

http://Iwww.fda.gov/cder/news/FactsatFDA.htm
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http://www.fda.gov/cder/news/FactsatFDA.htm
http://www.fda.gov/oc/datacouncil/spl.html
http://www.fda.gov/oc/datacouncil/spl.html
http://www.fda.gov/oc/datacouncil/spl.html

Daily
Current M e
Medication

Information

rlﬂled provides high quality mﬁ:l-rmatmn about ma.rketed drugs.
Drug labeling on this Web site is the most recent submitted to the Food and Drug Administration (FDA) and cmteﬂﬂy in use; it may include strengthened wamin
undergoing FDA review and minor editorial changes. These labels have been reformatted to make thmn}aasxer to read 2

&1 Home
=1E-mail Label Information

Downloads [,
Notify of Updates
Contact Us

Additional Resources

Report Adverse Event

~opyright, Privacy, Accessibility

1.5, Mational Library of Medicing, 8600 Rockville Pike, Bethesda, MD 20894 NLM
INL M

Al the present time this Web site does not contain a complete listing of labels for approved prescription drugs.
Curmmrently this Web site contains 521 approved prescription drugs.

”:21/ Search By Drug Name: _ B
ABCDEFGHIJKELMNOPQRSTUVWXYZAI

About DailyMed

DailyMed provides high quality information about marketed drugs. This information includes FDA approved

labels (package inserts). This Web site provides health information providers and the public with a standard,
comprehensive, up-to-date, look-up and download resource of medication content and labeling as found in

medication package inserts.

Other information about prescription drugs may also be available. NLM regularly processes data files uploaded
from FDA's system and provides and maintains this Web site for the public to use in accessing the information.
Additional information about medicines is available on NLM's MedlineFlus Web site
hitp2'www.nlm.nih.govimedlineplus/medicines.html.

Jational Institutes of Health, Health & Human Services

http://dailymed.nim.nih.gov

66


http://dailymed.nlm.nih.gov/

"
Resources on FDA’'s Web Page

http://www.fda.qov/cder/requlatory/physlLabel/default.htm

m Final Rule
m Labeling Guidances

m Fictitious Examples of Revised Prescribing
nformation

m Information for Healthcare Professionals
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http://www.fda.gov/cder/regulatory/physLabel/default.htm

"
How Can | Contact FDA
with Questions?

= (888) INFO-FDA

m druginfo@fda.hhs.qov
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