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ly less attention in FDASIA.
Though many experts have called
for substantial changes to the
postmarketing surveillance of
medical devices in particular, re-
forms specified in the legisla-
tion were generally limited to
several areas of “program devel-
opment” — requests for the FDA
to develop frameworks, strate-
gies, or processes related to im-
proving postmarketing surveil-
lance and enforcement. For
example, the FDA was directed
to create a program to evaluate
device-recall data with the goal of
minimizing the negative impact
of recalls on public health; to in-
clude medical devices in the cur-
rent Sentinel program for drugs,
an early-stage program aimed at
developing data sources and de-
signing methods for identifying
signals of safety concerns; and to
propose a draft rule, which has
now been released, for “unique
device identifiers” as a mecha-
nism for better tracking of device-
related events.

In the realm of pharmaceuti-
cal products, FDASIA aims to
help streamline the approval of
generic drugs, as well as to en-
sure the safety of the drug supply
and distribution chain. First, the
law extends user fees to the man-
ufacturers of generic drugs to
provide greater funding for the
FDA’s generic-drug reviewers and
thereby reduce the backlog of ap-
plications for the approval of such

products. However, the law does
not address the strategies that
currently prevent approved generic
drugs from reaching the market.*
The legislation also contains pro-
visions aimed at bringing atten-
tion to and assuring the safety of
the drug supply chain, which has
emerged as a growing concern.
Currently, 80% of all active ingre-
dients and 40% of drug tablets
sold in the United States origi-
nate overseas. The FDA has tra-
ditionally had limited resources
for inspecting non-U.S. facili-
ties, so FDASIA provides direc-
tions for more frequent inspec-
tions and greater transparency
regarding the origins of final
products.

Although FDASIA ensures that
the FDA will receive the ongoing
user-fee funding it needs in the
absence of realistic government
appropriations and includes new
initiatives that may help promote
review efficiency, it missed an
opportunity to promote more ro-
bust postmarketing systems to
validate the effectiveness and en-
sure the safety of marketed prod-
ucts. For example, a greater pro-
portion of user fees might have
been directed toward personnel
who serve surveillance functions
such as analysis and aggregation
of adverse-event reports, toward
research evaluating novel ways of
analyzing postmarketing data, or
toward facilitating the develop-
ment of infrastructure such as tar-

USER FEES AND BEYOND — FDASIA

geted registries. Additional provi-
sions might have included more
specific penalties for missing post-
approval commitments or mech-
anisms for industry to share post-
marketing data currently viewed
as proprietary, with the goal of
detecting important safety sig-
nals. Indeed, when the more ef-
ficient premarketing processes
for drugs and devices envisioned
by FDASIA are implemented, the
number of drugs and devices re-
quiring rigorous postapproval sur-
veillance will only increase.
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ff-label use of drugs is rela-
tively common in medical
practice, even if it’s often not
supported by strong scientific
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evidence. Studies in the United
States have shown that off-label
use may account for approxi-
mately 20% of prescriptions, or
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150 million prescriptions per year.*
In addition to its economic effect
on the health care system, the in-
appropriate off-label use of drugs

1279

Downloaded from nejm.org by NICOLETTA TORTOL ONE on October 3, 2012. For persona use only. No other uses without permission.
Copyright © 2012 Massachusetts Medical Society. All rights reserved.



PERSPECTIVE

raises major concerns about safety,
especially when a drug is widely
used regardless of the fact that
regulatory agencies have not de-
termined its benefit-risk ratio. In
France, a recent scandal involving
Mediator (benfluorex) — a fen-
fluramine derivative approved for
treating diabetes but prescribed
for indications (weight loss) not
included in the “summary of prod-
uct characteristics” (label), which
caused sometimes-fatal valvular
heart disease — paved the way
for major changes in the regula-
tory system, including new mea-
sures aimed at strongly regulat-
ing access to drugs during their
postmarketing “real life.”

A major challenge for regula-
tory agencies is balancing the
need for rapid access to drugs
for new indications against the
limited information on their
benefit-risk ratio for those uses.?
Several approaches to regulating
off-label prescribing have been
proposed.* A recently passed
French law aimed at strengthen-
ing the safety of medicines and
health care products (Law number
2011-2012, December 29, 2011)
and a related decree regarding
“Temporary Recommendations for
Use” (TRUs; Decree number
2012-743, May 9, 2012) fill part
of the gap, providing France with
a regulatory process for tempo-
rarily supervising the prescribing
of drugs for indications for
which they are not yet licensed.

Marketing authorization for
drugs is granted on the basis of
their safety for specific indica-
tions, as ensured by a positive
benefit-risk ratio in clinical stud-
ies. To be appropriate and safe, a
drug’s use should adhere to its
summary of product characteris-
tics. Nevertheless, some licensed
medicines may be prescribed for
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indications outside their market-
ing authorization in order to treat
health problems for which there
are currently no other approved
medications — for instance, in
the case of rare diseases or spe-
cific subgroups of patients.> Some
off-label prescribing should be
permitted to allow physicians to
take good care of patients and
offer them some therapeutic op-
tions, but such prescriptions must
remain the exception to the rule
and should be scrutinized and
controlled by regulatory agencies
using well-defined frameworks.

The intention of the French
law and the TRU decree is to
open a relatively long observation
window in order to assess the
benefits and risks of a marketed
drug for an unlicensed indication
and to collect scientific informa-
tion to ensure its safe use. A TRU
is granted for a maximum of
3 years, a window that should
permit the manufacturer to ex-
pand its marketing authorization
through the usual procedures.
Furthermore, the law gives phar-
maceutical firms the responsibil-
ity for controlling off-label pre-
scribing: they must monitor
prescriptions’ adherence to mar-
keting authorizations and must
not market their drugs for unli-
censed indications. If unconven-
tional prescribing is observed,
pharmaceutical firms must im-
mediately inform the National
Agency of Medicine and Health
Product Safety (Agence Nationale
de Sécurité du Médicament et des
Produits de Santé [ANSM]) and
take all appropriate measures to
inform health care professionals
and prevent off-label use.

A TRU decision is issued a sin-
gle time for any given drug and
may result in a right to reim-
bursement for the drug for the
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designated indication. The ANSM
will authorize a TRU if there are
no other appropriate medications
available. The ANSM may be
alerted to the possible need for a
TRU by the Ministry of Health,
the institution in charge of So-
cial Security Insurance, the High
Health Authority, the National
Cancer Institute, the reference cen-
ters for rare diseases, or patient
advocacy groups. After the agency
assesses the data provided by the
manufacturer and from academ-
ic scientific studies, it can issue
a TRU.

A formal contract may be
signed between the company
marketing the drug and the
ANSM. Such an agreement would
define the patient follow-up, the
efficacy and safety information
to be collected, the real condi-
tions of use, and the schedule for
reporting data to the ANSM. The
cost of this follow-up must be
covered by the pharmaceutical
firms, but the follow-up itself can
be delegated to specialized orga-
nizations or reference centers.
This monitoring does not cover
other off-label use not included
in the TRU. If there is found to
be a risk to public health or a
lack of follow-up of patients, the
ANSM can modify, suspend, or
withdraw the TRU.

Several factors must be con-
sidered and carefully balanced by
an expert committee before a
TRU can be issued. The first is
the quality of the scientific evi-
dence: as with any medical pro-
cedure, such evidence should be
the main reason for issuing a
TRU for a given indication, and
controlled studies will remain the
gold standard for this purpose.
Although in some cases high-
quality epidemiologic studies may
support the definition of a TRU,
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if only anecdotal evidence or poor-
quality studies exist, further clin-
ical trials will have to be con-
ducted so that stronger scientific
evidence may be gathered before
a TRU can be obtained.

The second factor is the drug’s
safety. Obviously, it’s safer to is-
sue a TRU for a well-known drug
with few side effects than for a
drug with serious side effects that
has been on the market for only
a short time. The risk associated
with the medication in terms of
drug interactions and potential
harm in specific populations such
as pregnant women, the elderly,
or patients with renal insuffi-
ciency should also be considered,
as should the required duration of
treatment.

Third, the prognosis associated
with a given disease must be
considered: it makes more sense
to issue a TRU for a severe dis-
ease than for a mild or trivial
one. Indeed, regulators as well as
caregivers and patients are more
willing to accept greater uncer-
tainty regarding the benefit-risk
assessment for a life-threatening
disease with no alternative treat-
ment. For this reason, TRUs will
probably be used most often in
oncology and hematology, fol-
lowed by infectious diseases.

The fourth consideration is the
frequency of the disease’s occur-
rence. In some rare diseases or
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subgroups of patients, it can be
challenging to perform large clin-
ical studies to develop evidence
supporting new marketing author-
izations for drugs. In these cases,
a TRU could hasten the conduct
of clinical research. In common
diseases, randomized trials re-
main the gold standard for drug
development and approval.

The regulatory rules for off-
label use warrant strengthening
not only in France, but also in
the European Union and other
countries, to reduce the poten-
tial harm to patients. The new
French legislation also aims to
facilitate and promote the devel-
opment of new indications, refine
benefit-risk assessments for real-
life prescribing practices, and
avert the loss of therapeutic op-
tions for eligible patients. The ad-
vantage of TRUs is that they will
encourage the development of
possibly viable uses for marketed
drugs and the monitoring of ben-
efit-risk ratios for new indica-
tions. The potential downside is
that once a new use has been
temporarily authorized, it may
be difficult to stop physicians
from prescribing the drug for
that indication even if new mar-
ket authorization is not granted.

Nevertheless, we believe that
the development of the TRU is a
major step forward for public
health and paves the way for

tighter control of off-label pre-
scribing. We hope that it will
also foster the development of
new indications for specific sub-
groups of patients or rare diseas-
es. Like the conditional market-
ing authorizations that have been
issued by the European Medicines
Agency’s Committee for Medici-
nal Products for Human Use, the
French TRU regulation deserves
to be discussed and potentially
extended, when suitable, to Euro-
pean Union and other countries
and adapted to the organization
of their health care systems.
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Unpredictable and Difficult to Control — The Adolescence
of West Nile Virus
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the Centers for Disease Control
and Prevention as of September
18, 2012, including 1630 cases
of resulting neuroinvasive dis-

1999, has entered adolescence.
In this year’s tally, 3142 cases of
West Nile virus disease in humans
in 45 states had been reported to

isturbingly unpredictable, dis-
agreeable, and difficult to
control — West Nile virus, first
identified in the United States in
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