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IGHER MARKS EOR FDA

INDUSTRY SURVEY FINDS FDA HAS MADE
SIGNIFICANT IMPROVEMENTS IN PAST DECADE,
YET SIGNIFICANT CHALLENGES STILL EXIST

by Larry M. Edwards

Over the past decade, the U.S. Food
and Drug Administration hasimproved
its guidance, raised expectations and
improved its approval process. These
are the findings of the latest national
survey of medical device and life
science companies, the fourth review
of the federal agency since 1995.
However, the report, “Improving
America’s Health IV,” also concluded
that the life science industry remains
concerned about a number of regula-
tory challenges. Released in May by
BIOCOM and PricewaterhouseCoopers
with underwriting assistance by Latham

Please go to the press room at

www. brocom.org to download a summary
or full copy of the FDA survey.
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& Watkins, the study outlines a series
of issues that still need to be resolved
to reduce product-review delays and
make the approval process more effi-
cient while maintaining patient safety.
It also recommends steps the FDA and
the industry can take to ensure improve-
ment in a number of areas.

The study found that since Congress
passed the Food and Drug Administra-
tion Modernization Act of 1997, the
FDA has taken two steps forward, but one
step back. Eighty-one percent of the life
science companies responding to the sur-
vey agreed that the FDA has made sig-
nificant improvements since FDAMA
was enacted, while 70 percent indicated
that their working relationship with
the FDA improved in that time.

In addition, two-thirds of the bio-
logic and pharmaceutical companies

surveyed said they have focused on
building internal regulatory expertise,
and that doing so has helped improve
their relationship with the FDA. The
industry also gave the agency high
marks for providing more valuable feed-
back at the beginning of the develop-
ment process and better guidance
during the process itself.

“This

because

study 1is very important

the working relationship
between the life science industry and
the FDA has a critical bearing on the
health of Americans,” said Joe Panetta,
president and CEO of BIOCOM.
“The good news is that these relation-
ships have greatly improved since

enactment of FDAMA.”

ROOM FOR IMPROVEMENT

Despite this progress, however, there
are areas where greater improvement is
needed on both sides, the report con-
cluded. Ninety-two percent of respond-
ing companies agreed that changes
could still be made to streamline the
product approval process without
jeopardizing patient safety.

For example, the life science com-
panies participating in the survey
identified faster turnaround times as the
area where FDA improvement is needed
most, and four in 10 respondents said pay-
ing user fees has not speeded up pro-
duct approval times as promised. In
addition, staffing shortages and turn-
over within the FDA are ongoing pro-
blems. Sixty percent of companies sur-
veyed said FDA personnel changes
resulted in a break of continuity in at

least one of their reviews.
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Based on your company’s experience since FDMA,

the FDA has made significant improvements.
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On the other hand, life science
companies appear not to be taking full
advantage of FDA feedback. One-half
of the life science companies respond-
ing to the survey admitted they often do
not incorporate FDA feedback into their
product development process, thus
increasing the likelihood of delays later
in the approval process when mistakes
become more costly, the report’s
authors said.

“This survey recognizes that the relation-
ship goes both ways,” said Michael
Mentesana, U.S.

R&D advisory services leader for

pharmaceutical

PricewaterhouseCoopers.

“The question cannot be solely, ‘What
is DA doing to provide better gui-
dance and improve processes?” but ‘Are
life science companies making proper use
of FDA guidance and resources?’”

Even so, a sizeable number of com-
panies surveyed — 31 percent of drug
manufacturers and 46 percent of bio-
logics manufacturers — indicated that
the FDA altered its position during its
product review, effectively changing
the rules of the game after the kickoff.

The impact of such a change on a

During the development of product(s), there were changes to the FDA’s position?

Drug
Biologic

Device

: : : . be significant.
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companies’ perspective, the FDA’s changes
were not based on new information or
sponsor position changes,” said Mentesana
of PricewaterhouseCoopers “They also
felt the agency failed to provide reason-
able scientific explanations for these
changes in position.”

Although the FDA did not participate
in the survey, PricewaterhouseCoopers
and BIOCOM received “considerable
input” from FDA officials, who helped
modify questions to gain insights into
particular issues that arise during

product reviews.

DATABASE NEEDED

Another significant issue i3 post-
approval monitoring of products for safety
and adverse events. Most of the com-
panies surveyed affirmed their com-
mitment to improving safety reporting
and monitoring drugs after they are
approved and in the marketplace.
However,drugcompanyrespondents
weren’t as confident, with just 58 per-
cent saying they and the FDA were
doing all they could on this front.
While drug companies indicated they
wanted to become leaders in develop-
ing effective pharma-
‘ covigilance policies,
| they also claimed to
lack best practices,
especially i risk man-

agement and the
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500, 600, reporting and sub-

mission processes.

Where life-science companies do see
eye-to-eye is in the need for more data.
The majority of biologic (79 percent),
drug (84 percent) and medical device
(72 percent) companies surveyed
agreed that a universal adverse event
database would improve both patient

safety and the analysis of safety data.

HAS THE AGENCY CHANGED?

With the release of this report, industry
leaders hope to effect improvements in
their relationship with the FDA as well
as improvements in regulatory pro-
cesses. PricewaterhouseCoopers has
been tracking the relationship between
the DA and life science companies
since 1995, with follow-on surveys con-
ducted in 1997, 1999 and 2006. The
surveys illustrate the evolution of the
relationship: In the early 1990s, pro-
duct submissions were backlogged in
lengthy review queues, the relationship
between the industry and the agency
was strained, expectations were unclear
and communications poor.

The relationship improved drama-
tically with the passage of FDAMA,
which Congress enacted to make the
regulatory processes more effective and
efficient, and to increase consumer
and industry confidence through open,
transparent processes and collabor-
ation. This fourth survey re-examined
the relationship between the FDA and
the life science industry and tallied
additional progress. But more needs
to be done, industry officials say.

“This 1s a critical time for both the
FDA and the life science industry,”
BIOCOM’s Panetta said. “Concerns
about relationships between the FDA
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FDA staff changes resulted in break of continuity of at least one of our reviews.
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and our industry have intensified
following recent safety issues that led
to warnings and even the withdrawal
of widely marketed drugs.”

Amid calls for greater transparency
and accountability, life science com-
panies and the FDA are facing scrutiny
from politicians, consumer health
advocates, the news media and the
public at large. One of the criticisms is
user fees, which were introduced by
Congress in the Prescription Drug User
Fee Act of 1992, and again in the
Medical Device User Fee and Modern-
ization Act of 2002, in an attempt to
remedy the FDA’s chronic shortage of
resources and accelerate product

approval times. Companies were
authorized to pay fees to the agency
for products in review.

Since user fees were introduced, the
FDA reports that it has been able to
increase staff by approximately 600
reviewers and significantly decrease
approval times. But approximately
one-third of life science companies
surveyed — and nearly half of all
responding medical device companies
— reported that user fees have not
decreased product-review times.

Meanwhile, the FDA introduced the
Critical Path Initiative to modernize
the scientific process through which a

potential drug, biologic or medical
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and brought
to market.
The agency provides specific examples
of how new scientific discoveries — in
fields such as genomics and proteomics,
imaging and bioinformatics — could
be applied to improve the accuracy of
the tests used to predict the safety and
efficacy of investigational medical
products. While approximately half
of the respondents indicated that the
FDA is on the right track with this
Initiative, only 41 percent agreed it is

focused on the right issues.

OPPORTUNITY KNOCKS

To further improve the relationship

between the FDA and the life science

industry, the report identified several

“opportunities for consideration,”

including:

- FDA should continue developing
guidance in areas for which it
currently does not exist.

- Life science companies should be
more diligent about incorporating
FDA feedbackinto their development
programs.

- FDA should investigate the drivers
behind changes in its position during
the product approval process and

internal

consider creating an

monitoring ~ program and a
reasonable sponsor appeal process.
- FDA should make every effort to

understand how it can reduce staff

changes during a product review and
how processes and guidance can be
improved to maintain continuity in
the event of a staff change.

- With respect to user fees, the FDA
may need to better define the roles
and responsibilities of additional
FDA personnel to explain how staff
increases speed up reviews.

- FDA should consider forming a task
force  composed of  industry,

government and consumer or patient

groups

pharmacovigilance

focused on improving
and medical

device reporting.

By working toward these goals, the
relationship between life science
FDA  would

continue to improve and decrease the

companies and the

time it takes to review and approve
new and potentially life-saving
products, the report concluded.
“While vast improvements in this
relationship have been made, there is
still much that can be done, not only
by the FDA, but by the industry as
well,” said Panetta. “The survey
clearly points out that we, the life
science industry, need to do our part
by acting on the agency’s feedback,
guidance and recommendations and
not undermine our own product

reviews.”

Larry Edwards is a senior writer with
Cook & Schmud. For more information,

20 to www.cookandschmid.com.





