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biologic license applications (BLAs) has
decreased from around 23 months before
PDUFA to less than 12 months. Priority
applications now are processed in six
months. FDA officials believe that their
efforts to communicate to industry which
data to submit have increased overall
approval rates from 60% of submissions to
about 80% today. 

FDA achieved those gains by collecting
substantial fees from manufacturers. User
fees generated a total of about $135 million
in fiscal year 2001 and are expected to
generate $162 million this year. Combined
with government appropriations, the
program will provide FDA with
approximately $325 million in total
resources for drug review activities this
year, compared to about $120 million in
1992. These added resources have allowed
FDA to increase its review staff for drugs
and biologics by more than 900 staff-years. 

FDA Concerns
FDA officials in recent years, however, have
found that the added revenues were
insufficient to support the large workload
increase for the Centers for Biologics
Evaluation and Research (CBER) and Drug
Evaluation and Research (CDER). The
situation has been aggravated by a decline in
fee-paying applications because of fewer
submissions and increased waivers and
exemptions. And because FDA must spend
enough appropriated funds to match user fee
revenues, years of flat annual budgets have
required CBER and CDER to siphon off
resources from other programs to cover drug
review activities. 

he revised user fee program 
(PDUFA III) that President George

Bush signed into law in June contains a
number of provisions designed to facilitate
testing and development of innovative
biotech therapies (1). The bill significantly
increases fees from manufacturers to support
expanded FDA operations, provides the
agency with more flexibility in how it can
use fee revenues, and backs several new
initiatives involving preapproval studies and
postapproval surveillance. These changes
allow FDA for the first time to use fee
revenues to expand oversight of new
products after they reach market. PDUFA’s
reauthorization is part of broader
antibioterrorism legislation that aims to
enhance the ability of public health agencies
to respond to bioterrorist threats and
contains several measures important to
biotech manufacturers (see “Bioterrorism
Legislation” sidebar).

Continuing Success
The10 year-old user fee program for drugs
and biologics has significantly accelerated
the FDA drug approval process, according
to most industry participants. Total approval
time for new drug applications (NDAs) and

T

User Fee Program Seeks 
to Spur Biotech Development
PDUFA III boosts manufacturer fees to cover postapproval surveillance 
and streamline the FDA review process

WASHINGTONWASHINGTONInsideInside

Jill Wechsler is
BioPharm’s Washington
editor, 7715 Rocton
Avenue, Chevy Chase, MD
20815, 301.656.4634,
jwechsler@advanstar.com.

Consequently, FDA’s real resources for
many programs not covered by PDUFA,
such as postmarket surveillance, have
diminished since 1992. FDA staffers have
struggled to review investigational new
drugs (IND) application and supplements in
the time allotted. FDA can process INDs
with user-fee revenues, but cannot collect a
separate fee for these submissions. The
agency also has had difficulty scheduling
and participating in an increasing number of
meetings with manufacturers to discuss
study protocols and manufacturing data as
part of the drug development process. 

Seeking Changes
To remedy those problems, FDA officials
began lobbying for PDUFA revisions more
than a year ago. They wanted to increase
fees and to be able to use a portion of fee
revenues to cover postapproval activities
such as adverse event monitoring. At public
meetings, interest groups, patient advocates,
and health professionals backed the
agency’s plan to expand postapproval safety
activities, including the review of drug
advertising. Some industry critics expressed
concern that higher user fees would increase
manufacturer influence over the agency and
compromise FDA’s independence. They
said that Congress should boost FDA’s
budget and eliminate user fees altogether,
but that idea never gained much support on
Capitol Hill.

Such challenges to the user fee program,
however, softened industry opposition to
using fees to expand postmarketing
regulation. FDA and manufacturers



negotiated a joint proposal that Congress
accepted and put on a fast track to approval.

The resulting PDUFA III plan not only
increases user fees paid by industry, but also
revises accounting procedures to put the
program on the “sound financial footing,”
sought by FDA. The new system sets
specific revenue targets that FDA can adjust
upward based on inflation and changes in
the total application review workload —
NDAs, BLAs, INDs, and efficacy and
manufacturing supplements. PDUFA fees
are set to total $223 million in fiscal year
2003, compared with $162 million this year,
and reach $260 million in 2007. These
revenue totals come equally from
application fees, product fees, and
establishment fees ($74 million from each
group next year), which are calculated
annually. The fee this year for a full NDA or
BLA is $313,000; applications without
clinical data, and supplements with clinical
data pay half that rate ($157,000). Small
companies filing their first applications can
obtain a fee waiver.

Manufacturers can expect to see a big
increase in establishment fees from this
year’s $140,000 to ensure $74 million in

2003 fee payments—up from $50 million in
2002. The legislation defines a prescription
drug establishment as a foreign or domestic
place of business consisting of one or more
buildings within five miles of each other in
which prescription drug products are
manufactured in final dosage form.
Consequently, the definition excludes
packaging and noncommercial operations. 

Manufacturers also pay annual fees for
each approved product on the market. This
year’s product fee is about $22,000 and
applies to an estimated 2,293 prescription
drugs and biologics, but not generic drugs,
blood products, allergenic extracts, or in
vitro diagnostics. To clarify which products
have to pay the fee, the revised law calls
for FDA to refer to the drug product list in
the Orange Book (2). Starting this year,
FDA will collect annual fees 1 October
instead of 1 January to gain access to the
revenues at the beginning of the federal
government’s fiscal year. The legislation
also gives FDA added flexibility in meeting
requirements to spend as much on drug
review from appropriated funds as it
collects from user fees. 

Speeding Up Approvals
PDUFA III continues the basic performance
goals for reviewing market applications.
FDA will continue to review and act on 
90% of standard NDAs and BLAs within 
0 months and priority applications within six
months. Efficacy supplements have similar
time frames, although the goal is to reduce
review times for some resubmitted
supplements. FDA aims to review
manufacturing supplements that require
prior approval within four months, but
continues the six-month review target for
changes-being-effected and 30-day
supplements.

In addition, the new policy seeks to
improve FDA’s record for approving more
applications with only one review cycle.
Biotech companies have become
increasingly concerned by FDA’s tendency
to issue more “approvable” letters to
sponsors to meet user fee deadlines for
taking “action” on an application. This often
leads to multiple review cycles and can
delay final approval. The legislation is
designed to increase application approvals
after the initial review cycle by:
• Providing fast notification to

manufacturers of any “substantive
deficiencies” in an application that are
identified in a review of the initial filing

• Issuing additional guidance on CDER and
CBER filing review processes, including
communicating with the sponsor about
easily correctable deficiencies, suggesting
planning needed for advisory committee
meetings, and setting procedures for
negotiating final product labeling

• Replacing the “approvable” action letter
with a “complete response” letter, which
CBER already uses to inform a sponsor
what deficiencies remain in an application
and what actions are necessary before
FDA approves the submission

• Clarifying required procedures for a
sponsor to file a “major amendment”
resolving deficiencies or resubmitting an
original application. Resubmissions that
warrant speedy review may include draft
or final printed labeling, safety data
updates, stability data updates, assay
validation data, and final release testing on
the last one or two lots used to support
approval

• Evaluating FDA conduct of first-cycle
reviews to see whether those changes

The broad bioterrorism bill (1) authorizes
$4.6 billion to protect the nation against
bioterrorism. Several initiatives affect
FDA and manufacturers:

• Expand national stockpiles of drugs,
vaccines, and other medical products,
with specific reference to smallpox
vaccines and antiviral products. 

• Authorize grants to accelerate
development of vaccines, diagnostic
tests, and other priority countermeasures
to bioterrorist attacks. FDA should make
evaluating such new and emerging
technologies a priority. 

• Require enhanced security at facilities
involved in the development, production,
distribution, or storage of priority
countermeasures. 

• Require researchers working with
biological agents or toxins identified by
HHS as potential bioterrorist weapons to
register with HHS, follow security
requirements, and submit to inspections.
Waivers are available for approved drugs
and possibly for manufacturers

investigating new therapies under FDA
regulations, but failure to comply without
a waiver could bring criminal penalties.
One unresolved issue is whether
foreigners working in the United States
will have access to potential bioterrorism
agents.

• Mandate annual registration of foreign
manufacturers that import drugs and
medical devices into the United States,
specifying electronic registration and
application to brokers and individual
importers. 

Establishing the Animal Rule
Before the ink was dry on the legislation,
FDA fulfilled one of the bill’s provisions by
issuing a final rule that permits
pharmaceutical and biotech companies to
seek approval of certain vaccines and
medicines on the basis of efficacy testing
in animals. The policy requires routine
safety testing in humans while relying on
animal models to determine efficacy in
treating individuals exposed to toxic
substances that cannot ethically be
tested in human volunteers. 

Bioterrorism Legislation
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improve the process. The agency will use a
portion of a $7 million new initiatives fund
to assess first-cycle reviews of all NDAs
and BLAs during PDUFA III to identify
“best practices” that facilitate the review
process. FDA also will conduct a broader
review and analysis of CDER and CBER
review processes to identify any need for
system redesign or process reengineering.
The fund also can be used for access to
external experts and to advance
information management tools.

Accelerating Drug Development
In addition to improving the approval
process, the revised user fee program
contains several initiatives to facilitate drug
testing and development. The bill
encourages FDA meetings with
manufacturers by retaining timetables for
scheduling and holding meetings to discuss
drug development plans. The program spells
out how companies should request formal
meetings and procedures for documenting
meeting discussions.

The legislation describes procedures
manufacturers should use to request FDA
evaluation of certain protocols and clinical
trial designs. This ensures that agency
officials adhere to agreements that research
plans will meet regulatory requirements.
Another provision describes FDA’s program
for resolving disputes about procedures or
scientific matters that can arise during
product development or FDA review. 

One new initiative permits a biotech
company to request that FDA engage an
independent consultant who can participate
in the agency’s assessment of a clinical trial
protocol. Such requests will be available to
sponsors of biotech products that represent a
significant advance in treatment. A
manufacturer can request an outside
consultant only once during a product
development program, and FDA can reject
the request if it can present a good reason.
Manufacturers can bring in their own
consultants at any time, but this program
calls for FDA to select its own outside
advisor.

PDUFA III also establishes two pilot
programs to test additional ways to
accelerate development of fast-track drugs
and biologics. One pilot will examine
whether frequent scientific feedback and
interaction between the agency and sponsor

speeds product development. The other pilot
tests a continuous marketing application
process: FDA will accept certain
“reviewable units” of an NDA or BLA and
issue “discipline review letters” on those
sections. The agency will issue a guidance
for implementing these programs and hire an
outside expert to evaluate their effect on
drug development and review. 

Expanding Postmarket Surveillance
Probably the most discussed new provision
in PDUFA III is its authorization for FDA to
use fee revenues to review risk management
plans and to expand postmarketing
surveillance of new products. The goal is to
encourage manufacturers to develop risk
management strategies during the drug
development process and to discuss with
FDA relevant safety information and the
need for additional postapproval safety
studies before filing an NDA. A risk
management proposal should assess clinical
trial limitations and disease epidemiology
and present risk management tools to
address known and potential risks. That
includes identifying those risks that should
be targeted in postapproval surveillance. 

The user fee program will support FDA
review of a manufacturer’s risk management
activities during the “periapproval” period
following approval of a new drug. This
period will be two years for most products
and up to three years for products
considered to be higher risk — those that
require a black box or bolded warning, a
medication guide, or restricted distribution.
The agency also will expand its ability to
use outside health information databases
from HMOs and health data companies to
independently evaluate the use of new drugs
that have important safety concerns.

FDA may publicize the failure of any
company to complete postmarketing studies
that it has agreed to. Manufacturers that fail
to complete a study must notify health care
practitioners that certain issues related to a
product’s clinical benefit or safety remain
unanswered. 

A final provision in PDUFA III calls for
FDA to centralize information systems that
track and fund the PDUFA program. This is
part of an IT infrastructure consolidation
initiative for all Health and Human Services
(HHS) divisions. A centralized process will
be established for all electronic submissions

involving drugs and biologics, including the
Common Technical Document developed by
the International Conference on
Harmonisation (3). 

Additional Fine-Tuning
Although Congress for the most part
accepted and codified the PDUFA III
agreement crafted by FDA and industry, the
legislators added a few provisions. One
change requires the agency to include
consumer and patient advocacy groups,
health care professionals and academics in
the next round of user fee negotiations,
which begins in about four years. FDA must
publish the resulting proposal to address the
complaints that this year’s agreement was
developed behind closed doors. 

The legislation specifically authorizes
additional funding for CDER’s Office of
Drug Safety and its Office of Generic Drugs
to expand their activities. And it boosts
support for the Division of Drug Marketing,
Advertising and Communications
(DDMAC) to ensure that promotional drug
marketing material is not false or
misleading.

However, some controversial measures
were dropped from the final bill. A
provision to provide an antitrust waiver for
manufacturers that collaborate on
bioterrorism countermeasures was omitted,
as well as an effort to codify FDA’s
mandatory pediatric rule, which has become
controversial in recent months. A move to
establish user fees for medical device
makers collapsed shortly before the bill was
approved. 
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