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FDA Restructuring Aims to Address Drug Safety

BY MARY ELLEN SCHNEIDER

Senior Writer

fficials at the Food and Drug Ad-

ministration are planning to reor-

ganize its Center for Drug Evalu-

ation and Research in an effort to improve

the agency’s approach to drug safety and
to help improve drug development.

The FDA plans to appoint a new asso-

ciate director at the Center for Drug Eval-

uation and Research (CDER) to focus on

broad drug safety, policy, and communi-
cation issues.

Agency officials also plan to consolidate
some drug safety-related activities and
have that staff report to the new associate
director. This would include MedWatch
reporting staff and Drug Safety Oversight
Board staff.

The reorganization plans also call for el-
evating the status of the current Office of
Drug Safety, which is primarily responsi-
ble for epidemiology and surveillance ac-

tivities, and its staff will report to the
CDER director. The name of the office
will also be changed.

“Over the past year, the Center has been
the focus of intense internal and external
scrutiny regarding drug safety,” Dr. Steven
K. Galson, CDER director, said in a memo
to the center staff. “The current organi-
zational structure perpetuates the mis-
perception that ensuring drug safety is
solely the responsibility of the current
Office of Drug Safety.”
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® Significantly shortens lesion duration vs placebo™
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* Shorter duration of episode: in study 1, acyclovir (n=324) 4.3
days vs vehicle (n=346) 4.8 days (P=0.010). In study 2, acyclovir
(n=328) 4.6 days vs vehicle (n=343) 5.2 days (P=0.007). Shorter
duration of pain: in study 1, acyclovir (n=334) 2.9 days vs
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INDICATIONS AND USAGE

ZOVIRAX Gream is indicated for the treatment of recur-
rent herpes labialis (cold sores) in adults and adoles-
cents (12 years of age and older).

CONTRAINDICATIONS

ZOVIRAX Cream is contraindicated in patients with
known hypersensitivity to acyclovir, valacyclovir, or any
component of the formulation.

PRECAUTIONS

General: ZOVIRAX Cream is intended for cutaneous use
only and should not be used in the eye or inside the
mouth or nose. ZOVIRAX Cream should only be used on
herpes labialis on the affected external aspects of the lips
and face. Because no data are available, application
to human mucous membranes is not recommended.
ZOVIRAX Cream has a potential for irritation and contact
sensitization (see ADVERSE REACTIONS). The effect of
ZOVIRAX Cream has not been established in immuno-
compromised patients.

Drug Interactions: Clinical experience has identified
no interactions resulting from topical or systemic admin-
istration of other drugs concomitantly with ZOVIRAX
Cream.

Carcinogenesis, Mutagenesis, Impairment or Fertility:
Systemic exposure following topical administration of
acyclovir is minimal. Dermal carcinogenicity studies
were not conducted. Results from the studies of car-
cinogenesis, mutagenesis and fertility are not included in
the full prescribing information for ZOVIRAX Cream due
to the minimal exposures of acyclovir that result from
dermal application. Information on these studies is avail-
able in the full prescribing information for ZOVIRAX
Capsules, Tablets, and Suspension and ZOVIRAX for
Injection.

Pregnancy: Teratogenic Effects: Pregnancy Category B.
Acyclovir was not teratogenic in the mouse, rabbit, or rat
at exposures greatly in excess of human exposure. There
are no adequate and well-controlled studies of systemic
acyclovir in pregnant women. A prospective epidemio-
logic registry of acyclovir use during pregnancy was
established in 1984 and completed in April 1999. There
were 749 pregnancies followed in women exposed
to systemic acyclovir during the first trimester of preg-
nancy resulting in 756 outcomes. The occurrence rate
of birth defects approximates that found in the general
population. However, the small size of the registry is
insufficient to evaluate the risk for less common defects
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or to permit reliable or definitive conclusions regarding
the safety of acyclovir in pregnant women and their
developing fetuses. Systemic acyclovir should be used
during pregnancy only if the potential benefit justifies the
potential risk to the fetus.

Nursing Mothers: It is not known whether topically
applied acyclovir is excreted in breast milk. Systemic
exposure following topical administration is minimal.

After oral administration of ZOVIRAX, acyclovir concen-
trations have been documented in breast milk in 2
women and ranged from 0.6 to 4.1 times the correspon-
ding plasma levels. These concentrations would poten-
tially expose the nursing infant to a dose of acyclovir up
to 0.3 mg/kg/day. Nursing mothers who have active her-
petic lesions near or on the breast should avoid nursing.

Geriatric Use: Clinical studies of acyclovir cream did not
include sufficient numbers of subjects aged 65 and over
to determine whether they respond differently from
younger subjects. Other reported clinical experience has
not identified differences in responses between the
elderly and younger patients. Systemic absorption of
acyclovir after topical administration is minimal (see
CLINICAL PHARMACOLOGY).

Pediatric Use: Safety and effectiveness in pedia-
tric patients less than 12 years of age have not been
established.

ADVERSE REACTIONS

In 5 double-blind, placebo-controlled trials, 1,124 patients
were treated with ZOVIRAX Cream and 1,161 with place-
bo (vehicle) cream. ZOVIRAX Cream was well tolerated;
5% of patients on ZOVIRAX Cream and 4% of patients on
placebo reported local application site reactions.

The most common adverse reactions at the site of topical
application were dry lips, desquamation, dryness of skin,
cracked lips, burning skin, pruritus, flakiness of skin, and
stinging on skin; each event occurred in less than 1% of
patients receiving ZOVIRAX Cream and vehicle. Three
patients on ZOVIRAX Cream and 1 patient on placebo dis-
continued treatment due to an adverse event.

An additional study, enrolling 22 healthy adults, was con-
ducted to evaluate the dermal tolerance of ZOVIRAX
Cream compared with vehicle using single occluded and
semi-occluded patch testing methodology. Both ZOVIRAX
Cream and vehicle showed a high and cumulative irrita-
tion potential. Another study, enrolling 251 healthy adults,
was conducted to evaluate the contact sensitization
potential of ZOVIRAX Cream using repeat insult patch
testing methodology. Of 202 evaluable subjects, possible
cutaneous sensitization reactions were observed in the
same 4 (2%) subjects with both ZOVIRAX Cream and
vehicle, and these reactions to both ZOVIRAX Cream and
vehicle were confirmed in 3 subjects upon rechallenge.
The sensitizing ingredient(s) has not been identified.
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The safety profile in patients 12 to 17 years of age was
similar to that observed in adults.

Observed During Clinical Practice: In addition to
adverse events reported from clinical trials, the following
events have been identified during post-approval use of
acyclovir cream. Because they are reported voluntarily
from a population of unknown size, estimates of fre-
quency cannot be made. These events have been chosen
for inclusion due to a combination of their seriousness,
frequency of reporting, or potential causal connection to
acyclovir cream.

General: Angioedema, anaphylaxis.

Skin: Contact dermatitis, eczema, application site
reactions including signs and symptoms of inflammation.

OVERDOSAGE

Overdosage by topical application of ZOVIRAX Cream is
unlikely because of minimal systemic exposure (see
CLINICAL PHARMACOLOGY).

DOSAGE AND ADMINISTRATION

ZOVIRAX Cream should be applied 5 times per day for
4 days. Therapy should be initiated as early as possible
following onset of signs and symptoms (i.e., during the
prodrome or when lesions appear). For adolescents
12 years or age and older, the dosage is the same as in
adults.

HOW SUPPLIED

Each gram of ZOVIRAX Cream 5% contains 50 mg
acyclovir in an aqueous cream base. ZOVIRAX Cream is
supplied as follows:

2-g tubes (NDC 64455-994-42).

5-g tubes (NDC 64455-994-45).

Store at or below 25°C (77°F); excursions permitted to
15° to 30°C (59° to 86°F) (see USP Controlled Room
Temperature).

Manufactured by

GlaxoSmithKline
Research Triangle Park, NC 27709
for
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Soothes the Outbreak

While the Office of Drug Safety is a
small unit, about half of CDER’s resources
are dedicated to drug safety activities, said
Deborah Henderson, R.N., director of the
Office of Executive Programs at CDER.

But the proposal includes no plans to
make the Office of Drug Safety indepen-
dent from CDER, as some in Congress
have proposed. When reviewing drugs,
FDA staff members need to balance the ef-
fectiveness of the drug against the risks,
Ms. Henderson said, so pulling the safety
activities out of the center wouldn't be in
the best interests of public health.

FDA officials plan to implement the
changes over the next 6 months.

The changes will also help to improve
regulatory and drug development science
through the agency’s Critical Path Initia-
tive—a top FDA priority that calls for part-
nering with in-
dustry and
academia to im-

‘The current ...

structure
prove the drug
perpetuates the development
P : process.
mlspercep.tlon Through the
that ensuring Critical ~ Path

Initiative, FDA
hopes to help
industry  find
better biomark-
ers and improve
clinical trial de-
signs, Ms. Hen-
derson  said,
which would ultimately lead to better,
more targeted drugs.

While a number of CDER staff have
been working on the Critical Path Initiative,
there has not been a central office within
CDER. Under the proposed reorganiza-
tion, the FDA will create a new office that
will report to the CDER director and pro-
vide a hub for Critical Path activities.

The FDA also plans to make other
changes, including establishing an Office
of Counterterrorism and Emergency Op-
erations, which will report to the Office of
the Center Director; and realigning the
Division of Scientific Investigations from
the Office of Medical Policy into the Of
fice of Compliance.

“A reorganization is not designed to
achieve instant solutions to the challenges
CDER faces, although I believe it will ad-
dress many of the criticisms and sugges-
tions which have been offered on how to
approach our work, including drug safety,”
Dr. Galson said in his memo to CDER staff.

But real improvements in drug safety
need to happen outside the FDA, said
Curt D. Furberg, Ph.D., professor in the
department of public health sciences at
Wake Forest University in Winston-Salem,
N.C.

Congress needs to act to give the FDA
greater authority to change labels, with-
draw drugs, and levy penalties against
drug makers who don’t live up to their
postmarket promises, he said. “FDA can’t
do that on its own,” Dr. Furberg said.
“Congress is failing.”

The streamlining being proposed by the
FDA is a good idea, he said, but it won't
address the larger problem. “The issue of
safety is much bigger,” he said. m

drug safety is
solely the
responsibility of
the current Office
of Drug Safety.’
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