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would take for the industry and the
FDA to shorten approval times for bringing

exciting new technologies to the market in the
f u t u re,” says Richard Naples, VP of re g u l a t o-
ry submissions, reimbursement, and govern-
ment affairs, at Roche Diagnostics.

Device review times, while longer than
s t a t u t o ry re q u i rements, have not been as long
as those on the drug side, before the advent of
user fees. Even so, in August, the FDA
announced new goals to reduce the total
amount of time that medical devices
remain under review by the agency. 

This announcement, which is part of
the FDA’s strategic action plan, re p re-
sents the first time that the agency has
publicly committed to reducing total
review times for medical-device pro d u c t s .
This complements the agency’s commitment
under The Medical Device User Fee and Mod-
e rnization Act of 2002 (MDUFMA) to re d u c e
cycle and decision times for all new device
reviews. 

For both expedited and traditional pre m a r-
ket approval applications (PMAs) — the
equivalent to the new drug application (NDA)

on the drug side — the FDA is committed to
reducing its review time by 30 days for the
fastest 50% of those applications approved for
fiscal years 2005 through 2007. 

“I welcome the initiative because I believe
the agency is going in the right direction,” Mr.

Naples says. “Regulators are trying to take a
quality-system approach to new submissions.
What that means is that they’re going to work
m o re closely with sponsors to help them bet-
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QUICKER REVIEW TIMES
are an expected result of 

user fees, but in the

device industry they provide a 

valuable resource as the sector

employs TECHNOLOGICAL
ADVANCES AS PART OF 

ITS SUBMISSIONS.I

Efficient 
D EVICE WO R L D

The FDA and the 
i n d u s t ry wa nt the 
same thing.The 
challenge is for bo t h
to  clarify what the
re q u i re m e nts are 

to improve new 
te c h n o l og i e s.
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A Mo re FDA

IF USER FEES WORK FOR PRESCRIP-
TION DRUGS, THEY CAN WORK FOR
MEDICAL DEVICES. That is the thinking
behind the user-fee program for medical
devices approved last October. Patterned after
the popular prescription drug user-fee pro-
gram that brought increased re s o u rces to the
Food and Drug Administration as a way to
help it achieve greater eff i c i e n c y, the pro g r a m
for medical devices has a much larger goal
than reducing re g u l a t o ry review times. 

The objective is to provide the agency with
the necessary re s o u rces to address incre a s i n g l y
innovative and complicated medical devices
stemming from technological advances in
genomics, proteomics, and nanotechnology.
While the real impact is not expected to be
felt immediately, experts say, these advances
a re likely to pose significant challenges for
regulators and manufacturers and could well
result in a higher level of re g u l a t o ry scru t i n y.
I n c reased FDA efficiency will be needed to get
these products through the approval pro c e s s
and to market as quickly as possible. 

“The medical diagnostic user-fee act was a
f o rw a rd-looking program to consider what it
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ter understand what the re q u i rements are
b e f o rehand. This will improve the quality of
the submissions and by doing that, re g u l a t o r s
can further shorten review times.”

P a rt of the FDA’s initiative is to pro v i d e
g reater guidance to industry. 

“Many of the FDA’s reviewer re q u i re m e n t s
a re not written in the form of a re g u l a t i o n , ”
M r. Naples says. “In many cases, there ’s no
specific guidance for new technology. The
FDA is going to work more proactively with
the sponsors of a submission to help write a
guidance to review those products in a consis-
tent and efficient manner in the future . ”

The new initiative is a positive in another
way — it helps both the industry and the
agency navigate the application process in an
era of increased re g u l a t o ry scru t i n y. 

But Stephen A. Bent, who founded the
life-sciences practice at the law firm Foley &
L a rd n e r, and who now heads the firm ’s inter-
d e p a rtmental life-sciences practice, says the
p roduct approval path for devices is not going
to be as easy as it was in the past. 

“ T h e re ’s no question that the FDA is going
to scrutinize device applications more rigor-
o u s l y,” he says. “I think there are going to be
more complicated, higher-margin device
p roducts coming out. Because of that, the
device sector will begin to bear the same type
of scrutiny that the drug companies have had
to deal with for years.”

Co n ce rns Going Fo rwa rd

Most industry experts agree that the user-
fee law is a positive for the medical-device
i n d u s t ry, although there is some concern about
the rate of increase for the fees.

A l ready fees have gone up for the second
year of the program. In July 2003, the FDA
announced a shortfall in the total amount of
fees collected in fiscal year 2003; fees collected
a re about $5.5 million off target. 

A Snapshot 
of the
D EVICE INDUSTRY

Th e re is no question 
t h at the FDA is 

s c rutinizing dev i ce
a p p l i cations more
ri g o ro u s l y.The 
p rocess will be co m e

m o re co m p l i cated 
as high-margin 

p rod u cts emerg e.

Revenue by Ma rke t
( Dollars in millions)

1 9 9 9 2 0 0 0 2 0 0 1 CGR %* 

Wo rl dw i d e $ 1 5 7 , 8 0 0 $ 1 6 8 , 4 0 0 $ 1 7 9 , 8 0 0 6 . 7 %

Un i ted St ate s 6 6 , 7 0 0 7 1 , 4 0 0 7 6 , 4 0 0 7.0 

Eu ro pean Un i o n 4 2 , 0 0 0 4 4 , 5 0 0 4 7 , 1 0 0 6.0 

Ja p a n 2 3 , 4 0 0 2 4 , 6 0 0 2 5 , 8 0 0 5.0 

Rest of the Wo rld 2 5 , 7 0 0 27,900 3 0 , 5 0 0 10.0 

Revenue by Se cto r
( Dollars in millions)

1 9 9 9 2 0 0 0 2 0 0 1 CGR %* 

Diagnostic (in vitro) prod u ct s $ 2 0 , 0 7 0 $ 2 0 , 2 9 0 $ 2 0 , 4 9 0 1 . 0 %

Minimally inva s i ve surg e ry prod. 1 3 , 8 0 0 1 4 , 9 0 0 1 6 , 4 0 0 9 . 0

O rt h o pedic prod u ct s 1 1 , 7 0 0 1 3 , 1 0 0 1 4 , 7 0 0 1 2 . 0

Wo u n d - ca re prod u ct s 1 0 , 4 0 0 1 1 , 6 0 0 1 3 , 0 0 0 1 2 . 0

O p hthalmic dev i ce s 1 1 , 5 0 0 1 1 , 8 0 0 1 2 , 1 0 0 2 . 5

Ca rd i ovascular dev i ce s 1 0 , 5 0 0 1 1 , 5 0 0 1 2 , 5 0 0 9 . 0

Diagnostic imaging prod u ct s 1 0 , 3 0 0 1 0 , 6 0 0 1 0 , 9 0 0 3 . 0

Di a l ysis prod u ct s 7 , 5 0 0 8 , 0 0 0 8 , 7 0 0 8.0 

De ntal prod u ct s 6 , 3 0 0 6 , 8 0 0 7,300 8.0 

Lasers (medica l ) 1 , 9 5 0 2 , 2 5 0 2 , 6 0 0 15.0 

Pat i e nt - m o n i to ring dev i ce s 2 , 1 0 0 2 , 2 0 0 2 , 3 0 0 5.0 

He a ring-aid dev i ce s 1 , 8 0 0 2 , 0 0 0 2 , 1 5 0 9.0 

Re s p i rato ry dev i ce s 1 , 7 0 0 1 , 7 5 0 1 , 8 0 0 3.0 

No te :CGR% = co m pound annual growth rate

So u rce :The Me d i cal & He a l t h ca re Ma rke t p l a ce Gu i d e, 18th edition, published by Do rland He a l t h ca re Info rm at i o n .

For more info rm at i o n , visit dorl a n d h e a l t h . co m
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This will mean an increase in
fees for fiscal year 2004, which
began Oct. 1, 2003. 

By statute, all fees are set in
p ro p o rtion to the fee for a full
PMA. Fees for 180-day supple-
ments and real-time supplements
a re 21.5% and 7.2%, re s p e c t i v e l y,
of the full fee for PMAs. 

Fees for 510(k)s — the applica-
tion process for devices that are simi-
lar to products already on the market
— are 1.42% of the full PMA rates.
Small businesses are entitled to reduced fees
for both PMA and 510(k) applications, and
the FDA anticipates that about 80% of com-
panies that submit 510(k)s will qualify for the
small business rate in fiscal year 2004.

Also in fiscal year 2004, a two-tier fee rate
for 510(k)s goes into effect for the first time.
Unlike the pre s c r i p t i o n - d rug review pro c e s s ,
medical devices are classified based on the risk
to patients. The most regulated devices are in
Class III, which re q u i res clinical-trial data to
s u p p o rt any claims made by the manufacture r
about the device. (See box on page 40 for more
i n f o rm a t i o n . )

“ T h e re will be a great deal of concern if the
fees rise and the review time by the FDA does-
n ’t go down,” says Michelle Kile, a partner at
Foley & Lard n e r. “It may be a couple of years,
though, before post-MDUFMA data can be
fairly compared with pre-MDUFMA inform a-
tion.” 

A c c o rding to the FDA, for fiscal year 2002
— the year before user fees were collected —
the total average review time for devices
i n c reased to 213 days from 172 days in fiscal
year 2001. 

Agency officials say the total elapsed time
f rom submission to decision in fiscal year
2002 decreased from 411 days in fiscal year
2001 to 364 days in fiscal year 2002. 

For devices evaluated as a 510(k) pro d u c t ,

the total average review time increased to 100
days in fiscal year 2002 from 96 in fiscal year
2001, and the average FDA review time was
79 days, up from 75 days in fiscal year 2001. 

User fees are an unfair burden to smaller
device manufacturers, says Mark B. Leahey,
executive director of the Medical Device
M a n u f a c t u rers Association (MDMA).

“ T h e re were steps short of a user fee that
could have been implemented,” he says.

“But unfortunately that dialogue was never
able to occur because there were certain larg e
manufacturers that bulldozed this law
t h rough without checking with the rest of the
i n d u s t ry. There was no public hearing. We
s u p p o rt eff o rts to increase FDA funding, but
g o v e rnment regulators should be funded by
the government, not by the industry. ”

One of the biggest issues is the defini-
tion of a small company, Mr. Leahey says. 

“Many people use PDUFA as the
model in the device world,” he says. “In
the drug world, a small business is a com-
pany with 500 or fewer employees. We said
that same definition should be applicable to
the device world. The large device manufac-
t u rers fought this tooth and nail. They want-
ed to treat a $5 million company the same as
a $5 billion company. Ultimately, the defini-
tion of a small company is one with less than
$30 million in revenue. This pro b a b l y
equates to about 125 employees. For these
companies, the user fee re p resents the need
for a considerable number of full-time
employees who could be helping to develop a
new pro d u c t . ”

Some experts also point out that most of
the improvement in review times of 510(k)s
— which is close to statutory re q u i rements —
was accomplished before user fees were put
into place. The median review time, i.e., the

time it took the agency to re v i e w
50% of the 510(k)s, has been
falling from a high of 164 days in
fiscal year 1993 to 74 days in fiscal
year 2002.

A c c o rding to Neal Fearn o t ,
p resident of Med Institute Inc.,
user fees are not likely to furt h e r

reduce review times.
“The user-fee legislation has had

an important role in getting the
review times down, but not in the way

people think,” he says. “Regulators first
asked for user fees at a time when re v i e w

times were even longer. Without the user fees,
FDA officials were forced to look at allocating
their remaining re s o u rces, which helped them
to make decisions to exempt a large number of
classes from re v i e w. ”

For PMAs, he says, the user-fee law is
unlikely to have much of an impact. 

“The process for reviewing a PMA is scien-
tifically based,” Mr. Fearnot says. “The major
p roblems with the PMA process are not neces-
sarily review-time oriented. Some like to
think that user fees are a magic bullet, but
t h a t ’s not true. The vast majority of the time
re q u i red to obtain PMA approval is based on
the number of preclinical and clinical tests
re q u i red. User fees likely will have no impact
on those.”

For these products, Mr. Fearnot says what
is needed is more careful consideration about
the types of tests that will be re q u i red —
b e f o re submission. 

“Devices are not drugs,” he says. “Devices
oftentimes cannot be blinded. Physicians
know whether they’ve implanted a device or
not. By nature, device trials have to be diff e r-
ent from drug trials. As an industry, we don’t
have the greatest approach to designing and
developing clinical studies. In any number of
cases, the wrong clinical trial is run, which
wastes a tremendous amount of time.”

The biggest problem 
the industry always 

has had is lack 
of re g u l ato ry
g u i d a n ce. It’s ve ry
tough for 
m a n u f a ct u rers 

to establish a path 
for cleara n ce or

a p p rova l .

The dev i ce industry 
is quite efficient 

ri g ht now.Dev i ce
m a n u f a ct u re r s
a re doing the
best they ca n .
Th e re is a

bottleneck and
t h at bottleneck 

is FDA rev i ew.

• U . S .p rod u ction of dev i ce and diagnostic prod u cts wa s
valued at $80 billion in 2001, an increase of 5.6% from the ye a r

be fo re. Of that, m e d i cal dev i ces acco u nted for $68.7 billion and $11.3
billion for diagnostic prod u ct s.

• I n d u s t ry R&D ex pe n d i t u re, as a pe rce ntage of sales, in 1999 was 12.9%.

• The Un i ted St ates is the largest prod u cer of medical dev i ces and diagnostics,
with prod u ction of $80 billion in 2001.The Un i ted St ates also is a large ex po rte r
of medical dev i ce s.

• Th e re are about 6,000 medica l - d ev i ce and diagnostic companies in the
Un i ted St ate s, of which more than half we re invo l ved in manufact u ri n g

s u rg i cal and medical instru m e nt s, a p p l i a n ce s, or supplies.

•Mo re than 130,000 ty pes of medical dev i ces are used in hospitals,
o u t p at i e nt facilities, c l i n i c s, p hysician pra ct i ce s, and other site s

for the diagnosis and tre at m e nt of medical co n d i t i o n s.
So u rce :

Adva n ced Me d i cal Te c h n o l ogy As s oc i ation (Adva Me d ) ,
Wa s h i n g to n ,D. C .

For more info rm at i o n , visit adva m e d. o rg.

Me d i cal Dev i ce 
FACTS
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Natasha Leskovsek, an associate at the law
f i rm of Heller Ehrman White & McAuliff e
L L P, says the user-fee law is a good way to
focus the agency on better communication
with device manufacturers and on pro v i d i n g
p roper guidance before the review stage. 

“On the drug side, many sponsors — and
rightfully so — use pre–IND, Phase II, and
other meetings to make sure they and the
agency are on the right path so that when it
comes time to submit an application, the
review team is familiar with the company’s
data and there will hopefully be a higher- q u a l-
ity application.”

MDUFMA encourages more pre s u b m i s-

sion meetings, especially for expedited pro d-
ucts. The FDA’s Center for Devices and Radi-
ological Health uses these interactions with
sponsors to clarify re q u i rements and impro v e
the quality of applications. 

“The agency is trying to put more eff o rt
into presubmission meetings to assist and give
m o re guidance before the actual review pro c e s s
begins,” says Ed March, senior consultant at
AAC Consulting Group Inc., a subsidiary of
Kendle International Inc. “The biggest pro b-
lem the industry always has had is getting the
guidance it needs up front. It’s very tough for
m a n u f a c t u rers to establish a path for clearance
or approval unless they have consistency in
guidance from the agency. ”

The FDA also is using a collabora-
tive process with experts, both in and
out of government, to develop cleare r
guidance in important and emerg i n g
new areas of device development, such
as treatments for diabetes and cancer
and novel dru g - d e l i v e ry systems and
tissue therapies. 

I n c re a s i n g l y, guidance documents have
become important in the review of PMAs and

510(k)s. Even before the user-fee legislation
took effect, re g u l a t o ry officials began to track
how many guidances they off e red device man-
u f a c t u rers. By the end of fiscal year 2002, the
O ffice of Device Evaluation had issued 15 final
guidance documents and drafted another nine
for comment.

The trade-off, though, is increased scru t i n y
of the application, Mr. Bent says. This is evi-
denced by Roche’s experience.

D EVICE CLA S S E S The Me d i cal Dev i ce Am e n d m e nts of

1976 to the Fe d e ral Food, Dru g, and Cosmetic Act established

t h ree re g u l ato ry classes for medical dev i ce s. The three classes are

based on the degree of co nt rol nece s s a ry to assure that the va ri o u s

ty pes of dev i ces are safe and effe ct i ve.The most re g u l ated dev i ces are

in Class III. Under Se ction 515 of the act, all dev i ces placed into Class III

a re subject to pre m a rket approval re q u i re m e nt s. Pre m a rket approva l

by the FDA is the re q u i red process of scientific rev i ew to ensure the

s a fe ty and effe ct i veness of Class III dev i ce s. Most Class I dev i ces are

exempt from Pre m a rket No t i f i cation 510(k); most Class II dev i ce s

re q u i re Pre m a rket No t i f i cation 510(k); and most Class III dev i ces re q u i re

Pre m a rket Ap p rova l .

PREMARKET APPROVAL APPLICAT I O N
( P M A ) Similar to an approved new drug application (NDA),

an approved PMA is, in effe ct,a pri vate license gra nted to the applica nt

for marketing a particular medical dev i ce. Prod u cts re q u i ring PMAs are

Class III dev i ce s.Th ey are high-risk dev i ces that pose a significa nt risk of

A Di f fe re nt Wo rl d

Gove rn m e nt 
re g u l ators should

be funded by the
g ove rn m e nt, n o t
by the dev i ce
i n d u s t ry. Us e r

fees are nothing
m o re than a tax 

on innovat i o n .

illness or injury, or dev i ces found not substantially equiva l e nt to Class I and

II pre d i cated through the 510(k) proce s s.The PMA process is more invo l ve d

and includes the submission of clinical data to suppo rt claims made for the

d ev i ce.The PMA is an actual approval of the dev i ce by the FDA.

5 1 0 ( K ) Se ction 510(k) of the Food, Drug and Cosmetic Act

re q u i res those dev i ce manufact u rers who must re g i s ter to notify

F D A ,at least 90 days in adva n ce,of their inte nt to market a medical dev i ce.

This is kn own as Pre m a rket No t i f i cat i o n ,which also is called PMN or 510(k).

The FDA dete rmines whether the dev i ce is equiva l e nt to a dev i ce alre a dy

p l a ced into one of the three classification cate g o ri e s.

M D U F M AThe Me d i cal Dev i ce User Fee and Mod e rn i z ation Act

of 2002 authori zes the FDA to charge a fee for medical dev i ce Pre-

m a rket No t i f i cation 510(k) rev i ews. A small business may be eligible for a

re d u ced fe e.The law also established goals to improve the efficiency of the

rev i ew process for providing and rev i ewing ev i d e n ce on the safe ty and

e f fe ct i veness of new medical dev i ce s.

The Food and Drug Ad m i n i s t rat i o n’s Ce nter for Dev i ces and Ra d i o l og i cal Health (CDRH) is re s ponsible fo r
re g u l ating companies that manufact u re, re p a c ka g e, re l a be l , and/or impo rt medical dev i ces sold in the
Un i ted St ate s. In addition,CDRH re g u l ates ra d i ation emitting elect ronic prod u cts (medical and nonmedi-
cal) such as lasers, X - ray sys te m s, u l t rasound equipment, m i c rowave ove n s, and color te l ev i s i o n s.

Th e re is alre a dy 
m o re coo pe ration 

f rom the FDA.
Re g u l ators are more
p ro a ct i ve and in the
d ev i ce are a ,t h ey are
m o re willing to 

meet with companies 
be fo re an application 

is submitte d.This 
ce rtainly speeds the proce s s.



4 1P h a r m a V O I C E O c t o b e r  2 0 0 3

D e v i c e review times

specific combination products remain in one
of three product centers — the Center for
D rug Evaluation and Research, the Center
for Biologics Evaluation and Research, or the
Center for Devices and Radiological Health
— to which the specific products are
a s s i g n e d .

M r. March says this development will
re q u i re the agency to have better internal com-
munications because some of these products will
re q u i re input from diff e rent parts of the FDA. 

“ With technological developments, we
can expect more combination products com-
ing to the agency for approval,” he says. “And
the review of these products will become
c o m p l e x . ”

A c c o rding to Mr. Naples, the new office is
a positive development because the OCP is
c h a rged with trying to define jurisdictional
issues and determine which center would take
the lead on a re v i e w.

Combination products also will put addi-
tional pre s s u re on the re s o u rces at the FDA,
says Amit Bohora, medical device practice
leader at Frost & Sullivan. 

“The pay scales at most of the govern m e n t
agencies are not high enough to get the best

of ce rtain mod i f i cations or new intended uses of legally marke te d

d ev i ce s.

H U M A N I TARIAN DEVICE EXEMPTION (HDE)
On June 26,1 9 9 6 ,FDA issued a final rule to ca rry out prov i s i o n s

of the Sa fe Me d i cal Dev i ces Act of 1990 re g a rding humanitarian use

d ev i ces (HUDs). (This re g u l ation be came effe ct i ve on Oct. 2 4 , 1996.) A

HUD is a dev i ce that is intended to benefit pat i e nts by tre ating or diag-

nosing a disease or condition that affe cts fewer than 4,000 individuals

in the Un i ted St ates per ye a r. The re g u l ation provides for the submis-

sion of a humanitarian dev i ce exemption (HDE) applicat i o n , which is

similar in both fo rm and co nte nt to a pre m a rket approval (PMA) appli-

cat i o n , but is exempt from the effe ct i veness re q u i re m e nts of a PMA.

P RODUCT DEV E LOPMENT PROTO COL (PDP)
As part of its re e n g i n e e ring initiat i ve, the Food and Dru g

Ad m i n i s t rat i o n , Ce nter for Dev i ces and Ra d i o l og i cal He a l t h , is pro po s-

ing to implement the stat u to ry authori ty for Prod u ct Deve l o p m e nt

Pro tocol (PDP). Se ction 515(f) of the Food, Dru g, and Cosmetic Act pro-

vides this alte rn at i ve process to the pre m a rket approval process (PMA)

for Class III dev i ce s.

So u rce : Food and Drug Ad m i n i s t rat i o n , Ce nter for Dev i ces and Ra d i o l og i ca l

He a l t h , Roc k v i l l e, Md. For more info rm at i o n ,visit fd a . g ov / cd rh / i n d ex . ht m l .

T H I R D - PA RTY REV I EW The FDA Mod e rn i z ation Act of

1997 (FDAMA) allowed for third - p a rty rev i ew of medical dev i ce s.

The Ac c re d i ted Persons Prog ram was cre ated by FDAMA, based on a FDA

p i l o t. The purpose of the prog ram is to improve the efficiency and timeli-

ness of FDA’s 510(k) proce s s, the process by which most medical dev i ce s

re ce i ve marketing cleara n ce in the Un i ted St ate s.Under the prog ra m ,F D A

has accre d i ted third parties (accre d i ted persons) who are authori zed to

co n d u ct the pri m a ry rev i ew of 510(k)s for eligible dev i ce s.The accre d i te d

person co n d u cts the pri m a ry rev i ew of the 510(k), then fo rwa rds its

rev i ew,re co m m e n d at i o n ,and the 510(k) to the FDA.By law, the FDA must

issue a final dete rm i n ation within 30 days after re ceiving the re co m m e n-

d at i o n . In an effo rt to enco u rage gre ater use of the Ac c re d i ted Pe r s o n s

Prog ra m , the FDA implemented an expansion pilot in Ja n u a ry 2001 that

a l l ows accre d i ted persons to rev i ew many Class II dev i ces that we re not

p reviously eligible.

I N V E S T I G ATIONAL DEVICE EXEMPTION (IDE)
An IDE allows the inve s t i g ational dev i ce to be used in a clinica l

s t u dy to co l l e ct safe ty and effe ct i veness data re q u i red to suppo rt a Pre-

m a rket Ap p roval (PMA) application or a Pre m a rket No t i f i cation 510(k)

submission to the FDA. Cl i n i cal studies are most often co n d u cted to sup-

po rt a PMA.Only a small pe rce ntage of 510(k)s re q u i re clinical data to sup-

po rt the applicat i o n .I nve s t i g ational use also includes clinical eva l u at i o n

C
“The correct classification of your
(Roche) device is a matter of signifi-
cance, as the Act generally re q u i re s
that manufacturers of Class II and Class
III medical devices obtain FDA mar-

keting clearance or approval for their
p roducts from the FDA before they can

o ffer them for sale.”

Co m b i n ation Prod u ct s

Another important re g u l a t o ry develop-
ment was the establishment of the Office of
Combination Products (OCP). In December
2002, the agency established this office to
s t reamline the processing of complex dru g -
device, drug-biologic, and device-biologic
combination products. The OCP is part of
the Office of the Commissioner and its
responsibilities cover the entire re g u l a t o ry
life cycle of combination products, including
jurisdiction decisions as well as the timeli-
ness and effectiveness of premarket re v i e w,
and the consistency and appropriateness of
postmarket regulation. The primary re g u l a-
t o ry responsibilities for, and oversight of,

On July 8, 2003, re g u l a t o ry off i c i a l s
“invited” Roche to discuss the classification of
AmpliChip, which enables clinical diagnostic
laboratories to identify certain naturally occur-
ring variations (called polymorphisms) in two
genes, the CYP2D6 and CYP2C19, which
play a major role in drug metabolism.

A c c o rding to a Roche release, the company
considers the AmpliChip micro a rray as an
Analyte Specific Reagent (ASRs). Most ASRs
a re classified as Class I devices, exempting
them from FDA premarket review re q u i re-
m e n t s .

FDA officials expressed concern that the
device was not properly classified as an ASR.
A c c o rding to a letter from re g u l a t o ry off i c i a l s ,

A third party can 
rev i ew applications 

f a i rly quickl y, s av i n g
d ev i ce manufact u re r s
a lot of time.Th e
issue is whether the
m a n u f a ct u rer wa nt s

to spend a few 
thousand dollars to

s ave six or eight weeks 
of time to marke t.
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D e v i c e review times

t o r i c a l l y, has been about 3%. We have as
many 510(k)s in house this month as were
a p p roved last year. ”

But Mr. March says there may be a limited
benefit in terms of review time by using a
t h i rd - p a rty re v i e w e r. 

“ T h i rd - p a rty reviews may die a natural

death,” he says. “As the FDA becomes more eff i-
cient in terms of reviewing 510(k) submissions,
the benefit derived may continue to dro p . ”✦

Ph a rm a Vo i ce we l comes co m m e nts about this

a rt i c l e.E-mail us at fe e d b a c k @ p h a rm avo i ce. co m .
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T
and most educated employees,” he says.
“Reviewers of combination products have to
have specific knowledge and then come up
with the right re v i e w. ”

Michael Sweeney, general partner  at the
venture capital firm InterWest Partners,
a g rees the FDA has a tough job. 

“ With budget constraints, it’s tough to
attract the right people and keep them,” he
says. “People stay at the FDA for a while and
then they move into industry. Historically,
this has been a big problem.” 

Th i rd - Pa rty Rev i ew

Another agency initiative has been to cert i-
fy outside parties to review some of the less-
complicated applications. 

“The advantage is that a third - p a rty re v i e w
can be done more quickly,” says Harv e y
Rudolph, Ph.D., global program manager for
medical at Underwriters Laboratories Inc. “FDA
is re q u i red to act on a third - p a rty re c o m m e n d a-
tion of substantial equivalence or not substantial
equivalence in 30 days. The third party can do
reviews fairly quickly and manufacturers can
save a lot of time. The issue is whether to spend
a few thousand dollars and save as much as six or
eight weeks in time to market.”

During fiscal year 2002, ODE re c e i v e d
127 510(k)s reviewed by third - p a rty org a n i z a-
tions. This was a 19% increase over the 107
submissions received in fiscal year 2001. The
i n c rease can be attributed to an expansion
pilot implemented in January 2001 that per-
mits third - p a rty review of 510(k) submissions
for a greatly expanded list of eligible devices.
The pilot allows for third - p a rty review of
about 460 Class II devices for which device-
specific guidance does not exist.

D r. Rudolph says the FDA treats third par-
ties exactly as it would treat its own reviewers. 

“Our review goes to a branch chief at FDA,
and we give that branch chief the same things
that an internal FDA reviewer would give them:
the 510(k), the check list, and a review memo
that details why a product is substantially equiv-
alent to a predicate device,” he says. “The FDA
has a few conflict-of-interest re q u i rements that
we must meet. Our reviewers have the same
restrictions as the FDA. Reviewers can’t own
stock in a company, for example. They can’t get
involved in the development of the pro d u c t . ”

D r. Rudolph says his company is experi-
encing an increase in interest from device
m a n u f a c t u rers in third - p a rty re v i e w. 

“In July 2003, 7% of the 510(k)s cleare d
by FDA were done by third parties,” he says.
“ T h a t ’s the highest it’s ever been. The month
b e f o re, it was about 5.5%. The average, his-


