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Rx package inserts: Redesigned
with fewer errors in mind
The first Pl makeover in 25 years adds “highlights”

and adverse event hotlines

he package insert (PI) is get-

I ting~an FDA-mandated “make-

over”—one that should make it

faster and easier to locate the piece' of

information you need before writing a
prescription.

PIs for newly approved drugs will
now feature a Highlights sectionat
the top, a Contents section to help
you find what you’re looking for, and
a Patient Counseling section. Also
new: -manufacturer and FDA contact
information near the top of the PI
to facilitate adverse drug reaction
reporting (FIGURE).

These revisions—the first that the
FDA has mandated for the PI in 25
years'—are designed to save time and
reduce adverse drug events. Evidence
suggests that physicians could save ap-
proximately 15 seconds each time they
refer to the new PI, thereby increasing
the extent to which prescribing infor-
mation is consulted.?

Additionally, the FDA anticipates
healthcare system savings of approxi-
mately $400 million in the next 10
years resulting from adverse drug events
avoided,? presumably because prescrib-
ers will be better informed. The new for-
mat should also help increase adverse
drug reaction reporting by providing
toll-free contact information.?

# Lack of Rx information

caused many mistakes
Changing the PI became an FDA priority
in 2000, after the Institute of Medicine
(IOM) published-its report, “To err is
human: Building a safer health system.”*
In-this report, the IOM indicated that
medication errors accounted for almost
98,000 deaths annually and that some of
these deaths were a result of confusing
medical information.* A July 2006 IOM
report estimated that there are at least
1.5 million preventable adverse drug
events resulting from medication errors
in the US each year.’

One study demonstrated that the
most common cause of medication errors
was a lack of drug information at the time
the prescription was written, resulting in
22% of the errors.® A subsequent report
released by the IOM in September 2006
identified the importance of improving
the FDA’s role in monitoring drug safety
in the postmarketing stage and conveying
the risks and benefits of medications to
the public.”

To help address this growing list of
concerns, the FDA issued new regula-
tions for the PI format in January 2006.!
Among its goals: Prompt pharmaceutical
companies to create PIs that read more
like a drug information reference, and

less like a sophisticated legal document.
CONTINUED
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Rx package inserts <«

The package insert’s new look'
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Initial U.5. Approval; 2006

rermmsmmnsmmsssreeeeee s [N ICATION S AND USAGE mereeesesessscasmssssmmanes

JANUVIA s indicated as an adunct to diel and exercise o imgrove

glycemes contral in patients with type 2 dabetes meldus (ypa 2

diabates). JANUVIA is indicated for:

= Monotherapy (1.1)

» Combmation therapy with metformin or a peroxisome prolifesator-
actvated recepior gamma (PPARy) agonist (e.g., thiazolidinediones)
when the single agent does not provide adaquate glycemss control,
1.2)

Important Limitations of Use: JANUWIA should not be used in patients

with type 1 diabeles mellitus (lype 1 diabetes) or for the treatment of

diabetic keloacidosis. (1.3)

meenssnnnnanssssees DOGAGE AND ADMINISTRATION ——emeeessmmmessannaas
The recommended dose of JANUVIA 2 100 mg once daly as
monotherapy of as combination therapy with metformin or a PPARy
agonist (e.g., thiazolidinediones). (2.1)

JANUWVIA can be taken with or without food. (2 1)

Dosage Adjustment in Patients With Moderale, Severe and End Stage
Renal Disease (ESRD) (2.2)

| 50 myg once daily 25 mg once daily

Moderale Sewvere and ESRD

Crizl =30 to <50 mLimin CrCl <30 mLfmen

~Semm Cr levels [mghdl) ~Serum Cr kevels [mg'dL]
Men: =1.7-23.0; Men: >3.0
Women: >1.5-<25 Womaen: >2.5;
. of on dialysis

- DOSAGE FORMS AND STRENGTHS s
Tablels: 100mg. 30 mg, and 25 mg (3)

wrrrrmmmmmmmmen s CONTRAIMCHE ATIONS corerrrrrrmrrrer s
MNone. (4)

T —— WARMNINGS AND PRECAUTIONS semmsssssssssmmmnsnnes
A dosage adjustment is recommended in patients with moderate renal
msufficiency and in palients with severe renal insufficency or with
ESRD requiing hemodialysis or perntoneal dialysis. Assessment of
renal funcion is recommended pnor o mitiation of JANUVIA and
periodically thereafter. Creatinine clearance can be estimated from
SErum Ccreatining using the CockeroR-Gault formula. (2.2, 5)

ADVERSE REACTIONS

The mosl common adverse reactions, repored in =5% of patients
treated with JANUVIA and more commonly than in patients treated with

Safety and effectiveness of JANUWVIA in children under 18 years hava
nol been eslablished, (8.4)

See 17 for PATIENT COUNSELING INFORMATION and
FDA-approved patient labaling.
Revised: 04/2007
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WARNINGS AND PRECAUTIONS
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T DRUG INTERACTIONS
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B.1  Pregnancy
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10 OVERDOSAGE
11 DESCRIPTION
12 CLINICAL PHARMACOLOGY
12,1 Mechanism of Action
12.2 Pharmacodynanmics
12.3 Pharmacokinetics
13 NONCLINICAL TOXICOLDGY
13.1 Carcinogenesis, Mutagenesis, iImpainment of Fertility
14 CLINICAL STUDIES

Ll ombination Therapy

& HOW SUPFLIEDVSTORAGE AND HANDLING
1T PRTEMT COa el

171 Insbructions

17.2 Laboratory Tests

17.3 FDA-Approved Fatent Labeling

*Sections or subsechons omitted from the full prescrbing information
ane not listed
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New Pl makes its way online

As Pls are revised to comply with the new regulations, the
information in them will be used to populate a new online drug
resource for clinicians (and the public) known as DailyMed.® This
free, online health information clearinghouse, developed by the
FDA and National Library of Medicine, can be found at dailymed.
nlm.nih.gov/dailymed/about.cfm. It’s intended to provide wide
access to prescribing information for physicians at the point

of care.® DailyMed features approved prescribing information,
adverse event reporting information, and links to clinical articles.3®
Additionally, DailyMed provides access to MedlinePlus, an online
medication tool for consumers written in lay language.®

FAST TRACK

You can find

what you’re
looking for quickly
in the new
Contents section

440

The new FDA regulations apply to
all New Drug Applications (NDAs), sup-
plemental NDAs, and Biologics License
Applications (BLAs) submitted on or
after June 30, 2006.! In addition, drugs
approved in the 5 years prior to the ef-
fective date, and older drugs for which
there is a major change in the prescrib-
ing information (ie, new indication), will
need to adopt the revised format over the
next several years.>® Medications that
are exempt from these requirements in-
clude over-the-counter products, generic
drugs, and existing drugs with minor la-
beling changes.

To get the word out to the health-
care community, the FDA and Institute
for Safe Medication Practices kicked off
a national educational campaign last fall
by providing an overview of the new
labeling format during a live teleconfer-
ence.® In addition, this PI information is
being posted on the Web. (See “New PI
makes its way online”>’ above.)

I Immediate access

to important information
The revised PI contains 3 new sections:
Highlights, Contents, and Patient Coun-
seling Information.\’

Highlights. The Highlighis section
is the most significant change to the PI,
and provides immediate access to the
most important prescribing informa-

tion. X412 It’s displayed prominently at
the top of the P and is a concise half-page
summary that includes references to
detailed sections in the Full Prescribing
Information.>3

The Highlights section is analogous
to a structured abstract in a published
clinical trial (FIGURE).? It contains recent
major changes to the following sections:
Boxed Warning, Indications and Usage,
Dosage and Administration, Contraindi-
cations, and Warnings and Precautions.'?
Additionally, the original FDA drug ap-
proval date of the product is listed, en-
abling physicians to easily identify new
medications.>* Manufacturer and FDA
contact information is also provided to
encourage and facilitate adverse drug re-
action reporting.!?

Contents. Physicians will be able to
locate information more quickly with
the Contents section. This section, which
is analogous to the table of contents of a
book, references all sections and subsec-
tions in the Full Prescribing Information
section.?

Patient counseling. The new format
now requires a Patient Counseling In-
formation section that places a greater
emphasis on the importance of commu-
nication between physicians and patients.
This section provides key points, includ-
ing information on dosing instructions,
laboratory tests, and drug safety. This
section is designed to help physicians by
providing efficient and concise talking
points involving drug usage.!

I New design bids
laundry lists farewell

The overall structure of the PI has been
revised to allow easier access to impor-
tant information and to group related
sections.’> Information physicians fre-
quently consult and consider most criti-
cal (ie, Boxed Warnings, Indications and
Usage, Dosage Forms and Strengths,
Dosage and Administration) are located
at the beginning.>'?

The Adverse Reactions section no
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longer contains a laundry list of adverse
reactions and is divided into 2 parts:
clinical trials experience (adverse events
identified during clinical trials) and post-
marketing experience (adverse events re-
ported spontaneously by physicians and
patients).® Additionally, the Warnings and
Precautions are now consolidated into 1
section instead of being listed separately.®

The new regulations also require
that the PI text be formatted in a certain
way. The FDA requires that certain el-
ements be in bold, and that there be a
minimum font size to enhance the com-
munication of important information.>?
(Previously, there was no minimum font
size requirement.) Type in the PI can now
be no smaller than 6 points and labeling
on promotional materials and product
samples can be no smaller than 8 points.

I Manufacturers worry that

details will be overlooked
Manufacturers have expressed concern
over the addition of the Highlights sec-
tion to the PI, noting that physicians
might rely too heavily on the condensed
information when making prescribing
decisions.>'* Manufacturers are also con-
cerned that they will be forced to choose
certain information for the Highlights
section while excluding other valuable
points, increasing their liability.>'* The
FDA, though, seems to have addressed
this issue: The Highlights section includes
a limitation statement emphasizing that
physicians should still refer to the com-
plete prescribing information.>!*

Another concern: The revisions to
the PI come at a price, albeit a relatively
small one. Updating the PI is expected to
cost manufacturers approximately $6190
for each new product and $8700 for each
existing product.”

Overall, though, the revisions to
the PI should lead to positive change by
providing physicians with access to up-
to-date information in a clear, concise,
and easy-to-read format. Though not a
panacea for medication errors, the new

www.jfponline.com

PI should serve as an improved tool in
the physician’s arsenal. m
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FAST TRACK

Spotting adverse
events that have
been reported
by physicians
and patients is
now easier
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