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EXECUTTIVE OFF I CE oOF THE PRESIDENT
14-Feb-1996 12:15pm

TO: Elizabeth E. Drye

FROM: Christopher C. Jennings

Domestic Policy Council

SUBJECT: RE: 4:30 FDA reform mtg.

I have an invited for 4:30 in room 350. Mayvbe it would be good if
I did come and sort of hand this issue off to you in their
presence? (At least, day to day stuff, etc.? I do have a 3:30
to 4:30 conference call that could run late, but I will do my best
to get there if you think this would be a good idea...

cJ



R

» LR )] »
L o £
> T

wislty
“d‘ ",

-/C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
'**n‘..,z food and Drug Administration

1 AR 7?8 19986 Washington OC 20204

Senator Nancy L. Kagsebaum

Chairman

Committee on Labor and Human Resources
United States Senate

Washington, D.C. 20510

Senator Edward M. Kennedy

Ranking Member

Committee on Labor and Human Resources
United States Senate

Washington, D.C. 20510

Dear Senators Kassebaum and Kennedy,

I am writing to express my very serious concern regarding certain
of the actions taken yesterday by the Labor and Human Rescurces
Committee during consideration of 8. 1477, the Food and Drug
Administration Performance and Accountability Act of 19395. We
are committed to working with you to reach consensus on reform
legislation that would accomplish ocur mutual gecal ©f improving
FDA’s performance and accountability while at the same time
preserving and strengthening the Agency’s ability to protect and
promote the public health. While we have made progress toward
that goal, the bkill as amended raises sericus concerns. I am
disturbed about a number of the provisions in this bill, but will
focus on three of the Committee’s actions from yesterday that are
the most problematic.

Privatizing All Device Review Through A Mandatory "Pilot" Project

First, the Committee adopted an amendment that would require the
Agency, within one year of enactment, to allow third party
review, at the request of applicants, for all device
applicaticns. I understand that this provision was described as
creating a pilot project for third party review, and that the
Committee was informed that the Agency has been involved in the

negotiation and preparation of the amendment. That is net the
case. FDA did not participate in the development of this
amendment .

Turning to the substance of the amendment, the "pilot" would
allow medical device companies to pay private companies to review
applicatieons to market devices ranging from heart valves to
testing products that are used in protecting the blood supply.
While I recognize that FDA would accredit these organizations and
would have ‘a short time to review any decisions made by the
private reviewers, these safeguards are not sufficient to protect
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the public health. The result could be a loss of the public’'s
confidence in medical device products.

In addition, a requirement that the Agency allow third party
review for all device applications, at the option of the
applicant, cannot be considered a pilot project. Although
limited in duration, the program set forth in this amendment is
all encompassing in scope. It leaves no discretion to the Agency.
to retain for review even the most complicated or potentially
dangerous devices, or those devices about which the Agency has
developed particular expertise or which present novel scientific
issues that cut across a variety of disciplines. This amendment
requires the Agency to delegate to the private sector the
principal review responsibility for everything from devices that
the public relies upon to assure the safety of the blood supply
to devices each of us individually rely upon to diagnose cancer
or sickle cell anemia. I fear that at the end of this so-called
pilot project the expertise and knowledge base of the device
review program could very well be damaged.

The Agency already has initiated a bona fide "pilot™ project to
test the feasibility of third party review for selected Class I
and 1I devices. Through this pilot, we hope to address the many
difficult guestions that must be answered before we delegate
critical public health protection activities to the private
sector. I would urge the committee to allow this pilot teo
proceed so that we will know whether, or to what extent, the
private sector can respond adequately to such a challenge.

Unreascnable Review Time Periods Guarantee That Critical Public
Health Protection Activities Will Be Privatized

Qf equal concern is the Committee’s rejection of the amendment by
Senator Kennedy to recognize the product review goals agreed to
with enactment of the Prescription Drug User Fee Act of 1992
{PDUFA} and to eliminate the mandatory hammer provision for
failure to meet existing statutory review periods. The Agency
has not and cannot meet the timeframes set forth in the bill
using existing resources. Moreover, Congress, the industry and
the Agency mutually agreed under PDUFA to performance goals that
were different from the statutory periods. These agreed-upon
time frames would be overridden by the bill.

Under these provisions the Agency would be required to review the
complex scientific submissions for novel products such as the fat
substitute Olestra, the synthetic animal hormeone bovine
somatotropin {BST), and vaccines for communicable diseases that
could threaten thousands of persons, in six menths. The way the
bill 1s structured, failure to meet a deadline for even one
application could trigger the reguirement that all future
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applications in the same product category be contracted out to
private companies.

As with the device "pilot," the result will be to undercut the
public health protections that the American people now enjoy.
Moreover, these provisions will not promote or enhance the
expertise and professionalism of this Agency. Nor will they
sustain the confidence that the American public now has in our
food, drug, and device supply.

Eliminating FDA’'s MedGuide Program

Finally, the bill stops the FDA’'s MedGuide program. This program
is our effort to work with private companies to ensure that
consumers get accurate information about prescription drugs --
information about how to take the drug, side effects, and dangerous

interactions with foods or other drugs. Misuse of prescription
drugs accounts for many injuries and deaths and costs about $20
billicon in health care costs per year. Since drug companies are

permitted to promote prescription drugs, FDA should be permitted to
reguire that consumers receive accurate information.

I urge the Committee as it considers this legislation to look at
where and how the Agency has fulfilled its public health mission,
and not just at the agency’s shortcomings. This country has one of
the safest food supplies in the world. We have been spared
countless hundreds, if not thousands, of deaths and injuries from
unsafe or ineffective drugs and devices. We are approving life-
saving drugs as fast as any comparable country, and our
pharmaceutical industry 1s one of the most internationally
competitive industries we have, We need to continue to improve,
and we will, but the fact that we have to do better does not
justify lowering the sgtatutory or regulatory standards on which the

American pubklic rely.
Sincerely, xv//ggi\\
j:::; M.D.

David A. KezsSiter,

cc: All Labor and Human Resources Committee Members
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. { unlimited supply of stem cells without the
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Don t hn:ut patlent access

Industry ox-
OPPOSING VIEW ports oaa

oversee this new therapy. non't

By Lafry Andreini and Paul Blllmgs

- If the Food and Drug Aﬂmmstmuoxi .

regulates cord blood-derived stem cells us-
ing its investigational new drug process,

| known as IND, 1tmllcostthousands of
| Bives. 1t also will eliminate & mother’s op- -

tion to personally store her newborn child's
calls,andltmilsctprommngmnhbatk_
significantly.

’Ih:sxstheoppomteofwhat’sneoded.
As noted by the Department of Health

tutes of Health, “an IND will have two po-
tentially adverse effects. The first is to limit
access to this therapy; the second is to in-.
hibit unn

ForZOyeazs,phymanshavesumessful-

E | ly used bone marrow-derived stem cells to
+ | treat cancers and other blood and genetic

diseases, Unfortunately, the need far ex-

ceeds the supply, particulariy for ethnic mi--
norities. The American Medical Associa-

. tion reparts 10,000 10 15,000 Americans

who need a bone-marrow transplant each
year are unable to find suitable donors.

-1 But patients now have new hope. With -
‘I over 4.3 million births in the United States

annually, physicians can access a

invasive, painful and risky process of ex- -
uacungbonemannwﬁomadonor’shp

“the development of -

_ 'oordbloodceﬂthmpy“Tothmkmgula -.

7| tion would improve dcvelopmcnt, gwm
.~{ the FDA’ history, is mistaken. '

Distressingly, FDA regulauon would smgu

larly limit access 10 this critical source.

Stem cells derived from cord blood

- should be treated no differently from those
. from bone mamrow. Dr. Robertson Park-
.. man, head of the bone-marrow transplant

ELiznggTH DRYE

programatChﬂdrcn’sHospﬂalmlosAn—.

geles, states, “Biologically, we view that all

- hematopoietic [blood-producing] stem
" cells are the same; that based on clinical set-

tings, the deasmns about how you choose

to get them will vary. And that is the most

logical way to look at this, rather than this
" fragmentation that is being set-forth.”

Cord blood stem cells should fall under

- the practice of medicine, allowing physi-
- cians to decide on their use, and should not
be regulated by the FDA. Even the Nation-
. al Heart, Lung and Blood Institute says -

- stem cells “from matched newborn siblings -

can be transplanted to treat
children with a number of hematologic

[blood-related] and immunologic disor-

dess.” Simply, cord blood saves lives.
Clearly, it is time to increase, not de-

crease, the supply of transplantable stem -
cells, but the FDA’s proposed regulation

would have the opposite effect. This would

- not be in keeping with the FDA's commit-

ment “to streamhiine product approvals . . .

- at 3 more reasonable cost.”

. As with bone marrow, accreditationand

oversight by designated industry experts W

can fuifill the need for quality assurance
and control without the devastating loss of

life that would accompany FDA rcgula- :

. tiom,

Andreini mexecurzvad:ra!oranded :

Larry
B:II a physician, is president t}xefwm
Cord Blood Foundation. Qf .

Voines Ara you encouraged about Mideast peaco after Banjamln Netanyahu s v:sit?
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" United States,
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Naoml \'Iulknf. . Stephen Bl;l;?or 55 Putty DeDommIc, 45
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Washington, D.C. Columbus. OChi dlie, . Kansas Clty, Mo, - Los Angeies Calif.
Idon'tthinkitlooks = Ireallythinkitstoo . - I was encournged ‘T'm less encouraged Isstil out 1
. good for Middle East early to {ell yet what his  the reports of his by due to his statements amMgnmmged be-
1 peace. It looks like Ne-  being prime minister - speech. I felt he was relating to Jerusalem cause I hear many of
. |- tanyahu is sticking to -will mean {o the peace . much more pasitive . and his actiops relating ' the right words. Howev.
".{ hiscampaign issuesand  process. I think that we  than the prior indica- to the West Bank settle- - er, sometimes the great:
- .| thatPresidentClintonis canatleasttrytobe -tions had been, I was ments, There are some  est strength is flexibili-
. not going to oppose optimistic as long as the  encouraged to hear him  positive opportunities in  ty, so I'd like to have a
- them before the No- lines of communication say Israel would be de- - thatheseemstobe  chance to observe how
vember election. - .- areopen. - pending less and lesson  open to discussion, but -~ he contintes to ledd.
- - financial aid from the  those are difficult areas S
. -and he has a definite
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“AIDS Conferces Debate How Early to Offer New Drugs

By Mlcu.m. WALDROLZ
Staff Reporter of THE WaLL STREET qumn.u.
. Many of the people crowdéd into scier-

tifte sessions and Hngering In hallways at_ -

the 13th International Conlerence on AIDS
have spent much of the past lew days
debaling & question that was foo far-

“fetched ta conslder just elght Mmonths
ago: When should a comblnation of drugs
including the new protesse inhibitors be
used 1o try to eradlicale Ahe AIDS virus
from patlents’ blood?

. Throughout the week, research physl-
clans astonished many of the 15,080 people
who attended the conference in Vancou-
ver, British Columibin, by presenting late-
breaking reports showing thal new prote-

ase inhibitor drugs, used in combina- °

tion with older medicines, were suppress-
ing activity of the AIDS virus. In several
studles, patlents whose level of HIV, the
AIDS virus, was driven below the levels of
delecllon also had an unprecedented rise
in thelr disease-lghting Immune cells,
some felt healthler, and most had fewer
iife-threatening complicatlons.

Yet before sclentists and drug makers

had time to congratulate themselves, lhey”

were thrust into a prickly argument over
_how early an Infected person should begin.
using the combination drug theraples.
Treating all 800,000 or so Americans In-
fected with HIV would cost $5 biltion or $6
biflion a year. The regimen also has seri-
ous slde-elfects and réquires patients to

DOING EXPERI:

lake 14 to 22 pllis a day, perhaps for the rest
of their llves. In addition, many re-
gearchers worry that early treatment
cptild make HIV resistant, leaving patients

with no effective drugs o turn to. when lhe

vlrus re-emerged. :

“Based on the new advances. ll now
makes gense lo me that we should be
treating people as 500m as possible,” says
Johh Mellors, a rese r at the Univer-
sty of Pittsburgh Medt
dori't have proof that treating my patlents

early is belter than waiting” until they
develop the first symptoms of AIDS, which

can appear five 1o 10 years after the vln_ls Is

School. “But [

nightmare, perhaps too costly and too long
h:ln;js anybody to undertake,"” -Dr. Mellors
a .

“The debate was triggered in pari by the

provocative research into the AIDS virus
- conducted by David Ho, a 43-year-old virol-
* ogist and director-of the Aaron Dlamond
- AIDS Research Center in New York, After

testing protease drug activity in patlents

" contracted. Conducting 2 clinical trial to
- provide ‘such proof “will be a logisticat

theory and deslre to test it in peuple have.
led some crittes to tharge that he is ratsing -

unrealistic expectztions that will lead to
disappointment and ina_ppmprlate care for

-many patients.-

The proteise drugs have been widely
available only since last December, but

- already about 70,000 people world-wide
have begun using them, mostiy In combi-
- nation with two older drugs. The three

protease drugs currently on the market—
Roche Holding Ltd.'s Invirase, Merck &
Co.'s Crixivan and Abbott Laboratories’
Norvir — work by blocking an enzyme cru-

- cial to HIV replication,

Dr. Ho says his work has convinced hll’l‘l

that the virus should be atlacked at the
first sign of Infectlon. v an experiment-
now under way, the Diamond Center is

giving the combined therapy to 12 penple
newly infected with HIV. After 2 year of

therapy in which the virus hasn't been-

detected, Dr. Ho hopes (o remove the

“drug-and see i the virus re-emerges or s

still lurking in certain tissues in the body.
"1 am doing experiments irying to
see whether HIV can be éradicated,” the
researcher says. T am not proposing that
clinical practice be based on my experl-

“ments. My job is to-push our studies

several years ago, Dr.. Ho became the first

prominent’ résearcher to suggest that it

forward as far as we can. Whether it Is

- practical fo ' transform these experiments

may- be feasible to actually eradicate the -

_virus from some patlents” bodies. His

into practical medical care at this time i3
Please Tum to Puge B3, Column 3

‘(;

Chnﬂnued From Page BI
another issue altogelher."-

Many AIDS activists have- expressed
cencern that publiclty about Dr. Ho's re-
search and other preliminary studies of the
combination therapy will lead people to -
think that AIDS has been cured. There are
no data showing that the new therspy can .
keephe AIDS virus at bay beyond a year,

notes David Barr of the Gay Men's Health
. Crisis, an AIDS advocacy group. “If these
drugs are only effective for a year or two
~and you take them early on, you thay have

ruined your chances for [ife- pro!onglng
therapy later on,” he adds.
A formidable hurdle to early use of the -

drugs I8 also thelr immense cost, Tanging

from $12,000.to $20,000 per patlent per
year. Scott Hammer, a resedrch physician

- gt Deaconess Hospita! and Harvard Medi-
cal School in Boston, says he personally.

believes that an expenslve "'protease com-

‘binatlon shouldn't’ be consldered for
everyone” untll later in the infection,:
“perhaps alter symptoms have begun to

appear. But he adds that *'cost should not
ke the principat factor In determining the
right regimen to use.”

Nonetheless, several doctors who treat
large popuiations of poor- people say the

" debate over using the therapies early or

late is meaningless to them because many :
of their patients simply can't get the drugs
at all, Margaret Fischl, a researcher at the
University of Miaml, say's using combina-
tion . therapy for all 2,500 HIV-infected
patients who use the outpatlent clinic at
Dade County's Jackson Memorial Hospital
would cost $21 miilion a year.

‘And doctors from less developed na- |

<=3

f
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tions say lhe new {heraples are still a
dream. It will reguire trlple Thailand's
entire AIDS budget to pay for a therapy
that combines iwo drugs and doesn’t in-
elude the expensive protease pills, says |
Chalyos Kunanusont, a Thal public health |
official. .

S5tiil, some researchers and drug com-
pany executlves say early, aggressive use
of the. combined therapy might well re- !
duge health-care spending In the U.S. by *
tens of millions of dollars annually. Co

“If we can suppress the virus from the
beginning of infectlon, we will, without
doubt, block the rise of infections that are
the maln reason people become hospital-
tzed, need other expensive drugs and re- -
qtilre costly home health care services,”
says Martin Markowltz, -8 colleague of Pr.
Ho. -
Abbott Laboratorles presented a study

this week defending its product's high
‘price and arguing that adding lis drug,
Norvir, to existing antiviral regimens will
save $6,382 in medical costs per patient
‘treated in the U1.S. per year,

Asked why his company doesn’t reduce '
Norvir's price, Andre Prenet, vice presl-
dent of Abbott's resezrch, says he Is losing *
money on ks AIDS research projeets. - -
““The reason our AIDS program has done
sowell Is that [ hire the very best research--

| ers and scientists,” Dr. Prenet says. *'But
that costs money. If I can’t make monhey
from this program, Abbott can't let it *
continue forever.” ) :
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THE FDA BILL WOULD UNFAIRLY ELIMINATE PRODUCT LIABILITY FOR
MANUFACTURERS OF FOOD, COSMETICS AND NON-PRESCRIPTION DRUGS

A little understood amendment adopted by the Senate Labor Committee could eliminate
product lability for food, cosmetics and over-the-counter drugs. The amendment, offered
by Senator Gregg (R-NH), added language to the bill which appears on its face to
supersede state regulations, but which is similar to language, currently the subject of
litigation 1n the United States Supreme Court, that has been read in seme courts to totally
eliminate the right of injured people to sue manufacturers. Adoption of this language in
the FDA bill would extend this prohibition on suits to cosmetics, food and non-
prescription drugs.

Ambiguous language already being challenged in the Supreme Court: The
provision prohibits "any requirement relating to the regutation” of food. cosmetics or
non-prescription drugs regulated by the FDA. Similar language that extended
regulatory authority of the FDA over medical devices has been interpreted in some
circuits as eliminating the right to sue manufacturers of covered products. That
means that people injured by defective devices in those jurnisdictions are totally
without recourse, and their manufacturers are totaily without liability. This goes far
beyond a cap on non-economic damages. or any of the other provisions in product
liability bills. Injured people could not even go to court to hold manufacturers
responsible for themwr medical expenses as a result of dangerously defectuive medical
devices. This bill gives blanket amnesty for corporate carclessness to a broad new
range of products -- non-prescripion drugs, cosmetics and foods.

More far reaching than any tort "reform" offered so far: Previous product
liabihty bills, as harmful 1o consumers as they were, allowed most plaintiffs at least
some prospect of receiving a limited recovery. This provision would deprive anyone
injured by a product it covers of their rights 10 be compensated -- no matier how old
the product, no matier whether the damages are economic or non-economic, no
matter if the product caused the injury through gross negligence or deliberate
adulteration.

Even if the Supreme Court rules in favor of consumers’ rights, this language
will still be subject to litigation and could be interpreted differently: A Supreme
Court ruling in favor of consumers rights t0 hold manufacturers liable in the
Medtronics case would not guarantee that similar language in other bills would be
interpreted the same way. The court will lock at the legislative history and the
expectations of the Congress at the tune of the passage of the medical devices
amcndments in 1976. Courts could easily hold that, in light of the interpretation of
those amendments twenty years later. Congress could be expected to know that a
“requirernent” by the states was seen as including civil liability.

Even the strongest proponents of federal tort reform are not calling for a total bar to claims.

Enactment of this extreme proposal would eliminate a vital check on corporate carelessness.
Vote to defeat this attack on the civil justice system.

TOTAL P.BS
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THE FDA BILL WOULD UNFAIRLY ELIMINATE PRODUCT LIABILITY FOR
MANUFACTURERS OF FOOD, COSMETICS AND NON-PRESCRIPTION DRUGS

A little understood amendment adopted by the Senate Labor Committee could eliminate
product liability for food, cosmetics and over-the-counter drugs. The amendment, offered
by Senator Gregg (R-NH), added language 1o the bill which appears on its face 1o
supersede state regulations, but which is similar to language, currently the subject of
litigation in the United States Supreme Court, that has been read in some courts to totally
eliminate the right of injured people to sue manufacturers. Adoption of this language in
the FDA bill would extend this prohibition on suits to cosmetics, food and non-
prescription drugs.

Ambiguous languuge already being challenged in the Supreme Court: The
provision prohibits “any requirement relating to the regulation” of food. cosmetics or
non-prescription drugs regulated by the FDA. Similar language that extended
regulatory authonty of the FDA over medical devices has been interpreted in some
circuits as eliminating the right to sue manufacturers of covered products. That
means that people injured by defective devices in those jurisdictions are totally
without recourse, and their manufacturers are totally without liability. This goes far
beyond a cap on non-economic damages. or any of the other provisions in product
tiability bills. Injured people couid not even go to court to hold manufacturers
responsible for their medical expenses as a result of dangerously defective medical
devices. This bill gives blanket amnesty for corporate carelessness to a broad pew
range of products -- non-prescription drugs, cosmetics and foods.

More far reaching than any tort ""reform” offered so far: Previous product
liability bills, as harmful 1o consumers as they were, allowed most plaintiffs at least
some prospect of receiving a limited recovery. This provision would deprive anyone
injured by a product it covers of their rights to be compensated -- no matter how old
the product, no matter whether the damages are economic or non-economic, no
matter 1if the product caused the ipjury through gross negligence or deliberate
adulteration.

Even if the Supreme Court rules in favar of consumers' rights, this language
will still be subject to litigation and could be interpreted differently: A Supreme
Court ruling in favor of consumers rights to hold manufacturers liable in the
Medtronics case would not guarantee that similar language in other bills would be
interpreted the same way. The court will look at the legislative history and the
expectations of the Congress at the time of the passage of the medical devices
amendments in 1976, Courts could <asily hold that, in lisht of the interpretation of
those amendments (wenty years later. Congress could be expected to know that a
“requirernent” by the states was seen as including civil liability,

Even the strongest proponents of federal tort reform are not calling for a total bar to claims.

Enactment of this extreme proposal would eliminate a vital check on corporate carelessness.
Vote to defeat this attack on the civil justice system.

TOTAL P.&3
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Support Amending the FDA Reform Bill, 8. 1477, to Avoid the Unintended
. Consequence of Eliminating All State Tort Law for Non-Prescription Drugs

Section 523 of S. 1477, the "Food and Drug Administration Performance and
Accountability Actof 1996", seeks to provide uniform regulations on non-prescription drugs by
preventing Stare and local governments from issuing non-prescription drug "requirements” that
conflict with federal ones. Although the clear intent of the bill's authors seems to have been to
provide uniform regulatory requirements, Section $23 could have the unintended consequence of
preventing anyone killed or injured by a non-prescription drug from bringing a lawsuit to recover
for their damages because such a lawsuit could be interpreted as a conflicting State regulatory
"requirement”.

In fact, the manufacturers of medical devices that can sometimes be dangerously
defective have argued that nearly identical language in the Medical Device Amendments of 1976
has precisely this effect, as they have sought 1o distniss claims brought against them by citizens
who altege to have been injured by such devices. While the Supreme Court 1s currently
considering the issue in the context of the Medical Device Act, Medironic v. Lohr, S. Ct. Nos.
95-754, 95-886, the Senate should clarify this potential unintended consequence of the FDA
reform bill by simply amending Section 523 10 state that the definition of conflicting State or
local non-prescription drug "requirements” does not include lawsuits brought by injured citizens.

I Section 523 Arguably Bars All Lawsuits Involving Non-Prescription Drugs

» Unlike the Senate passed product liability bill which reformed standards of proof and
placed some limits on damages, Section 323 could serve as an absolute ban on any
lawsuits involving non-prescription drugs -- no matter how meritortous. Thus, Section 323
might protect: 2 manufacturer that obtained FDA marketing approval for its unsafe allergy
medicine only by hiding infermation from FDA; a manufacturer that sold poisonous
arthritis medicine that’had been contaminated during production because of poor
manufacturing practices; or a manufacturer that knew that its headache medicine caused
liver damage and had failed to wam of that danger.

II. - Section 523 Should be Amended to Specifically Exclude State Tort Law

« There wili be two dramatic consequences if Section 523 is not amended. First, years of
litigation wiil inevitably arise on whether Section 523 bars any lawsuits involving
non-prescription drugs. Second, if Section 323 does bar such lawsuits, then those rare but
notorious manufaciurers of dangerously defective drugs will go unpunished.

= The Senate can avoid these umntended results of Section 523 by amending the Section (o
specifically provide that it does not apply 10 or preempt staie tort liability laws.

183232
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Support Amending the FDA Reform Bill, S. 1477, to Avoid the Unintended
. Consequence of Eliminating All State Tort Law for Non-Prescription Drugs

Section 523 of S. 1477, the "Food and Drug Administration Performance and
Accountability Act of 1996”, seeks 10 provide uniform regulations on non-prescription drugs by
preventing State and local governments from issuing non-prescription drug "requirements” that
conflict with federal ones. Although the clear intent of the bill's authors seems to have been to
provide uniform regulatory requirements, Section 523 could have the umintended consequence of
preventing anyone killed or injured by a non-prescription drug from bringing a lawsuit to recover
for their damages because such a lawsuit could be interpreted as 2 conflicting State regulatory
"requirement”.

In fact, the manufacnurars of medical devices that can sometimes be dangerously
defective have argued that nearly identical language in the Medica! Device Amendments of 1976
has precisely this effect, as they have sought to dismiss claims brought against thern by citizens
who allege to have been injured by such devices. While the Supreme Court is currently
considering the issue in the context of the Medical Device Act, Medtronic v. Lohr, S. Ct. Nos,
95-754, 95-886, the Senate should clarify this potential unintended consequence of the FDA
reform bill by simply amending Section 323 1o state that the definition of conflicting State or
local non-prescription drug "requirernents” does not include lawsuits brought by injured ¢itizens.

A Section 523 Arguably Bars 41l Lawsuits Involving Non-Prescription Drugs

« Unlike the Senate passed product lizbility bill which reformed standards of proof and
placed some {imits on damages, Secuion 523 could serve as an absolute ban on any
lawsuits invelving non-prescription drugs -- no mauer how meritorious. Thus, Section 325
might protect: a manufacturer that obtained FDA marketing approval for its unsafe altergy
medicine only by hiding information from FDA; a manufacturer that seld poisonous
arthritis medicine that'had been contaminated during production because of poor
manufacturing practices; or a manufacturer that knew that its headache medicine caused
liver damage and had failed to wam of that danger.

It Section 523 Should be Amended to Specifically Exclude State Tort Law
« There will be two dramatic consequences if Section 523 1s not amended. First, years of
liigatien will tnevitably arise on whether Section 523 bars any lawsuits involving
non-prescripiion drugs. Second, if Section 523 does bar such lawsuits, then those rare but

notorious manufacinrers of dangerously defective drugs will go unpunished.

= The Senate can avoid thess unintendsd results of Section 523 by amending the Section to
specifically provide that it does not apply Lo or preempt state tort lability laws.
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Reform Isn ¢ Risk -frree

dling of the thalidomide crisis: of the early

'60s deservedly made that agency one of

the most admired in the federal government. But

the same caution and deliberation that saved the

country from that tragedy have provoked criti-

.cism in the era of AIDS, Thousands of deformed

babies were not born here because government

scientists kept a drug off the market. ‘But AIDS

patients have, in recent years, deplored the slow

pace of drug approval by this same agency and

. have added momentum to the cause, long favored
by industry, of FDA reform,

Legisation that - would make substantial

. changes in the way the government oversees the

manufacture and sale of drugs, medlcal devices

~ and food additives may come up in the Senate as

early as next week. The House Commerce Com-

- mittee is putting the finishing touches on a

companion bill. The measures are not identical,

- but -both, in their differing ways, would allow

~ some privatizing of the FDA's responsibility to

review and approve new drugs. Reformers also

want to make it easier for manufacturers to

" advertise drugs as safe and effective for use in

situations not specifically approved by the FDA,

And both bills aim to speed up the drug approval

~ process either by setting deadlines or by elimi-

nating the paperwork drug companies find 80

¥ burdensome.
There is not a single part of the federal

' T HE FOOD and Drug Administration’s han.

government that can’t be unproved Undoubted-
iy, the FDA is not perfect. And patients and their
families, in addition to drug industry corpora-
tions, have legitimate concerns.

But those who would rush broad reform fail to
consider two facts. First, pressure from.AIDS

, activists already has produced changes that have

cut new drug approval time almost in half since
1987, And drugs given special priority now are

.being moved through the system in six months,

as opposed to 33 months a decade ago. European

‘regulators often are.cited as an example of speed

and efficiency, but the FDA'’s review and approv-
al times have been better—with far fewer re-
calls—for the past couple of years.

\‘I

C&V‘%;g .;

In addition, the most avid reformers do not

appear to be giving enough attention to the risks
involved. Do Americans really want, the drug
approval process to be primarily in private hands?
Are they ready to accept without regulatory
review a manufacturer's word that a product
approved for use against infection also will be a
safe and effective biood-thinner? Even when time
is of the essence, is speed ever more important
than safety?

Reform is a useful and generally positive exer-
cise in any institution. But here the stakes are so

‘high that change should be undertaken only, with
. caution and after deliberation. There is no. need

to rush' this legxslatlon through in the current
congress10nal session.
#

Dogs *Day

NI.IKE DISTRICT residents who still
have a long wait before municipal services
return to ar acceptable level, dogs, cats
.and other animals in the District’s custody have
something to be happy about today. The Wash-

ington Humane Society, after a long and time-

consuming struggle with the D.C, Department of
Human Services, is back in charge of running the
city's animal shelter. It was yet one more D.C.
bureaucracy-created problem that both residents
and animals need not have experienced.

The: Washington Humane Society has been
" around more than a century-—since Congress
chartered it in 1870 to handle animal cruelty
problems in the District. In 1980, after the city’s

scandalous operation of the New York Avenue.

shelter made the news, the D.C. Council autho-
rized the WHS to take over municipal animal
‘control services. As the city fell on hard times in _
_ recent years, the WHS was forced to take up the ~
slack by subsidizing essential functions out of its

- own.pocket, On top of that, the Department of
 Human Services would give the WHS only short-

term contract extensions, although the nature of
- _the work required the society to commit time and .
. resources on a long-tefm basis. :

Even as the WHS was attempting to negotiate a

- longer-term arrangement—which was permissible

under the animal control law—the city was work-
ing quietly to bring in an untried, start-up animal
shelter operator to replace the experienced WHS
and its corps of volunteers. Worn down by the
city’s intransigence and sapped by more than a year
of late or partial payments, the WHS opted to bow
out. Enter DHS’s choice, Animal Link In¢. Enter
also a new set of problems,

Shelter volunteers, after mtnessmg Animal

.Link’s management of the city's shelter, an-

nounced that they would not work with the new
group because it was disorganized and the ani-
mals were ill-kept. Next, the WHS and the
Society for the Prevention of Cruelty to Animals

. of Anne Arundel County——in separate actions—

removed animals from the shelter out of concern
for 'the care they were getting. Animal Link,

“having experienced financial difficulties, de_cided

against bidding on the current contract. Reenter
the Washington Humane Society,

Today, DHS leadership has changed, the WHS
has returned to run the shelter on a long-term
contract and the dogs and cats are in good hand$

. again! All in all, not a bad day for the animz s,
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- EXECUTIVE OFFICE OF THE PRESIDENT LRM NO- 4248
OFFICE OF MANAGEMENT AND BUDGET
FILE NO: 1746

URGENT v s

LEGISLATIVE REFERRAL MEMORANDUM Total Page(s): 3

TO: Legislative Liaison Offigep- Seg Distribution below:
FROM:; Janet FORSGREN /. ,Léé <. (for) Assistent Director for Legisiative Reference

OMB CONTACT: Robert PELLICCI  395-4871  Legislative Assislant's Line:  395-7362
C=US, A=TELEMAIL, P=GOV+EOP, O=OMB, OU1=LRD, S=PELLICCI, G=ROBERT, I=J
pelliccl_r@al.eop.gov

SUBJECT: HHS Fact Sheet on "ene-pager” of concerns about S, 1477, Kassebaum's FDA
reform bill. 5

DEADLINE: 10:00 a.m. Tuesday, April 30,1986

In accordance with OMB Circular A-18, OMB requests the views of your agency on the above subject before
advising on its relationship to the program of the President.

Please advise us If this Item will affect direct spending or receipts for purposes of the
"Pay-As-You-Go" provisions of Title Xill of the Omnibus Budget Reconciliation Act of 1990.

COMMENTS: HHS staff intand to distribute the attached "one-pager” to congressional staft tomorrow
afternoon.

DISTRIBUTION LIST:
AGENCIES: -Execullve Office of the President - EOP Review Only, See Distribution -

EOP; Nancy-Ann Min
Sally Kalzen
Greg Simon
Elizabeth Dyre
Chris Jennings
Ira Magaziner
Dan Tate
Barry Clendenin
Richard Turman
Jim Esquea
Jonathan Winer
Jim Murr
Janet Forsgren
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g RESPONSE TO LRM NO: 4248
LEGISLATIVE REFERRAL ‘
MEMORANDUM FILE NO: 1746

if your response to this request for views is short (e.g., concur/no comment), we prefer that you respond by e-mail or
by faxing us this response sheet.
If the response is short and you prefer to ¢all, please call the branch-wide ling shown beiow (NOT the analyst's line)
to leave @ message wilh a legisiative assistant.
Yau may also respond by:
(1) calling the analyst/attorney’s direct line {you will be connected 1o voice mail if the analyst does not answer); or
(2) sending us a memo or letter
Please include the LRM number shown above, and the subject shown below.

TO: Robert PELLICC| 395-4871
Office of Management and Budgel
Fax Number: 395-8148
Branch-Wide Line (to reach legislative assistant); 395-7362

FROM: (Date)

{Name)

(Agency)

(Telephone)

SUBJECT; HHS Facl Sheet on "one-pager” of concerns about S, 1477, Kassebaum's FDA
reform bill,

The following is 1he response of our agency to your request for views on the above-captioned subject:
Concur

No Objection

No Comment
See proposed edits on pages

Other:

FAX RETURN of pages, attached to his response sheet
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/ECASSEBAUM BILL}——

A. Most Serious Concerns

1.

2,

~702(d))

Contracting Out/Timeframes/Hammers (Sections 103, 403, 404, 709, 806)
Privatizadon (Section 709)

Off Label Use (Formerly Sectionﬁ)?)

Health Claims (Section 903)

Medicauon Guides (Section 607)

Serlous Concerns That Probably Can Be Readlly Resolved

Product Approval Standards (Sections 602, 703, 802a))

Product Erosion (Manufacturing Changes/Modifications)(Sections 604 &

C. Other Significant Concerns

1.

2.

10.

11.

12,

Mission Statement (Section 1@)

Information Systems/Policy Statements (Sections 105 and 106)

Advisory Committees/Appeals (Sections 107 and 108

buranitar & nidse Lbui @)

Access to Unapproved UsesfHUI%Exemptions (Section 202 and 203)

Clinical Research of Drugs, Biologics, & Devices (Sections 302 & 303)
Yzt 36 Dowm, ~ 5= «Lo—.-_-,mmrw") C“"'\»jif?w{uof%

Effectiveness Determination (Uses not on label)(Section 408)

Pediatric Labeling (Section 411)

State and Local Requirements Respecting QTC Drugs (Section 608)

Initial Classification of Devices (Section 702(b))

Device Tracking (Section 704)

Combination Animal Drugs/Minor Species (Sections 802(b) and (d))

Indirect Food Additives (Section 902)

¥ Sechon HOUL = €m;mnw6n'hl Assecoment ?I’DU!L{OY\ — s hod })Q_,
Reoiewed \%\ CE@) Lmte Howaz :

?.3/3
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JAMES 5. BEMNSON. SEN:CR VIiCE PRESIDENT

TECANDLOGY AND REG.LATOCRY AFFAIRS

May 6, 1996

The Honorable Sally Katzen

Administrator

Office of Information and Regulatory Affairs
Office of Management and Budget

Qld Executive Office Building, Reom 350
Washington, DC 20503

Dear Ms. Katzen:

I am writing on behalf of the medical technology industry, specifically the Health Industry
Manufacturers Association (HIMA), to thank you tor arranging our nieeting last month to
discuss the critical issue of FDA reform legislation. We concur with vour assessment that
legislative reform this year is appropriate.

We welcomed the candid discussions that covered a wide ranue of issues. and we appreciate the
Administration’s desire to establish a meaningtul dialogue with indusiry. There is no better way
to achieve common ground than through meetings such as the one you conducted

We look forward to working with you again - You and vour statf arc alwavs welcome to call mie
at (202) 434-7220.

Sincerely, ( W
N D /C/}/ Vv o
] S. Benson
cc:  Gregory Simon Mary Pendergast
- Elizabeth Drye Eddie Evans
Rachael Levinson Dominique Cahn
Daniel C. Tate Walter Moore
William Corr Reid Detchon
Jerry Klepner Tony Podesta

William Schultz

World L eaders in Health Care Innovation



EXECUTIVE OFFICE O F T HE PRESIDENT

15-May-1996 01:04pm

TO: Lisa Kountoupes

FROM: Jim R. Esquea
Office of Mgmt and Budget, HD

CC: Barry T. Clendenin

CC: Richard J. Turman

CC: Michael A. Fitzpatrick

SUBJECT: FDA Language Re: House Budget Resoclution

Below is revised FDA language for the Director's letter to Rep.
Kasich re: the House Budget Resclution.

The revision is based on the laguage the Health Division faxed ybu
last night. The underlined sentence in the language is new. If
vou have any questions, please call me at 5-7841.

"Food and Drug Administration =-- The Budget Resclution assumes
$622 million in savings between FY 1998 and FY 2002 associated
with structural reform cof FDA through the three House FDA reform
bills (HR 3199, HR 3200, HR 3201). The Administration has worked
consistently to reform FDA review procedures to expedite the
approval of important drugs, biclogics, and medical devices while
maintaining high standards of safety and efficacy. However, the
Administration has very serious concerns that the House Budget
Resolution and the House reform bills, as currently drafted, would
undermine the FDA's ability to ensure the safety and efficacy of
products under its jurisdiction. In addition, given the Congress’
concern that FDA streamline its approval process for medical
devices, biologics, and drugs, the $622 million reduction in
budget authority associated with these structural reforms could
impede FDA's ongoing efforts to speed up review times."
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IN TEE SENATE OF TOE UNITED STATES

Mr 11 4MaTA intredvucd the fallwiog Rl whiclh vas read twiee and seligred
to the Committe 4n

A BILL

To amend the Federal Faad, Drug, und Cosmectic Act to

clarify that aoy dietary supplament that elaims to
produce euphoria. heightensd awareness or similar men-

tal or psychological effects shall be treated 25 o dmg
under the Acl, und for other purpases.

i Be it enaated by the Senale und House of Representn-
2 tivss of the United States of Amesica in Congress assembled,
SECTION . DEFINTTION OF DRUG.

| wbection 201(g}(1) of the Fedmal Food, Drug, snd
(7 S Cosmetic Act (21 US.C. 821{g) (1)) is amonded by adding
.6 at the cnd thereof the fullowing new semscoce: “ NOTWith-

7 stending tho preceding semtuucy, 2 dietary supplement
8 thall be conziderrd » drug under clanse (U} if the labe
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1 or labeling of sueh drug claims or implies that the dietary
2 sopplement produces euphouia. heightened awarezess, or
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DRACT

May 15, 1996

Floor Statement of Senator Alfonse D’ Amata
on Legisiation to Control Herbal Street Drugs

Today.I am istroducing legislation to control the growing prohlem of
dangerous herbal stimulants — products achually marketed and sold ag
dternlives to puwerful aod illegal street drugs. This bit! wilt make these
products subject to the same premarket safety and efficacy review as any
other drug and will give the Food and Drug Administration (the “FDA™) the
DOCCABArY t00fs 1o ke prompt and decisive action.

1 strongly support the right of the American people to have access to
legitimare distary supplements, and | want to clear]y state thart this bill wilf
not limit that access. Herbal street drugs are ot legitimate dietary
supplements and should not be afforded the protections given ta those
products. They do not improve the health of the Armerican public. They are
quite simply dangerous products masquerading as distary supplernents in
order to-evade FDA review and sanctions. This is wrong end was not the
et of Conugress when it passed the Dietary Suppiement Health and
Education Act of 1994,

The slick peddlers of these herbal street drugs target their advertising at
our nations’s young people. They seli their products in novelty shops,
instead of pharmacies, using flashy signs and posters, and give their products
naes like Cloud 9, Herbal Eestasy, and Ulimare Xphoria. Using the
Internet and shiowy brochurcs, they hawk their dangerous wares with
promises of “euphoric stimulation, highly increased energy levels, tingly skin
scusylivas, cubuced sensory processing and mood elgvations.” Une of these
products even siates that “Tt is a carefully formulated and thoroughly tected
organic alternative to actual MDMA or Ecstacy™ — a powerful and illegal
street drog. Most jmportantly, many of these products are advertised as
“100% lega! and FDA approved™ and as “100% natural . . . with no side
effects”. But they are none of these things.

Last March, one of these products killed 20-year-old Peter Schlendorf
206N FRQM SENATE SANKINC COMM 95-1&-96 JB.SpAM FPUO2 53-3'
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of North Eastport, New York. Peter, a junior at the State University of New
York at Albany, died from a [cthal combination of four stimulunts tound in
one of these products. A statement iscined by tha medical examiner’s office
in Papama City, Florida, whers Peter died, stated that his death “was a result
of the use of Ultimare Xphoria, an herbal product contzining Me Huang.”

Mz Huang -- also known as Ephedra -- is 2 hatanical source of the powerful
stimulant ephedrine. According to the medical examiner’s statement, Peter’s
cause of death was Usted as the “synergistic cffect of Ephedrine,
Pseudoephedrine, Phenylpropanolamine and Caffeine.” The madien!
examiner’s office noted that these four stimulants “can have an adverse effect
on the heart and central nervous system.” How could the producers of this
product claim it was safe and tested when it can praduce such tragic results?

The iegisiation that I am introducing today will help to ensure that no
other young peaple dic from these products and that no other parents have o
endure an early-moming visit from the local police to learn that their child
has died from a produer advertised as safe and thoroughly tested. This bill
amends the Federal Food, Drug, and Cosmetic Act tn clanfy that any dietary
supplement that claims to produce euphoria, beightened awareness or similar
memal or psychological effects snall be treated as & drug under this Act. Assa
result, dangerous herbal street drugs, like the one that killed Peter Schiendorf,
will be subject to the same premarket safety and efficacy review as any other
drug. In addition, the FDA wil{ have enhanced awthority 1o take prompt and
decisive action against herbal street dmgs. This legislation is nezessary to
protact the health of the American public, partisularly its youth, who are
obviously the target of these products.

Again, et me clearly state that this legislation will not limit the public’s
access to leghtimare dictary supplements. it will not limit access to over-the-
counter drugs, such as Sudafed, that contain ephedrine. Nor will it limit
access 1o legitimate dietary supplements that contam ephedra or ephedrine,
such as herbal teas. I wans to note, however, that ephedra and its related
products are so powerfui that the FDA is reviewing the use nf these products
sven m these legitimate forms.
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Some will argue that this logislation is unnccessary and that the FDA
alrcady hed the authority to take against herbal street drugs. Rut the clever
producers and marketers of these herbal street drugs have been careful to take
advantege of the protections afforded fegitimate dietary supplements under
the Dictary Supplement Health and Education Act of 1994 (the “Dietary
Supplement Act”)

The Distary Supplement Act arnended the Federal Food, Drug, and
Cusmelic Act in a number of respects. One change was to provide that a
dietary supplement would not be subject to regulation s a drug simply
because its labe] or labeling bears a truthful, non-misleading claim regarding
its effect on the body. This provision significantly limits the FDA’s ability to
1ake action against the peddiers of herbal street drugs who use caretully
worded iabels to evade FDA review and control.

Morsaver, as a result of the Dietary Supplement Act, the FDA must
take action against each proguct individually instead of being able to regulate
harbeal street druge.as a class. Tho FDA must prove that a particular
formulation of an herbal street drug “presents a significant or unreasanahle
risk of illness or injury” if used as direeted or, if no directions are listed, as it
is commonly used. Therefore, a manufacturer can evade enforcernent action
by changing tho composition of the product, while continuing to make the
same labeling claims for drug-like mental and pychological effects. Each
tims the product formula changes, the FDA must evahuate the new formula
and build its case from the beginning. The product formula thus becomes 2
moving target that the FDA wmust chase. The FDA should not have to chase
herbal street drugs.

~ The Dietary Supplement Act did give consumers some additional
protections, but these are {nadequate in the case of herbal steeet drugs, For
example, the Act gives the Secretary of Health and Human Services the
authority to declare that a dietary suppletnent poses an imminent hazard to
public health ur safety. Once such 2 declaration is made, the dietary
supplement can be banned. However, a forma! imminent hnzard declaration

3
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requires lengthy formal rulemaking procedures, including a trial-type hearing
before an administrative law judge. In addition, because what sells the
product is its claims rather than its ingredients, the imminent hazard
declaration can easily be defeated by a formulation change without any label
change. One can easily imagine the slick peddlers of herbal street drugs
switching a single ingredient ~ from epherira tn kava-kava, another powerful
herbal stimulant - just as the FDA 1s knocking on their door.

The marketing of herbal street drugs as dietary supplements, rather than
as drugs, does not promote any of the goals idemified by Congress tn the
Dictary Suppicment Act. The Dictary Supplement Act was jniended w
promote the public health. Congrassional findings in Section 2 of that Act
cite the role of a healthy diet, including safe dietary supplements’in disease
prevention, long-term good health, and reducing health care costs.

Far from promoting the public health, herbal street drugs endanger the
health and safety of consumers and give rise to uunecessary medical costs.
They are not taken for nutritional purposes or to otherwise improve bealth
and thus are oot within the intended coverage of the Dietary Supplement Act.
The manutacturers of herbal street drugs should not be permitted to abuse
this Act by using it tn legitimize the marketing of dangerous products. A
statutory amendmeant to correct the inclusion of herbal street drugs in the
language of the Act would achieve the intent of Congress by closing 2
toophole that Congress never intended to create.

Herbal street drugs killed young Peter Schlendorf. We have to make
sure that this does not happen again. We have carefully drafted this
legislation to target the class of products that killed Peter. We must take
action quickly. I urge my fellow Senators to support this effort and quickly
pass this legisiation. If we watt, herbal sireet drugs may end another
promising, young, {; e @)
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US. FOOD & DRUG ADMINISTRATION

FDA: A Record Of Accomplishment

Faster Drug Approvals

e B2 new drugs approved in 16.5 months (median) in Calendar Year (CY)1995, compared with 62 new.
drugs approved in 19 months in 1994

» 28 of the 1995 approvals were new molecular entities (NMEs)—brand new drugs as opposed to new
formulations —and were approved in 15.9 months (median), compared with 22 NMEs approved in
17.5 months in 1994

* 15 of the 19935 approvals were “priority” drugs —having important therapeutic value—and were
approved in 6 months (median), compared with 17 “priority” drugs approved in 15 months in 1994

* 13 of the 1995 “priority” approvals were user fee drugs approved in 5.9 months (median), compared
with 12 “prionty” user fee drugs approved in 10.4 months in 1994

Improved Device Reviews

* 5,594 510(k)s (which account for about 98% of medical devices) reviewed by FDA in 138 days
{mean) in Fiscal Year (FY) 19935, compared with 5,498 in 182 days in FY 1994

* 27 PMAs (premarket applications for certain Class III devices) reviewed by FDA in 20.2 months
(mean) in FY 1995, compared with 26 PMAs in 21.6 months in FY 1994

The Record on Reinvention

As part of Vice President Gore’s National Performance Review, the FDA has announced more than 30
FDA regulatory reinvention initiatives since March 1995. These initiatives will reduce regulatory burdens
and streamline the regulatory process, while maintaining vital public health safeguards and speeding the
marketing of safe and effective new drugs and medical devices. Following is a partial listing of these
initiatives:

*  Speed up approval process for cancer drugs by using tumor shrinkage as surrogate marker for acceler-
ated approval decisions
Impact: Cut years off development times and months off FDA review

HFI-40 BG 96-4 (May 1, 1096)



« FDA's Record (continued} page 2

Expand patient access to experimental cancer drugs approved in other countries
Impact: Make it easier for patients to have access to promising but still experimental therapies

Increase patient representation on cancer drug advisory committees
Impact: Give patients more of a voice in the drug review process

Clarify requirements for doctors studying already approved cancer drugs
Impact: Reduce paperwork for doctors and free FDA staff for other priorities

Eliminate Establishment License Application (ELA) for most biotech drugs
Impact: Reduce paperwork burden for industry and speed up marketing of biotech drugs

Eliminate lot release requirement for biotech drugs
Impact: Save time and resources of industry and FDA

Commit FDA to respond to clinical hold submissions on drugs, including biotech drugs, within 30
days
Impact: Speed up drug development

Harmonize application forms for drugs and biologics
Impact: Improve guality of submissions and reduce paperwork for industry and FDA

Eliminate preapproval requirement for promotional labeling for biotech drugs
Impact: Speed up marketing of products and free FDA staff for other priorities

Allow companies to distribute certain textbooks and journal articles that discuss unapproved uses of
drugs and devices

Impact: Increase access to important scientific information without threatening effectiveness
standard

Allow companies to submit toxicology findings based on first analysis of studies and reduce manu-
facturing data needed to begin drug tests in humans
Impact: Speed up drug development

Develop pilot program for review of low- to moderate-risk medical devices by outside organizations
Impact: Determine if outside review speeds up process and if integrity of review process can be
maintained while allowing FDA to focus resources on higher risk-devices

Collect user fees for medical device reviews
Impact: Speed up device reviews using program similar fo one already achieving success for
drug reviews

Expand opportunities for export of unapproved drugs and medical devices to industrialized countries
Impact: Widen industry markets for products and encourage American companies to keep
operations in United States



FDA's Record (continued) page 3

*  Exempt up to 125 categories of low-risk medical devices from premarket review, adding to 441
categories already exempted

Impact: Speed up marketing of medical devices and free FDA staff for other priorities

»  Allow manufacturers of biological drugs to get licenses for pilot facilities instead of having to build
full-scale manufacturing plants

Impact: Reduce manufacturers’ start-up costs and speed up marketing of drugs

*  Exclude drug and biologics manufacturers from requirements for most environmental assessments
Impact: Reduce industry costs in preparing assessments FDA has found unnecessary

The International Record

¢  The General Accounting Office reported in October 1995 that approval times for NMEs were
shorter in the United States than in the United Kingdom.

* in FY 1994, 32 NMEs were approved in the United Kingdom in a median time of 30 months
+ inCY 1994, 22 NMES were approved in the United States in a median time of 18 months

*  FDA’s median approval time for new drugs approved in CY 1994 and 1995 was as fast as that in the
United Kingdom and faster than those in France, Spain, Germany, Australia, Japan, Italy and Canada
according to preliminary data from the Centre for Medicines Research (CMR), an industry-funded,
not-for-profit research group in the United Kingdom. The median review time in the United States
and the United Kingdom was approximately 1.3 years according to CMR News, Spring 1996.

*  The United States has had more first launches of worldwide NMEs than any single European coun-
try since 1990. In fact, analysis of worldwide NMEs launched in the United States and Europe
showed the United States has had a higher percentage of first launches than the top three European
countries combined, according to CMR News, Spring 1996. '

*  United States: 33%

*  United Kingdom: 14%
¢«  France: 9%

¢  Germany: 7%
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Our perspective

Risky reform
' Go slow in making FDA changes

__In 1955, while preparing a new anti-
polio vaccine, Cutter Laboratories of
Berkeley, Calif., accidentally intro-
duced live polio viruses into what was
supposed to be a dead-virus serum.
More than 100 patients contracted the
disease and 11 died before the tainted
vaccine could be pulled from distribu-
tion. Congress responded by greatly
expanding the authority of federal reg-
ulators to scrutinize every step of a
drug's development and manufacture.

Those powers are among dozens
that would be curtailed by a far-reach-
ing Republican proposal to streamline
— indeed to weaken — the federal
Food and Drug Administration. The
agency approves new drugs, medical
devices and food additives.

The legislation goes way too far,
way too fast.

A package of bills, moving sepa-
rately through both houses of Con-
gress, would tighten FDA deadlines,
ease the paperwork burden on medi-
cal ' manufacturers, sweep aside state
regulations that exceed federal stan-
dards, greatly expand the use of pri-
vate laboratories to test new drugs and
medical devices, and reduce the FDA’s
powersina variety_of ways.

. The reforms are propelled in part by
a legitimate concern: that FDA paper-
work may keep promising drugs off
the' market and hamper American
manufacturers in the race for cutting-
edge technology. But these bills rely on
untested techniques and remove too
many of the safeguards that keep risky
products off the market. Making mod-
est changes, in the direction the FDA is
already heading, is the way to go.

-1f the problem is a bottleneck in
new-product approvals, for example,
why not give the FDA more staff or the
power to employ outside laboratories?
These bills allow manufacturers to hire
private labs directly, then submit their
results to the FDA. If private labs come
to depend on repeat business from
manufacturers, the potential for con-
flict of interest is simply too great.

If the goal is merely to expedite FDA
review, why do the bills allow manu-
facturers to shield basic test results

unless the FDA igemﬁcally asks for
them? Currently, this “primary” clini-
cal data is part of the routine applica-
tion. SeparatmLE that data only adds an
extra step to the review process and
invites the suspicion that companies
have something to hide.

And if the legislation’s authors don't
mean to dilute FDA standards, why do
they shift the burden of proof — from
the manufacturer who must now
prove a product safe before bringing it
to market, to the FDA, which would
have to prove that a product is danger-
ous before blocking its introduction?

The bills’ sponsors say these meas-
ures are necessary because the FDA is
incapable of reforming itself. But that
is demonstrably false. Since 1987, the
FDA has cut approval time for new
drugs by half, to 16.5 months, and has
cut the review time for most new med-
ical devices by more than one-fourth.
A recent study by the General Ac-
counting Office found that in 1994, the
FDA approved new drugs faster than
its counterparts in Great Britain, Ger-
many, France and Japan.

This is not to say that FDA reform is
unnecessary. The review process for
new medical devices remains tortuous
and overlong. Manufacturers such as
Minnesota-based Medtronic deserve a
more “transparent” FDA so they can
track their applications through the
regulatory pipeline. And, as Rep. Jim
Ramstad, R-Minn., has pointed out,
third-party review has been used suc-
cessfully by other agencies and could
be expanded at FDA with proper
safeguards.

Under some pressure from Con-
gress and industry, the FDA has start-
ed pilot projects to expedite medical-
device approval and use outside labs

for new-drug applications. Those pilot -

projects should be expanded and ac-
celerated. But it's too soon to say that
the risk of good drugs kept off the
market outweighs the risk of bad drugs
unleashed on it. Since the subject is
science, the FDA deserves to be tested
by scientific method, not reformed by
untested methods.
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Sniping at the FDA

EPUBLICANS have got-
ten themselves into
such a sni{ about the
excessive amount of

time the Food and Drug Admin-
istration spends reviewing new
drugs that they are in danger of
losing sight of the big picture.

fNamely, the agency has tack-
led the problem itself, done a lot
to stream!ine the review process
and continues to move in the
nght direction.

GOP cntics say patiemts and
businesses are hurl because the
FDA takes too much time to ap-
prove drugs and medical devices.
No one disputes that in the past
the agency has moved slowly.
However. some GOP spin doc-
tors overlook the fact that the
median approval time for new
drug applications has been cut in
halt. Today some drugs are ap-
proved n just six months.

rurthermore, the agency has
an excellent track record for
safery. lis regulators are very
careful, but their thoroughness
pays off in guality and patent
confidence. Drugs approved by

overnment regulators in Great
ritain, Germany and France
have had tw be withdrawn far
more often those that have won
the FDA's stamp of approval.

Also to their credit, officials of
the FDA are making special ef-
forts to speed up federal approval
of cancer drugs — aiming 10
Knock a year off the process. And
they're doing more to make can-
cer drugs that have been declared
safe abroad available here.

Even so, frenzied House and
Senate Republicans press ahead
with demands to overhaul the
FDA zs though none of this
were going on. Particularly trou-
bling is the insistence on requir-
ing faster reviews and permi-
ting some parts of the drug-ap-
proval process 10 be contracted
out to private vendors.

Certainly these accomplish-
ments need to be undersinad.
It's hard 10 believe that congres-
sional Republicans could trv o
undercut such efforts — unless
their goal is political gain rather
than the health of America's
people.
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the result of three bills curren
consideration by the U.S. House
sentatives to privatize the Food and

Adminisgation's review fanctions.
Pity the chickens: U the meas
pass, the safety of drags, medical devices
and foods 4 be controlled not by the
ublc's watchdogs at the FDA bot g in.
gum-nmned reviewers. The foxes -
selves wouldn't be watching the henhouses,
bt they would be writing the guards’ job
descriptions and paying for thelr work
Meanwhile, all of us ns would be

The contention among pharmaceutical
companivs, medical device manufacturers
and cermain food prodocers is that it takes
too long 1o receive approval for pew -
ucts, and they've pumped thousands of dol-
lars into the political campaigns of many
fegislators to influence their votes,

Omn the other side sre the FDA and many
eonsamer froups who fear what could hap
pen to public health if monied special inter-
ests determine which products could ge on
the market and when.

Fastest approvals: According to the
General Accounring Office, in 1987 the aver-
age epproval -time for new drugs was 33
months [N 1988, approval time had beernt re-
l!!‘t_wed to part_gzedlanof I&ngo%.lg.n For the 15

ighest rity drugs. 1 rovad -
time was six months. Studies both the
GAD and the British-basod Centre for Med-
icines Regeurch all demonstrate that Ameri-
can patients have access to therapeutically
i::}portam new drugs that have been proved

e and effective sconer than the citizens
of any other nation.

While the three bills umder consideration
are called “reform” bills, none of the so-
called reforms does anything to improve
public health or safety. Qurrently, FDA re-
views are conducted by sclentlsts. ecgi-
neers and medical researchers whe work
for the public. They comply with stringen!
financial disclosure end conflict-of-interest
requiements designed to protect the deci-
sion-making process agalnst bias.

A reviewer pald by a drug company to de-
cide the future of that company’s YErcmc!ur:r.s
can hardly be unbiased, We don't think the
public pood it served by such an avange-
ment.

H

i
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Make sure new drugs are safe
Don'’t sacrifice FDA safeguards for speed and profit

HE FEDERAL Food and Drug Ad-
Tministration bas made considerable
progress in loosening its regulatory
strings to approve new products faster to the
potential benefit of patients and consumers.
Changes in the process used to approve
cancer drugs and to provide quicker access
to drugs already approved in other countries
are among sensible reforms already imple-
mented at minimal risk to the public.

However, changes being pushed now in
Congress go tpo far, too fast. They risk the
public’s health in a mad rush to dercgulate
without due regard for the consequences.

The FDA's historic mission has been to
protect the public from dangerous drugs,
medical devices and food additives. Propos-
als in the House to shift much of that duty
to the private sector — the same sector that
profits from new products — are akin to
having the fox guard the medical hen house.

One, for instance, would shift the burden
of proof for new food additives. Instead of
manufacturers having to prove that products
are reasonably safe, the FDA would be sad-
dled with having to show that additives are
unsafe. That's a nearly impossible standard
to meet for products on which not enough
studies had yet been done.

Another proposal would take the impar-
tial FDA out of the business of doing safety
reviews for new products. Instead, the re-
views would be done by an FDA-approved
contractor to be picked by the very company
sceking the approval. '

It doesn’t take much imagination to see
the potential for chicanery and conflict of

interest there, But even assuming the private
sector is stricity scrupulous, FDA Commus.
sioner David Kessler is persuasive when cit-
ing another shurtroming.

Kessler notes that FDA workers who re-
view data about various products have a
broad base of knowiedge to draw on when
assessing a new item’s claim. For example,
he said, an FDA reviewer a few years ago
uncovered fraudulent data being used (o
push a skin cream designed to protect U.S,
soldiers from chemical attack. The FDA
specialist was able to spot the phony data
only because they were out of line with re-
sults from other products he had reviewed.

That kind of safeguard would be lost with
the congressional proposal to let indepen-
dent contractors take over the task. When
high-risk products are involved, the resulis
could be deadly.

The FDA already is further streamlining
its operations. h has begun work on pijo
projects to involve third parties in reviewing
low- and moderate-risk products. New, less
rigorous standards for testing and using can-
cer drugs were announced a few weeks ago.
And approval time for drugs bas been sig-
nificantly reduced.

Republican prodding and anti-regulatory
fervor no doubt played a part in many of
those improvements, and most make sense.

But reform can go too far. These do, and
so do some of the other efforts being
pushed by a House subcommittee on health.
Congress should heed Kessier's warnings
and let the FDA keep putting safety first
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Prescription for Disaster

Republican legislstion n Con-
gress to “reform” the Food and
Drug Admimstration would dra-
matically weaken the FDA's ability
W protect the public health, The

& oo the FDA is particulariy

pus, hecause the agency is re-
sponsible for the safety of a quar-
ter.of a1l the products in the Amer-
ican economy—especially the food
we eat and the prescription drugs
we take.

_The Republican bills would wa-
ter down requirements that guar-
antee these products are safe and
effective, They would turn over
t of the FDA’s most important
humctions to private mdustry, with
bm'h-mcm&lctsoimmm

lesg well protected. And they
would saddle the agency with so
. § oew bureaucratic require-
mepts and 30 much red tape that it
v beunable to do its job. If the
Republican proposals are esacted,
Americans can expect MLy mare
drug disasters like thalidomide and
DES, medical device fallures kke
the Dafkon shield, lethal vaccines
tike the Cutter polic wvacce,

threata to the hiood supply and even threats to
the' food supply, such as the “mad cow disease,”
witch has rocked the British beef industry.

The Republican proposals, by elminating
esseatial FDA oversight of the production of
medical products, threaten the safety of drugs,
medical devices, blood and vaccines. A minor
man change that alters the solvent
wsed to kill viruses in blood products can result
in ineffective steriliztion of the blood, risking
the tranemission of AIDS or hepatiis, A
change in the fiters used to produce vaccines
can turn a protective vaccine into 2 killer, A

| change in filters used to produce the Cutter

vaccine resutted in 200 cases of polio in

the 1950s, before the FDA required more

rigogous standards. Under the Republican hills,

the agency would no longer be permitted to

review such manufacturing changes in advance
to ensure that the public is protected.

The House thmg:ﬁF%h?mm exist-

ts for to approve
mxmmmm that can be dangerous to
public health—such as leaky surgical gloves or
faulty dizgnostic tests. In recent weeks, it was
revealed that a defective new AIDS test kit
way distributed to 2 milfion patients abroad.
Amerian consumers, however, were spared
exposure to this dangerous product.
The Senate bill gives the FDA only 90 days

to review certain new food additives,” even
though these additives can result in the mvol
untary exposure of millions of Americans to
potentially harmful substances,

The Dalkon shield, used to prevent preg-
nancy, injured 90,000 women because of 2
design flaw. This tragedy led to legislation
strengthenmg FDA oversight of medical devic-
es. The Shiley heart valve proved vulnerable to
breakage, idlling the patients. Before the valve
was withdrawn, the manufacturer proposed a
new version six times more dangerous than the
original, The FDA rejected it, but 4,000 pa-
tients received it in Europe, Under the Repub-
lican bills, the FDA's abifity to prevent such
tragedies would be seriously compromised.

The House bill would reduce standards for
approving a new use for a drug already ap-
proved for another purpose. The lower stan-
¢ard would restore the pre-1962 requirements
that brought us DES, In recent years, drugs
approved for life-threatening heart arrhythmias
were widely prescribed for mild arrhythmias,
This “off-label” use of the drug has been
estimated to have cavsed as many as 50,000
deaths.

Both the Senate and the House bills contain
an inherent and outrageous coaflict of interest.
They are designed to shift responsibility for
product approval from the independent experts

at the FDA to private businesses. The profit-
ability of these firms would depend on the fees
they attracted from the very companies whose
products they review. The Senate bill pretends
to give the FDA final approval of the decisions
of these private reviewers, but the time frames
for action are so short and the rules for
oversight so limited that the agency would be
reduced to little more than a rubber stamp,
The House bill is even more extréme, remov-
ing the FDA from certain product approvals
altogether. |

As hard as it may be to believe, another
provision in the bills would prohibit the FDA
from requiring companies to make mformation
available to patients on possible dangers of
prescription drugs. At a time whesn hospitatiza-
tions from improper use of prescription drugs
by senior citizens cost Medicare $20 billion a
vear, it is foolish to deny patients information
they need to monitor their use of medications.

The Republican bills also contain provisions
to micromanage the agency. The strategy of
the Republicans and their special interest con-
stituency is ¢lear: Set up procedures that make
it impossible for regulatory agencies to protect
the public, and then use their failures as an
excuse to dismantie them,

The assault on the FDA is fueled by a
well-funded campaign afleging that patients are
suffering because foot-dragging by the agency
is denymg them needed drugs already ap-
proved it foreign countries, Much of the fund-
mg for this campaign comes from tobacco
companies, who have thelr own reasons to
discredit the FDA. In fact, FDA drug review
time was cut by 40 percent between 1987 and
1993. Acoording to the nonpartisan congres-
sional General Accounting Office, by 1993 the
United States was reviewing drugs as fast as,
or faster than, Great Britain and other foreign
countries. Review times in the United States
have dropped even farther since.

1970 and 1992, Sﬁm‘utemm:cadm
France, Germany, Great Britain apd the Unit-
ed States that subsequently had to be with-
drawn because they were umsafe. Ouly nine
had been approved m this country, compared
with 31 in Fraace, 30 in Germany and 23 in
Great Britain, _

The FDA is not perfect, but #t is stll
renowned as one of the most effective regula-
tary agencies in the world. There is always
room for fmprovement, but the Republican
proposal is a blueprint for demolition, not
modernization, and Congress shotld reject it.

The writer is a Democratic senator jrom
Massachusetts :
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'The FDA and Shannon MeDermott

Janet McDearmott ts waging a valiant striggle
o get medication that will prevent the seizures
suffered by her daughter Shannon. But Shannon's
plight should not encourage support for a bill in
{ongresa that would force the Food snd Drug Ad-
ministration to speed up the approval process for
bew druge.

The McDermotts, who live in Marshflald, have
tried every treatment recommended by Shannon's
Snctors to relieve the seizures. The latest drug
preacribed for the 8-year-oid is Sabri, not yel ap-
aroved in the United States. Shannon's mother
must go to Canada for it.

Mre. McDermots has salso travelod to Washing-
ton, &8¢ the expense of a trade
goup. o lobby on behalf of & bill that wonld shift
the balance of regulatory power at the FDA This
measure would apply to every experimental medi-
eine, from cancer treatment to baldness cure, and
to medical devices like heart valves or prosthesea.

Under present law, the FDA is exceedingly
rareful about which drugs it qualifies for use. Be-
Yore an spplication can be accepted, medicines
wust undergo animal tests and at ledst two chinical
tnals on people. Approval for Sabril was delayed
when the first use on animals showed that it might
ctuse holea In the hrain Subsequent tegta showed
that this condition did not apply to humans.

It is reassuring that federal law demands rig-
rrous testing. The legisiation, which juat cleared
the Senate Labor Committee over the objections
o Sen. Edward Kennedy, would change the em-

phuesis of the FDA from review to In the
most fatretse cose, the FDA would have to scospt
a drug cleared by the European Union unlesa it
can state in writing why approval for the mediane
should be withheld.

Only four years ago, Congress imposed a user
fee on the drug industry. The maney s belng spent
to hire 600 additional reviewers, and approval
timea have been reduced to 1€ mortha, sormpared
with 33 months in the late 1880s

In response to pubiic pressure, the FDA has
alresdy expedited spproval of druge thast fight
AIDS and tanver. Other improvements in the pro-
cesé may well be in order, but thess are best rec-
ommandad by sn upblased group befors being econ-
sidered by : An review of
FDA procedures should be undertalosn only whe
the impact of \he user fee can be assessed.

As for Sabrll, an FDA Janoe
(YHara, says the drug counld be offered to Shannon
MceDermott on a special, individual testing beats.
Hoechst-Marion-Roussell, the manufacturer, de-
mure, saying that it wouwld ruther devots resources
to testing the drugs on large groups. Shamnon
wold not qualify for such group trials.

That decision is well within the company's
righta as a maker of medicine. Julie O’'Dell, s oom-
pany spokeswornan, says the Sabrin work shoeuld
be compieted by the end of the year apd the drug
avaflable for widespread use fn 1997, That's a long
time in the life of an 8-yesr-oid, but in matters of
drug safety, caution is better than haate.
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streamline some drug and device approval

procedures for the Food and Drug Admin-
istration was moving forward cautiously. The bill
that emerged from committee, though, is incau-
tious—loaded with last-minute changes that de-
stroy any claim to judiciousness.

An amendment by Sen. Dan Coats (R-Ind.)
seizes on and vastly expands what would have
been an FDA pilot program—an experiment
allowing companies to opt for a private third-
party route that might speed up the more oner-
ous parts of the approval process, whose results
the FDA would then look at before giving the
final sign-off. The Coats amendment turns this
into a procedure in which any manufacturer could
request the third-party review for any device,
could itself choose the private company or com-
panies to perform the review and could decide
how much to pay for it—a process that gives
huge and obvious incentives to third-party review
companies to be as fast and undémanding as
possible. And under this scheme, the chosen
outside reviewers, not the FDA, would effective-
ly have the final say. (The FDA would have to
prove harm in order to prevent a device's coming
to market, rather than, as now, the manufactur-
er’s having to prove safety.)

The idea of prodding the FDA to offer third-
party review as a road to efficiency, without
recklessly dismantling safeguards, was at least

l I NTIL RECENTLY, the Senate bill to

The FDA Legislation

THE WasHincrox Post

consistent with the stated argument from “re-
form” proponents that the purpose is not to
weaken safety protections but merely to serve
industries’ and patients’ interests better by
bringing the long, drawn-out approval process to
conclusion more quickly, Accordingly, the pilot
program would have limited the experiment to
devices classed low or moderate nisk already,
limiting the chances of danger in case the untest-
ed system proved too porous. The Senate com-
mittee, though, changed that, extending eligibi-
Iity for the third-party system to all devices—
mcluding the ones classed as high risk,

These risks aren’t exactly abstractions. Medi-
cal devices get embedded in the human body,
hold people’s bones together, are carried in the
body for years. Does anyone seriously think for a
moment that there is a public outcry for the
removal of incentives to double-check the safety
of things that shunt fluids from the human brain,
clear heart patients' veins, are buried in the skin
of people’s arms? Qr, for that matter, for the
removal of an independent check on the safety of
drugs and the food supply?

Arguments over efficiency and how best to get
the job done are legitimate, but the public inter-
est in having the FDA ride herd effectively on the
safety of these miraculous medical devices and
incredibly powerful drugs remains high. The
Senate committee add-ons don'’t sufficiently rec-
ognize or respect that fact.
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Streamlining the F.D.A., Safely

The Clinton Administration is aking it easier
for cancer patients to get promising drugs that have
not been fully tested. By loosening some of the Food
and Drug Administration's rules to accelerate ac-
cess to experimental drugs, the White House may
defuse more sweeping and dangerous reforms un-
der consideration by Congress.

The F.D.A.'s job is to insure that drugs and
medical devices are safe and effective and that food
additives are risk-free. The agency gives approval
only after lengthy clinical trials by the manufactur-
er. But many companies complain that the F.D.A. is
slow to respond, escalating costs. In addition, some
groups representing AIDS and ¢ancer patients say

-that its bureaucracy denies them faster access to
- promising remedies.

Congress, the companies and the agency are
now struggling to get drugs and medical devices to

" needy patients as quickly as possible without jeop-
"ardizing public health or sacrificing the standards
“of safety and efficacy that give consumers confi-
§ dence in F.D.A -approved products.

. The Clinton Administration proposes faster ap-
proval for cancer-fighting drugs. Previously, the
F.D.A. asked for proof that an experimental drug
would help a patient's chances for survival or
improve that patient’s quality of life. Under the new
rules, a drug can be approved based on a *'partial™

" positive response, like shrinkage of a tumor. In

addition, companies making experimental drugs

‘that have already been approved overseas can seek
permission te distribute those drugs to American

cancer patients even before the F.D.A. has given
final approval. These measures, which need no
further approval, will take effect immediately and
could apply to about 100 drugs under study.

The new initiatives are welcome but unlikety to
appease Congress, which is pressing for more
sweeping F.D.A. reform. Last month the Senate
Labor and Human Resources Committee approved
a bill sponsored by Nancy Kassebaum, Republican
of Kansas, that calls on the agency to expedite
clinical investigations of new drugs, devices and
biological products as well as breakthrough drugs
for life-threatening diseases. If the agency fails to
review most applications within six months, the
product sponsors could force it to contract with
outside experts to complete the process.

Similarly, a bill being pushed on behalf of the
House G.0.P. by James Greenwood of Pennsylvania
sets tight approval deadlines and would turn over
some F.D.A. review authority to third parties.

The F.D.A. would retain a supervisory role. But
the outside experts and "“third parties” envisioned
in both the Senate and House bills could, under the
guise of regulatory reform, lead to the privatization
of many of the F.D.A.'s functions and undermine its
role as an independent government protector of
public health.

The drive to reform the F.D.A. comes at a time
when the agency has been improving its perform-
ance. In 1994, 96 percent of new drug applications
were approved within the 12 months allotted under
current law, and the agency has been streamlining
many of its interna! procedures. Important life-
enhancing drugs and medical devices should obvi-
ously get to consumers as quickly as possibte. That
is what the Administration's new cancer drug initia-
tive aims to do. But safety and effectiveness should
not be sacrificed for efficiency. At the moment, the
Administration seems more mindful of that than
Congress.
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Don’t let Congress cripple the FDA

by JOI GRAEDONMN
and TERESA GRAEDON

Amelicans are an tmpatient people. We
hiuve @own alCUslOMee tu urslant coftec,
une-hadr phate preceswing, last (ond and
Tawss -

Uelar i imiabing. It you dan't beljeve us,
Just LY sLeppin g anto the express checkoul
lane wih more thap 13 items _

tibnssed with speed. we tend 1o forget
there kan be Nsks 1o rUshing. We see overy
Innovition as progress and rarely pause 1o
cxanyac its potential problems.

Thu- ntuy cxplaw: why the eurrent logisla-
tive pitpusals Lo ~streamline’” the Fuod and
Druw Admimsirulion seem 50 appealing,
[-:\'n'lj'um‘ waitl & auick cuiv Inr ocancer.
AlLDS Alebemier's disCuSe ang arthrilis Ia
s haste W hprry the FDA's approval
process, Congress may well hamsinng this
vnlicel ageney

We are not big fans of the FDA, We often
eribieize Lhis bureauerucy tor its insenstivi-
Lv and inflexitnlily But withoul this watch-
dog.Americuns would be al lar preater nsk
of ahury and iliness.

Fien under the current system, there are
flows A General nccountng Office study
revgaicd Wial more Lhan hall of the new
dru;» approved by the FDA are later found

People’s Pharmacy

to hive serous or even flie-threatening
runsequences Lhat did nut show ujs i the
nriginal data

IU v estimated thal more Than 100,000
Amencuans die each yoar a% & result of
prescripuon drug problemv. Tlui's the
equivalent of & 727 gioing down every day if
that many people were dying in plane
crushes, there would be an outery tor Lhe
Federal Aviation Admunisiralion w crik
down.

Preseription drug compinies ane dgris-
sively promoting Wheir peodacts dancly o
CONSUMErs i MALELUS, hirwspapners and
TV, [ addition ipgav deogs hat were ungey:
avuluble ualy hy preseription sre now sold
aver the counter Inslead of cuthing Hack un
the FDA's oversighl, this country needs
butter prutection ol the public health,

Millions of women s worried about e
unrexolved quuestion of whether iemale Lor-
mones promole breast canver. Reportx thal
Ritalin und a conunnn ingredient i laa
lives cause cancer in amimals has con-
sumers concerned And somulgmple ure
frightened about the possibility thit certain
hicod pressure pills may snereuse the ek of
heart atlacks.

WHCLRCT Conipre < viabn Lhe FTIA S qutinn
ity vensumers ars mone vulnerabie loday
than vwver belore Dactors, overwhibmed
with paperework huve g hard Ume Staying
vurrenl on poweriul rew drugs Fhurmu-
cisls are belng stretehed to thesr limils. and
managed care 15 atfecting everyone.

As vager a5 we Wl arv 1o have new and
bulter trestmenis. cutting back un drug
testing and speeding FDA review may not
iprove health overall

Q: My hucband has been on Mevacor for
years 1o Juwer hus cholesterel We read that
this drug causes canfer w ainnials. bs there
any danger?

A: We wish we knew. An article «n the
Juournal of the American Medical Axsnoia-
ton v 279, p 55 600 noled Lhat lovasttn
1Mevacors and relstid deugs product ta
mairs in radents. Whether s i~ a prablem
[rr humans remeans contivversiar Tre
FDA does ngt hive o guod syslem Lo
vvatualing sueh long-term risks

Joe Graedon s a pharmacologis! Terasa
Graedon holas a dogtorale n mudCal an-
thropolagy and 5 a nuinhan gxpen The Pno.
ple's Prarmacy with Joe anda {aresa Giaedon
S @ call+n show syndicated 1o many puhlc
fago stalons

King Foatures Syndicats
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EDITORIAL . .. -

Keep hands o
drug safety checks

Bill befors Congress would
strip sway basic protections on
rew drugs, medical devices.

Here's & ome-word reason why 1.5, Sen.
Cheistopher J. Dodd, D-Conn., thould vote
tgainst 1 rudical averhaul of the Pederal
Food znd Drug Act thalidomide.

Between 1959 and 1961, thousands of
pregnant women in Earope, where the drug
was appraved, ook it for nausca They and
Amencan women, Bking the drug ia tals,
gave birth to same 16,000 infanis with
deformitics rmii:: from legless torsos to oag
and bends attas fdiracdy to the body.

b 1962, Congress passed & law reguining
that cormpenics prove druge are safe end
efTective before being sold fn e United
Statea I1'g hard to imagine such a hagic hezlth
protecton being sin TWRY,

Howover, & bill before the Senate’s Labor
and Human Resources Committes on which
Dodd sity, would do just that Drugs siready
apgroved in Burope. a5 was tbehidamide,
would be approved for use here if the Food
gngd Drag ninistration did not moees
strimgent review deadlines.

The possitiiity of snother thalidomide
baby ragedy is {ust onc of the hamific
posubilities rojsed by g bilk

In 1976, Congress agnin expanded the
FDA's autharity to regulate medical devices
afier enother medicat disaster the Dalkon
Shield. Bafore the birth control device was
withdrawry, thoysands of women were left
infernis and an escmaicd 15 dicd of mjunes it

caused

Agwn, protection from a similer
calasaDphe woild > ctnipped away by the
pending legisiaven o an FA review st
spoedy enou i,

. Troas bl would 2lso end the FDACS
approving mmedicinzs Tor specific uses.

ewever, & drug that is safe for ane use
may not be safe for another,

. “Ihis legisiation is deliberately dastryctve
of basic medical safeguards. It demands cuts
1w cumre taken for reviews by u third Bue, it
offers no exoa mooey for swaff w0 do the
reviews effectively, .

While the FDA review process has been
la.gga:d, Congress solved much of the problem
watn 1992 legisiaion that has let the FOA
work with phermizeuteal companies to speed
feviews. Ten yesss ago, Wt took neany thiee
yeary for FDA schon. Now, most new drugs
are oproved within {2 months.

In recent years, te FDA has actually
g:n’c\fed oew drugs more quickly than

rmany vt Treat Doatn, Punther, the FDA
bas g fer bener salely tecord. Between 1970
wd 1992, oni? mne drugs were withdrawn
becanse of salecy reascns io the United Stases,
In Great Brimin 22 danpgerous drugs had to
be taken off the markst in G=rmany, 30. The
most serions side effects of the withdrawn
drags were deatt, paralysis, heart anacks and
lLiver damage.

_ The FDA's ypeed and proeediures can nae
izg-_ovm:.m, Zul e stemative io tis s

g i3t of 2 medicas re®l of
usnecessery death und tagecy,

IR TI
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Rushing drugs to market

H the FDA speeds approval,
mistakes are more likely.

he nation's drug companies invest

fortunes In resea new .

and every day that the Food and

Drug Administration delays approval of

mar the drugs, {t causes the maketrs
1o lose big bucks.

1t sino saves lives. But that gets Little az-

rentiot. .

" A bl in the Senate would speed up the
approval process, foreing the FDA to meet
tighter deadlines, {f the FDA missed the
deadiine on a drug already approved for
une in Burape, use here would be approved
by default. Because European standards
are not as {ough as the FDA'R, that couid be
dangeroua. Thirty years ago, thalidomide
wis approved here on an cxperimental
basis after approval in Britgin, A few pad
an agoniring price in birth deformities,

The Senate bill would enable “off.label™
une of any drug for a purpose other than
that for'which it was developed and ap-
praved, cven if tho off-label use had not
been tosted. In the late 1980s, two drugs
approved {or treatment of abnormal heart-
bLeaty began to be routinely prescribed for
mlider heart probiems, based on the as-

sumption it was aafe, although the FDA
had not completed testing for such use.
What the agency discovered was that use
of the druga for the “off-label” conditlon
doubled Lthe patient’s risk of dying.

Thae FDA apeeded ity drug-approval
proceds markedly in recent years. But
there are lnits, rooted in safety. The sgen-
cy is already approving drugs for ife-
threatening aiitments in less time than the
bill wouid require. But an unending push
for more speod cin be satsfied only at the
expense of care, "One of these days,” said
FDA Commissiorer David Kessler, “we are
gong Lo make a mistake.”

The bill poses the FDA g9 the nationzlen-
emy, pittad agzirst the best intorests of the
drug firmas and the il In tuth, FDA s a
national guardizn, protecting the public
from the consequences of unduce haste,

The speed-up bill, sponsored by Kansas
Republican Nacy Kassebaum, is up for 3
vote Thursday in the Senate Committes on
Labor and Humen Resources. lowe's Sena-
tor Tom Harkdn is & committee member, He
snd his colleagucs shouid vete "no.”

ooz
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. Y F YOU'VE heard the ideclogical fervor with
-+ § which anti-regulatory types habitually attack
A the Food and Drug Administration, you might
be surprised at the sorts of issues that are
" occupying the warring sides on FDA “reform”
" legislation in the Senate. The bill, sponsored by
" Sen. Nancy Kassebaum (R-Kan.), has little in
... common with the plans that came out of Speaker
. Newt Gingrich’s Progress and Freedom Founda-
tion or the Heritage Foundation last year. Those
- groups regard the FDA as a particularly noxious
and burdensome example of regulatory excess,
" and their visions include stripping or pnvatzing
the FDA’s enforcement powers or eliminating
the requirement that a drug be “efficacious” as
well as “safe” in order to go on the market.

None of these approaches got the support of
the mainstream pharmaceutical industry, which
relies on the FDA and gleans both legal and
marketing advantages from its stamp of approval
both here and abroad. What the drug comparnies,
the medical-device companies and the young
biotechnology industry wanted was to prod the

. agency out of longstanding habits of bureaucratic

. backlog, foot-dragping and unnecessary paper-
work. The Kassebaum bill does this by a2 compli-
cated system of deadlines, structural changes and

INDEPENBENT NEWSPAPER

Prodding the FDA

“hammers™—points in the development process
at which the FDA would have to approve or
disapprove a drug or explain why it hadn’t acted.
As it happens, these are areas where the FDA
has itself made stndes, with agency head Dawd
Kessler mstituting reforms to reduce backlogs
Aand bottlenecks,

"~ The Hill fight turns out to be mostly about

whether this is happening fast enough, how much
further and faster it can safely be pushed and
who—FDA or Congress—should have final say
over its shape. Parts of the bill are designed 1o
speed up the progress of big drug tnals and
reduce the time needed to file certain kinds of
applcauons, The questions here are simple sai-
entific ones; What is the optimum setup for a big
drug trial involving 4,000 coliege students? Can
that number be safely cut to 1,500 students?

It may very well be, as the drug companes
complain, that vears of FDA caution have “barna-
cled” the process till a push like this was needed
to get things mowving faster. But aside from the
motivational qualities of the threat of legisiation.
you've got to wonder whether these are ques-
tions best settled by a legistative body contaning,
on the Senate side at least, exactly one doctor.
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Go Slow. on ED.A. Refdrms

Americans who remember the thalidomide dis-
aster in England 35 years ago, when many mothers
whoe had taken the drug had babies with serious
birth defects, were gratefui that the Food and Drug
Administration kept it off the market in this coun-
try. But now the F.D A has come under fire for
taking too long 10 approve drugs and medical de-
vices. Congress is considering legislation that is
designed o speed things up, but that may go too far
in loosening regulatory safeguards.

The F.D A. aims te insure that drugs and medi-
cal devices are safe and effective and that food
additives are safe. Companies applying for approv-
al of new drugs and devices submit their research
data to the F.D.A., which assembles expert advisory
commuliees to help determine whether the safety
and efficacy standard has been met.

But over the years there have been complaints
that the agency's regulatory machinery grinds far
toc slowly. Many companies that manulacture
drugs and medical devices complain that the pro-
cess often takes years. Some patients with serious
or terminal diseases like cancer or AIDS have been

frusirated by agENCy rules that prevent them from ,;

Irying experimenial drugs

Senator Nancy Kassebaum, Republican of Kan-
sas, recently introduced legislation designed 1o ease
the rules. Her proposal would set a deadline of four
months for the review of breakthrough drugs, down
from the present six months. It would cut approval
time for all other drugs from 12 to 6 months. In
addition, the proposed bill would allow approval of
medical devices on the basis of less rigorous re-
search than is now required.

If the agency fails to meet the specific review
times, 8 company could still markel its product on
the basis of approval by the European Union. That's
a return to the days befare the agency was required
by a 1962 law to make an affirmatve linding of
safely and nol just rely on the testing of others.

Dr. David Kessier, the F.D.A. Commissioner,
insists that internal management reforms have
already brought good results. Approval time for
new drug applications was reduced from an aver.
age of 33 months in 1987 to 19 months in 1992, In 1994,
8¢ percent of new drug applications were acted on
within the allotted 12 months. With the F.DA
already making good progress, Congress should be
wary of pressing it to move oo Yast in approving
new drugs. Haste could prove hazardous.
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Sugar-Coating a Bitter Pill

Sweet Talk Aside, the GOP and the Pharmaceutical Industry Want to

By Thomas J. Moore

ing the Food and Drug Admunistration.” Patients

are promused they will get new drugs more quickly,
Hidden behind this slick sales pitch is the most frightening
effort to roll back drug safety and efficacy laws since fed-
eral regulation began in 1906.

With Senate Repubiicans promising floor action as early
as next month, this legslative blitz may succeed before a
broader public realizes what's at risk. On Wednesday the
Senate Labor Committee meets to mark up its bill. While
described in some press accounts as “moderate,” it would
achieve an unprecedented cutback in drug testing re-
quirements. The House Commerce Committee—whose
chairman is highly critical of the FDA—has promised to

get a bill 1o the Noor promptly. The Pharmaceutical Re-
search and Manufacturers Associatuon and its alles al-
ready have a major lobbving campaign in high gear. It fea-
tures ads attacking the FDA, a letter-writing effort and
the usual generous campaign contributions. Industry lob-
byists are even rounding up patients dving of serous dis-
eases or thetr relatives and flving them to Washington to
plead with key members of Cangress.

lndeed, why do we nsist on a powerful FDA that re-
quires elaborate clinical testing of each new drug that can
take 10 years to complete and a vear to evaluate? Why
not let medical researchers, doctors and patients make
_the judgments about drugs with minimutn government in-
Lerference? We test because prescription drugs regularly
cause the most painful injuries imaginable—hideous birth
delects, irreversible bran damage, life-long addiction and
thousands of preventable deaths.

Other damage 15 less severe but more widespread. For
example, 20 of the 200 most commonly prescribed drugs
cause sexual disfunction. Two of the most widely used

THE DRUG industry and its allies call it “streamliin-
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Cripple Safety Testing

classes of drugs—beta-biockers and
benzadiazepine tranquilizers—unpair
Judgment and the ability to think clear-
ly. Painkillers, including aspirin, cause
thousands of hospitalizmbions each vear
for perforated ulcers or internal bleed-
ing.

aving recently studied the toli

of death and injury from pre-

scription dnigs under existing
law, I shudder at proposals to weaken
an already inadequate system. Based
on ray research, I estimate that each
year prescription drugs mjure ahout 5
million Americans enough to require
medical treatment. Another 1 mubon
are injured so severely they reguire
hospitalization. Deaths could be
100,000 or more. Overall, you are 10
tmes more likely to be severely in-
Jured by a prescribed drug than in an
automobile accident.
~ These figures have ta be approxima-
uons because there is no systematic
meatonng of the adverse effects of
drugs. In most states, you nusl repor
an auto accident with a {ew hundred

dollars damage. But when a prescrip-
tion drug Is suspected of causing death
or sEnous injury, neither doctors nor
hospitals have any legal oblgabon (o
report it. [n one famous study of Rhode
liland doctors, only 55 of 27 000 sig-
nificant adverse drug reactions be-
lieved to have occurred in one year
were ever reported. Thjuries occur
when anything goes wrong in the com-
plex system that requres thorough
clinical testing, intensive FDA review,
effective post-market surveillance,
alert physicians and knowledgeable pa-
tients, But withowl adequale clinical
testing the whole system is cTippied
from the start.

Thousands of lves are also at nsk
when drugs that the FDA-appraved for
ane medical condition beente widely
prescribed for another. This is called
“ofi-label” use, and two Senate bills be-
ing championed by the industry would
encourage still more of this practice.
Such off-label use helped create the na-
ton's worst drug disaster.

A family of drugs that were FDA ap-
proved for life-threatening heart
rhythin disturbances were widely pre-

scried for patients with mild lrregular
heart beats, In 1989, 4 government-
sponsored clincal toal proved conclu-
sively that two of these drugs killed 6
percent of the heart patients who took
them in Just one vear's tine. That
would mean an estitnated 50,000
deaths among similar patients taking
all brands of these drugs in st a few
yedr's time—a death toll comparable
to U5, losses in the Vietnam War.

Another loophole n exsting law Al
lows drugs to be sold for long-tenn use
without long-tern clinical testing. The
most frequentlv prescribed drug today
1s conjugated estrogen, a hormone that
women take after menopause. Last
year a large—but not definitive—epi-
dermuological study showed that takuig
estrogen increased the risk of breast
cancer, On the other hand, another
study—also nol definitive—suggested
estrogen may cut the risk of death
from heart disease, Here is a drug on
sale for decades to mullions of peopie
and generatuig hundreds of millons of
dollars i revenue every year, But be-
cause evett now we haven't done the
proper cinical studies—costing a frac
tion of those sajes—we don't know
whether 1t is harmiful or beneficial over
the long tenmn.

Even more lives are at stake it sew
gliestons about the sadety of coician

channel blockers—a family of heart
drugs tiken to lower bluod pressure
and prevent chest pans. They are tan-
en dally by 7 millon Americans. Last
year three studies appeared in peer-re-
viewed medical journals suggestiang
that some—or possibh al—af these
agents may cause heart sttacks nstesd
of preventing them. The evidence per-
suaded an expert panel at the Nabanal
Institutes of Health to 1ssue an unusual
warming, saying the safetv of all cals-
um channe! blockers was “unclear” and
urging doctors to avoid one of them.
short-acting nifedipine (sold as Procar-
dia and Adalat). It doesn't do us any
good to get new drugs quickly of we
can't tell their effects.

r l Y he experience with Frozac, Paxil
and other anti-depreasan's
shows that even whent a diog

proves betelichd, we also need to take

4 careful measure of its adverse el

fects. Talk to patents who are taking

these popular drugs and vou wil! ofter
get pasaionate testmonials about Che
benefits. But you will also hear the sor-
row of those who say thev've lost their
interest in sex. At last official count,
there were 242 different adverse el-
fects of Prozac, including 39 separate
problenis related to genital or urinary
systenis. About 1in 5 peaple who take

Prozac experience an adverse effect.

All this explains why clinical testing
is 50 essential, but not why it iz s0 ex-
pensive or needs 1o take $o long. Dk
spite its aura of high-tech wizardry,
drug research remains a hit-or-miss
game where researchers grope in the
dark, wrestling with immenzely com-
plex biological systems that no one yet
understands. This is one reason why

40 perceat of drugs that enter human

testing fail to win FDA appreval, “ireg




development is like watching people
who learned how 1o make a transistor
but don't vet know how a radi_o work;,
notes expenmental pathciogist Chris-
tian Haudenschuld, Biologicaj ignorance
is an argument for more drug tesong
not for less.

Escalating costs of drug develop-
ment is often used to justfy less test-

TR T

wg. A Tofts Uiversity study estunat-
ed It costs 3291 million to bring a new
drug 1o market—and the industry
clums it costs even more. But the
amount spent on the actual human and
fong-term antmal tests is less than 316
gulbion, Where did the rest go? To est
the other nine drugs that didn't make
1t, to ongoing research and to the nter-
est costs of the money over the full pe
ried.

Costs are also driven up by dnig
companies scrambling 1o copy some-
one else’s winner. There are currently
in development 127 drugs that work
on the same mechanisms as Prozac or
Elavil. Mast w1l never make it to mar-
ket, but they will help run up the re-
search bill. And finally, testing is so ex-
pensive because the effects of many
popular drugs are so small that it takes
observing thousands of people for sev-
eral years 1o detect any measurable ef-
fect. Cholesterol-lowering drugs are
the classic example. Look at the evi-
dence from the chirucal trial of Prava-
col, one of the most effective: Among
the 3.307 people who took 1t for five
years, there were 74 fewer heart at-
tacks and deaths. Those promoting the
drug can say correctly that 1t reduces
the risk of death or heart attack by 31

percent. But of every 1,000 persons
who take Pravacol for one vear, 995
get no benefit. To produce just this e-
dence wwvolved screeming 81,000 pe-
tients, took more than five years and
cost mullions. _

With the health of milbons of peopie
at stake, certifving that a drug is safe
and effective is one of the most difficult
and comnplex scientific judgments made
n our society, Not only do we need
rigorous clinical studies, we also need
an expert and impartial FDA to judge
them. If the final tests of a drug show
tel-tale sipns that it might be danger-
ous, | want an agency smart and tough
enough to stand up to a powerful phar-
maceutical gant with milbons already
mvested.

In the User Fee Act of 1992, Con-
gress showed that we can indeed
speed drugs to patients without cuftting
corners on safety and clinical testing,.
Using fees collected from industry, the
FDA has hired more experts to review
drugs—which are now being approved
n about half the time it took in 1987.
But much still remains to be done,

We need @ coherent program to re-
duce the hundreds of thousands of pre-
ventable deaths and severe injunes
from drugs. The whole system needs
an impartial oversight agency modeled
on the National Transportation Safety
Board. We need expert panels to iden-
tify the drug studies that are too ex-
pensive—or not potentially profitable
enough—{or a drug cornpany to under-
take. We need to Ox the information
system that buries doctors under an
avalanche of often biased and unneces-
sarlly complicated data while depriving
patients of basic facts about the drugs
they take. Prescription drugs reman
the biggest commercial source of acci-
dental injury and death for which there
is little or ne hope of compensation.

Congress is now heading in the
wrong direction. We should encourage
drug companies to do more testing and
less marketing, not enact a law that
wouldd achieve the reverse.

The Washington Post

Sundav, March
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Thomas Moore is a senior fellow ai the Center for Health

Policy Research at George Washington University and the

author of "Deadly Medicine: Why Tens of Thousands of
Heart Patients Died in America’s Worst Drug Disaster.”
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Allison M. Zieve
And Sidney M. Wolfe

Don’t Weaken
The FDA Laws

In his Feb. 1 op-ed piece, “Keeping Doctors
Up to Date on Drugs,” Sen. Bill Frist tries to

- gell the public oo a dangerous idea. He wants to
" remove the 34-year-old ban that ensures that

drug companies do proper testing before they
promote a drug or medical device for a particu-

" lar medical use. The proposal touted by Frist—
" that drug and medical-device companies be

permitted to promote their products for uses

- never approved by the FDA-—strikes at the

beart of the processes used to ensure that
drugs and medical devices are safe and effec-
tive. Not surprisingly, the drug and medical
device industries have been pushing this idea

" for some time.

. Referring to *FDA-2pproved products,” Frist
mismderstands the federal drug- and device-

. approval systems, The approval processes do

‘bt evaluate the safety and effectiveness of a

. product in general, but only for a specified use.

_The FDA weighs the benefits of that use

against the risks to determine if, on balance,
doctors should be prescribing it for that partic-
ular purpose. Manufacturers are permitted to
promote and advertise their products only for

- approved uses—those uses that have been

evaluateqd for safety and effectiveness.
Experimenting with an unapproved (off-lz-

" bel) use exposes patients to unknown risks,

usuzlly without their consent or knewledge. A

- few years ago, thousands of physicians pre-
- scribed Tambocor and Enkaid to treat patients

Taking Exception

with mild irregular heartbeats—an off-label use
of 2 drug intended for life-threatening heart
conditions. The doctors and drug companies
hoped these drugs would prevent cardiac ar-
rest. They were proven tragically wrong when
a study funded by the National lostitutes of
Health discovered that the drugs frequently
caused cardiac arrest in recent heart attack
survivors. The death toll—measured in thou-
sands—would have been even higher if the

_ compames had been free to promote the drugs

even more aggressively for this off-label use, as

- Frist advocates.

Frist also errs 'in suggesting that prohibiting

.- spansors from dissemirating informatica about
" unapproved uses suppresses discussion or pub-

Yeation in jowrnals of studies concerning off-label

- uses. In fact, the FDA's policy ensures that such

discussiont is objective and honest, untainted by
the economic self-interest of a mamudfacturer
seeking to expand its product’s market. Under
the FDA's recent draft policy statement. phys:-

- ¢dans are free to attend seminars on off-label

uses and to publish and read articles on such
uses. The product's manufacturer, however, can-
pot be involved in preparing, financing the dis-
semination of, or dissemunating the matenal.

Tc permit written promotion of unap

. proved—unciuding specifically disapproved—

uses would be 10 pay mere lipservice to

' existing product-approval requirements and the

clear intent of previous Congresses to protect

. the public from dangerous and unproven drugs

and devices. Adoption of Frist's proposal would
quickly halt much of the expensive climcal

- testing of unapproved uses needed to ensure

safety. What corporation would invest millions

" of dollars in safety testing that mught detect

serious problems with its product when promo-
tion for unapproved uses offers a faster, cheap-
€r route to increased sales?

Finally, Frist states that a busy physiGan

may not have time to seek out the latest
information on all drug uses, apparently refer-
ring to unapproved drug uses. Yet he wants to
relax the restrictions on off-labe! promotion
because, he says, physicians should be trusted
*to sort out” the information op unapproved
uses. Senator, you cannot have it both ways. If
physicians do not have time to seek out the
latest information and are dependent op manu-
facturers sending thern material on unapproved
uses, manufacturers are likely to monopolize
the information flow to physicians. Thus, these
busy doctors will not see the complete story on
the new use but only the information haod-
picked by the manufacturers to increase their
products’ sales.
" In short, the purpose of the approval pro-
cesses is to prevent doctors and their patients
from being muisled by unproven health claims.
No system of after-the-fact enforcement would
be adequate to that task. When an unproven
assertion of safety and effectiveness is made
and relied on, the resulting injury is often
mreparable. Qur strong pre-market approval
system is essential to protect our health and
safety. The proposal Frist advocates threatens
that system.

Allison M. Zieve (s an aftorney with Public
Citizen Litigation Group. Sidney M. Wolfe 1s
a physician with Public Cttizen's Health
Research Group.
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The Washington Post
Next Round on the FDA

DRUMBEAT continues for what's being
clled “Yeform” of the Food and Drug Adminis-
, A tration. Sen. Nancy Kassebaum (R-Kan) intro-
duced 3 bl i0 December that wonild push the FDA

eventally 3 fair amount of bureauratic slowdown at
the ¥DA. This brought the agency under attack from
AIDS activiets in the 1980s and the vice presidential
govermment-refvention mitiative m the 1990s.
Between them, these two attacks have caused the
penduhion to swing 2 coosiderahle way back The

former sought and eventally got fast
geroas, affered hope to the dymg. A General Account-
all but eltminated its badklog and cut approval times by
as much as half, in krge measure because of 2 1992
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“USA TODAY hopes to David Mazzarella
serve as a forum for bet- Editor
ter understanding and Karen Jurgensen
unity 1o help make the Editor of the
USA truly one nation.” Editorial Page
—Alien H. Neuharth Thomas Curley
Founder, Sept. 15, 1982 President and Publisher

m Easing regulation of
prescription drugs
isn’t the lifesaver the drug mear-
chants claim.

Hot on the heels of legislation recently
introduced in Congress, the nation’s $55.5-
billion pharmaceutical industry is angling
behind every closed door it can find to ease
controls on the marketing of prescription
drugs. If it succeeds, more Americans will
be mismedicated; more will suffer unfore-
seen side effects; and more will die.

Brefly, drug makers want the right to tell
doctors about studies that support “off-la-
bel” use of their products — uses not ap-
proved by the Food and Drug Administra-
tion. Experience says such studies can be
flawed. And such uses can be dangerous:

» Flecainide and encainide, two drugs
approved for spectfic types of abnormal
heartbeats, were routinely prescnibed for
other heart problems in the late 1980s —
unitd follow-on research indicated that such
use more than doubled the nisk of death.

» Centoxin, a drug engineered to fight
septic infection, had to be yanked off the
market iy Europe. The FDA decided that
the first clinical trials were insufficient, and
2 second set found many more patient
deaths than predicted.

» Clonidine, an adult high blood pres-
sure medicine, was prescribed off-label
more than 200,000 times in 1594 o treat
children with atiention deficit disorders.
Now, research has uncovered severe side

Today’s debate: REGULATING DRUGS

Rx for disaster: Peddling
drugs for unapproved uses

effects and a handful of deaths.

Why risk more of the same?

Physicians are already free to prescribe
for off-label uses; half the 2.1 billion pre-
scriptions written each year are such. With-
in existing limits, most doctors can judge

. the benefits and risks of off-label uses.

But giving drug makers carte blanche 1o
market their products for unapproved uses
will swamp doctors with inadequate stud-
ies. Who should the public depend upon:
the FDA and its objective mission to evalu-
ate new drugs, or the companies that have
wagered millions developing those drugs?

if drug companies can sell drugs based
on studies of their choice, they have no rea-
son to seek FDA approval for any use ex-
cept the narrowest, easiest ones. That done,
it would be simple 10 market the drug for
another, more dangerous use.

Drug industry briefing papers say that
“pharmaceutical companies . .. are in the
best position to provide current, scientifi-
cally accurate information about {their)
products.” Maybe, but that's a handy pre-
scription itself — for conflict of interest,

The mndustry also says that seeking FDA
approval for every use is time-consuming
and costly. Reforms are in order, but off-
iabel marketing doesn’t repair the FDA; it
just destroys the agency’s quality controls.

There are many reasons why this idea,
now in the formative stages in Congress,
should be snuffed out It undermines drug
safety and endangers consumers. It aiso
means lower costs for makers, who would
spend {ess on trials and studies. But who do
you think will pay that price?
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In defence of the FDA

The US Food and Drug Adminisaaten (FDA) has
a massive remit and is a huge organisation. It
regulates 25 cents of every dollar spent by the
American consumer, or about $1 trillion worth of
goods and services annually, To do that FDA
employs over 8000 people and has a budget of §1
billion. The agency’s regulatory and enforcement
successes are too much for the anu-governmenrt
minjons. For example, the speaker of the US House
of Representauves, Newt Gingrich, has accused the
FDA of “Sialinist” tactics and has called its
comrussioner, David Kessler, “a thug and a bully™.
®rong.

¥essler has managed to speed a government
bureaucracy in the right direction. The perennial
complaint that new-drug approval takes o0 long is
now oputdated. Since passage of the Prescription
Drug User Free Act of 1992, median approval time
for new drug applicaucns has fallen from 27 months
i 1992 o 19 moenths i 1994, Alendronate
was approved in 6 months (see p 1028). For
applications handied through the user fees process
(not all are), the 1994 median was 13% months. A
backlog of nearly 700 drugs awainng FDA action in
1992 has been cut 10 zere, night on schedule, And
the improved performance extends to genernic drugs,
biological agents, and medical devices. An
automated cervical-screening system was approved
in just 7 months (see p 1029), .

Not content with or perhaps frustrated by this
unpressive record, FDA cntics have stooped to
irresponsibility.  One  Congressman  recently
announced that “2888 Amencans have died
needlessly because the FDA took too iong to
approve the coropary stent”. A conservative lobby
group has bought newspaper space 1o proclaim “If a
murderer kills you, 1t's homicide. If a drunk driver
kills vou, it's manslaughter. If the FDA kills you, it’s
just being cautious”. The advertisement continues:
“dunng the seven years it took to approve tacrnne,
thousands of Alzheimer’s patients gradually lost
thewr memories . . . 14 000 heart-attack vicums so
far have died who could have been saved by the
cardiac-pump during the two years the FDA has
delaved approval”. Lanmcer readers will not have
appreciated stents were uniformly successful, that

tacrine was a wonder drug, or that the pump was
such a marvellous inventon. And readers will have
seen enough drug tragedies 10 have learmned the need
for cazution. 36 drugs were withdmawn from US,
UK, German, and French markets in 1970-92; only
9 were US withdrawals,

The FDA has also been accused of slowing the
pace of drug development in the USA by prolonging
the pre-approval stages of pharmaceutical research.
However, everywhere such development is taking
more tme. World wide, the lag from synthesis to
marketing of @ new drug increased from an average
of B years in the 1970s 1o at least 12 by 1990. Of the
44 new drugs approved by the FDA in 1993/94, 17
were marketed first in the USA. Among the other
27 were 13 whose applicatons were not even filed
with the FDA unul an average of 7 years after they
were introduced in another country. Indeed, the
greener grass ciaimed to be growing in Europe
seemns less fertile to those who do business there.
European pharmaceutical and  biotechnology
companies are pouring money into the USA.

Perhaps FDA cridcs would be silenced if other
public health agencies—such as the Centers for
Disease Control and Prevention—rtook up the slack
of enforcemeni. The reforms that the FDA is
making are streamlining drug development and
approval; some of the more punitive measures that
the industry finds burdensome are being lifted; and
resiricuons on minor drug manuvfactunng changes
that pose no threat to public health are being eased.
An additional goal is to speed device approvals by
implementing user fees. And the FDA’s stand
agains{ allowing drug companies 10 promoie “off
{abel” use of their products—surely an invitation to
dangerous drug marketing—is welcome too. Much
work remains to be done. For example, the
acceptance of placebo-controlled evidence in
preference to comparator drug tnal data is a serious
flaw in the regulatory process. Yet the absurd
proposal that FDA functions be privatised needs
fierce resistance, lest public debate over what 1s
prescribed for patients be governed in privaie by the
profit-makers.
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EDITORIALS

FDA REFORM

Agency needs moderate, not massive, change

Nobody — nobody sane -— wants 1o ahnl-  protect consumers against unsafe or useless
ish the Food and Drug Administration. producls, and 1o make new medical technol-
America’s admirably safe food supply ogiesavailable as quickly as possible.

depends on the agency's work. It onsures the Haere are some reforms Congress should
safety of mlions of dollars’ worth of cosmet- support
ics, medical devices, and human and veteri- + Expand programs that allow pantients

uary mediciues. Wilhout the FDA,
snaks oil would sit slongside antihis-
tamines and bactericides on phar.
macy shelves.

Nobody, however, says the FDA

access to conditionslly approved drugs
that appear effective against serious
ilinesses.

= Conunue efforis 1o harmoniie

the drug approval process among
members of the World Trade
Organization.

* Relax some reporling
and review requirements
for slightly modified ver

sions of previously

approved drugs and
devices.

*» Create new and
appropriate standards
for judging the safety

and efficacy of medical
devices and, particularly.
tiomaterials.

. » Consider revising the
DA °the leading job- First of three parts large human clinical trial pro-
xiller in America™ ceys for new drugs tha! have

approval process cosis oo much
in time, money and frustration.
Some patient advocacy groups

doncur. Bicengineers voice
#imilar gripes about win-
fing approval for new

Walertals. Many in Con-
§ress yearn to overbaul
the agency — including
Speaker of the House
Wewi Gingrich, who has

"% Congress shouldn't baze reform on such appesred safe and effective in earlier phases

false and misleading claims. Instead, law- of lab. animal and human testing.

pakers should study how medicine has Congress should note; These are incre-
thanged in this century They must encour. mental changes not artempix 1o gut the
Ige the FDA's1nternal aitempt to streamline  agency. Americans may oot like bureaucra
drug approvals. Last, reformers must cy. but they're not enthused about unsafe
gcknowlcdge what FDA Commissioner mcdicines either. Lawmakars muat be care.
Bavid Kessler calls “the inherent tension” ful that their "cures” for the FDA don’t make
between the agency’s inlertwined goals' 1o Americans sick.

.
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End of the line in sight for FDA?

The new Republican Congress i naturally antipathetic to the US Food and Drug Administration, but radical change

will not be saslly accomplisher], which I8 just as well,

THERE arc scveral reasons why the present US Congress
distrusts the Food and Drug Administration. One is sim-
ple and ideological; the FDA is a burcaucracy, a device
for administering government regulations (on the safety
and efficacy of new medicines and medical equipment
and on the quality of foodstuffs offered for sale). It is
staffed by peopie who, of necessity, add nothing but their
sefurics and fringe bepefits to the gross domestic prod-
uct. Another reason is that the activities of the FDA most
directly affect the pharmaccutical companies chafing at
the delays berween the development of new drugs and
their arrival on the market. When the Congress returns
from its summer break, there wiil be many who will have
woken up to the fact that President Bill Clinton's new
war aguinst tobacco (see Nature 376, 535-540; 1995)
relies crucally or FDA's willingness 10 classify tobacco as
a harmfu] substance: and nicotine as a caunse of addiction.
The grumbling about FDA in the first year of the pew
Congress will become louder in the second. Even now,
there will be congressmen secking to win = littie publicity
for themselves by preparing bills that would abolish the
agency alingether.

The reality is that, a5 always, there is room for reform,
but that sbolition of FDA would compel the need to rein-
vent at teast substantial parts of it. The contentious issues
mostly arise from the procedures for licensing new drugs
for sale, by prescription or otherwise, These are the pro-
cedures that require manufacturers to spend large sums
of money on clinical trials to demonstrate both the safery
and the efficacy of the drugs they seek to have licensed.
The delays occasioned are in themselves expensive, and
may also be held to affect adversely the health of those
who might have benefited from them if early licensing
bad been allowed. Yot the nventor of 2 new kitchen gad-
get, ar 3 cleaning fluid, is not required by the preseat law
to demoanstrate the safety and efficacy of his products in
advance. If they should prove unsafc, those who suffer
damage from them tan pursue product liability suits in
the courts. [ they prove ineffectual, the market (aided no
doubt by consumer organizations) will quickly recognize
that much, whereupon sales will collapse. Why not follow
the same principles for medicines?

Safety

Whatever the logic {(and it v not strong), FPA most
severe critics must be aware that it would not carry

weight in the United States. One of the enduring legends
of the nineteenth century is that of the snake-cil sales-
men appearing regularly at country fairs, miliking credu-
lous audiences of their spare cash with promises of relief
from this or thar ailment. FDA is modern America’s
answer 1o those dubious characters. Or is part of an
answer; the gencral craving for good health, longevity
and even immortality has provided a rich market for
those offering maturally occurring vitamins and natural
oils of various kinds as recipes for continued health. The
objectiog to lerting modem synthetic meadicines find their
level in the market is that they do not exjoy the presump-
tion of safety that applies to patural products, and that
even the law of tort an product liability does not prevent
suppliers from escaping their obligations behind the pro-
tection of the bankrupcy laws. In a couatry that specifies
the safety equipment motorcar manufacturers must
embody in their products, there is no political possibility
thutl drug manufacturers would be freed from compara-
ble restraints

Efficacy

It is relevant, and ¢ven now mportant, that in the early

1960s Senator Estes Kefauver would have gone & sub-

stantial step further. lo 3 sccmingly endless series of

congressional hearings, he set out to devise & way in

which manufacturers would be discouraged fram seeking

licences for “Me-too!™ drugs by requiring that the cffica-

cy of a new drug should be demoustrated, in climeal tn-

als, 10 be superior to others on the market. In the event,

that goal would have been impracticable; evep the most
elaborate clinical trials are rarely so precise. Hut Kefau-
ver was sustained in his long campaign by a groundswell
of public opinion that is unlikely to have vanished in
three decades. Even now, the opinion that the etfective-
ness of newly licensed medicines should be demonstrated
in advance is likely to be widely shared by every congress-
man’s clestorate.

So is there nothing 1o be done to simplify the present
proccdurcs for licensing new drugs? As Republican luck
wilf have it, the opposite is the truth. Everybady (FDA
included) has learned a great desl from the special
arrangements made five years ago for the licensing of
drugs thought relevant to the treatment of AIDS; when
no proven remedies are available, the seriousness of the
conditon to be treated must moderate the standards to
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be satishied by the proof of eficacy (as distinct from safe-
ty) required of a new drug.

Two other considerations arise. First, compounds
offered as new medicines whose design is based on a
restable physivlogicsl rationale deserve an inside track —
a partial presumption of efficacy. That s already an
important issue in biotcchnology, where mwany of the
compounds wailing in the wings for approval are synthetic
versioms of naturally occurring proteins, tut the queuc will
become more clamant when more is imown of the natural
function of genes thal, it mutated forms, are linked with
important genctic diseases. If, for cxample, further study
and understanding should suggest that there is a replace-
men! therapy for Alzheimer’s disease, what formal proof
of efficacy wouid be considercd pecessary?

The second new opportumty is offered by means in
which the design of clinical mals can be made less for-
mal. ‘Meta-analysis’ is the slogan. The truth is that once
the safety of a proposcd new medicine has been estab-
lished, an assessment of its cffectiveness can be reached
by the careful gathering of data in ifs tentative use, The
outcome is neither as clean nor as decisive as that from a
regular cligical trial, but none the lems useful on that
acoount. A few exercises of thu kind might enable FDA
(end similar organizations clsewhere) further to speed up
the appraval of new drugs. The difficulty, for the radical
wing i the US Congress, is that neither of these oppor-
tunities can be enshrined in new legisiation, but must be
decided by 3 technically expert organization — one like
FDA, for example. o

Care in the community

There wilt be N0 quick answer to the Biftish govemn
ment's call for better care for the psychiatrically B,

THE Bntish government’s Department of Health has
woken up 10 a scandal that has been simmering away for
the pasi four yeans — the plain rruth that its bumane pro-
grapmne for moving people with chronic peychiatric ilness
trom lomg-stay hospitals into the community at large is not
working as intended, Last week, in the wake of two critical
reports by differently constituted 1eams of mspectors, Lke
minister at the depariment, Mr Gerald Malome, wrote to
Britain’s hosmital trusts urging them to do better, He is
right w ask. Whether he ur his sticcessors will be sarisfied
with the respomse i another matter,

That the policy of community car is enlightened is
beyord dispute. In the bad 0ld days, institutionalization
was a disease in ils own right, but in the absence of pallia-
tives of psychiatric fliness, wso a necessity of a kind. Now
that manic depression and ¢Enical depression are reason-
ably well dealt with by meuans of drugs, and even schizo-
phrtm.a is controlied by the phevothiazines and their
: denvnbves,nmkcsgoodseuscﬂmtthmeaﬁedcdshould
livé I cycumstanass comparable with those that others of
their «z» enjoy. For any government, cornmunity care wlso

T4

o —

offers potentially huge economic benefits; even psychiatmic
hospitals are expensive to dtaff and rua, while crcum-
stances usually dictaic that they should be a public expense.
So there is nothing wrong with the ambition that most of
those suffering from psychiatric diness should live in the
community rather than in huspitals. The difficuities lie 1n
the way in which the policy is curried out

When the British version of these arrangrments was

decreed in 1990, it was intended that health authorities
and the social services departments of local authoritics
should devise a joint plan for dealing with the commnunity
care of psychiatric patients in their areas. The hope was
Lthat there would also be planx for individual patients,
offering them programmes of health care, social support
and even ocrupational activity. Last week’s report of the
Department of Heslth's own Social Services inspecturate
is based on five local-autherity social services depant-
ment; it says that only one of the bive departments had
drawn op such a plan, and that even that had been
place for just over a year.

Shameful though that may seem, il is oot surprising (nor
at odds with unecdotal evidepce cmerging in the past few
years). The Health Service has becn in the throes of huge
adminisyative upheaval and is no position to scek out
extra work 1o do, while even those local authorites with
expertise in, say, the care of the elderly have not known
enough to anticipate the needs of the psychiatrically il
And among those, it is plain the people with schizophrenia
habituaMy draw the short seaw; the Department of
Health’s Clinical Standands Groip (which acts as a kind of
anditor of clinical standards) based a detailed survey of
the treatment of schizopbrenia in eleven health-service
administrative units; none was found to be unequivocally
“good”, although four approached that ranking, Others
were frankly “poor”™ in the quality of the care they pro-
vided for schizophrenia.

Extenuating drcumstacces abound. The administrative
thanges of the past few years have aot helped. The atten-
tion paid to the needs of psycitatric patients as distinet
from other claimants on public services almost nevitably
depends on the fuss that individuals make. And psychiatric
illness is still in many places a tainted kiod of disability. But
the real difficulty is the lack of adequately wrained peaple
able and willmg, to work perrpatetically, as commumity care
requires. Sadly, for the psychiatrically ill, that deficiency
will not be quicidy remedied. When they are found in suffi-
cient numbers, they will turn out to be expensive. Then the
government will be wondering whether it can afford the
extra cost, and its critica will be saying that it cannot ufford
not Lo afford it That is at Jeast a tangible difficulty. The less
tangible, and therefore the less easily remediable, is the
pevsisting suspicion of psychiatric illness vven in enlight-
encd administrations such ag the Brinsh. People with
schizophrenia, who are notoriouzly awkward customers,

are especially likely to be shortchanged. Bul wishing that
they would go away will serve no purpose. The lifctime
fuicide rate may be 15 per cent, but numbers are
constantly renewed. T
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n the earky 1960, an alert scientist at
the U5 Foothand Druy Adminisiration
kept the sleeping pill thalidomide off
the marhet it the US That proleried
unlald numbers of children from being
borr deforted in 1his country. Several
the 1 European children weren’t as
lucky

Since then, the FIDA has enjoyed a public
profile as a stalwart puarian of publc heatth
and a seourge of quatks and profiteery. That
15, unbl the pasl lew maonths.

The FDA is being allacked by polibeians
and by foupdatinns with handing from
drug cumpanivs. They inchude the Wash-
imysun Legal Foundation, the Progress
and Freedom Foundativn, the Competitive
Enterprive Instityte, and Cilizens lor a
waund Economy . Such organizations
aeeuse e FIYA of menacing Amcricans’
lives and health by hying up bencficial
Featments 10 (erminable red tape,

The must lurid charges have come in ada
Fram the Washington Legal Foundation,
Next 1o images of coffins and tombstones,

ONCEOVER |

No, the FDA is not killing people

the ads say: “1f a murderer kills you, it"s
hamicide . . . IV the FDA kills you, i's just
being cavtious . . . The probkem with
kealik care in America ki the FDDAT

The sehutiun, suggesis the Progress and
Freedom Foundation, lormed by close
political associales ol House Speaker
Newt Gingrch, is To furn most of the
F1)A's work over to privale firms. But
we have yel to see any proposal that
makes chear how 1hose companies would
be held accountable and frev of condlicts
uf interest, Some advocates would even lel
manulaciurers sell any drugs they want,
feaving customens 16 sue duclors ur
manulaciurers i the drugs did harm.

(Al 1he same time, some in Congress
have long wanted Lo make i tougher 1o
file such swits.)

The FDA, spending S900-million a year,
is a powerful agency wilh an awesome
responsibility. And il was infamous not
long age for Laking years 1o decide
whedher products gat to market. Hut the
bashing iU's now getting isn't justified.

Under Commissioner avid
Kessier, appointed by President Bush,
the F13A has accelerated s approval of
genuine breakthrough dougs. Last year, 17
uf the 22 drugs it approved were these
“prianity” compounds. For 10 of those
drugs, processed ender a pew user-ive
system, the average approval time was
cul in hall, to less than a year.

The wtency also Gres wellin internationad
comparisomns, Last year, of the world's
duzen new drugs considered Lhe mos)

Mtwch ady
Recent ads like
this suggest the
FhA's red 1ape is
hazardous io your
healih. But under
Commissignar
Diavid Kassler, the
agency has aclually
speaded up approval
ol new drugs.

nolable therapeutic advances, five were
first introduced in Lhe U 5., compared with
theee i Japant and no more than one n
any uvther country,

The FDA also seems effective st keep
ing unsale drugs off the market. Public
Citizen's Health Research Gruup recently
studied the 56 drugs withdrawn from the

muarketin the U5, England, France, and
Liermany since 1970 because of sali-ty
prablems Only oine had made it arte il
market in the D5, conpared with 23 in
England, 3 in trermany. anwd 41 in Franve.
The FDA's review priwudures have
revealed time and agaii that not ey
promising Iherapy turns out 1o work of o
be saie. The Washington Loyal Fyun
dation's achy claim thal ptaples eljend
becaust specific drugs or medica! devices
were rapped (oo lung in The review pro-
cess. Thase assertions are misleading.
The toundation claims thal ~the lives of
mure than 150,000 heart attack victims
may have been saved” if the agency had
Been faster 1o approve TPA, a drug that
dissulves blood ciots. In fact, anothir,
ahinust egually cletive drug. kina

e dutests o show the pad worked a5
chiined Last yrar, Canadian affivials
asked for the same infurmation the Fiia
hal soumht. ey coyldni gt it wilher,
anel ortdered the Sensor g off the marke.

Ehne gripe with seime valulity is that the
FUA stappeed tests of a portable heart
Tt it pumnp becagse rest subgeels
—aple whn callapsed suihlealy of
maxsivee heart attacks—couldn't, for
ibvisus reasans, pive “infurmed consent™
tr participale. Tie agency han Belatedly
prinpised vew regulations o permiit
experinaciiation with resuseilation drugs
aned vguipneat,

Thuse urpanizing the assault on the
FIA insist iluir mustives are philosopkicat,
base] e 2 belivf thal suely Huvemment

was already on Ihe market bcfﬂrt'rﬂll: Fha
even started reviewing TPA. Any ductor ar
huspital was free to use it,

The ad complains tha! the FI34 has
“obsiructed” approval of the Sensar Pad,
a silicon-blled plastic pad that supposedly
helps wamen leel breast lumps, while (he
producl was released fur sake in Canada
“in kess than 60 days.” In {act. the FTIA
kepl the product off the markel becayse
fts manufacturer was uaable or unwilling

CU needs o

Benefuciors & Lifetime Members

e is wrang_ Bul the anti. FOA
KFUURS are pedting: monwy from druy and
medicalhvicr companiss tha could prafit
from deregulation These e p 3
include Burriughs Wellvome, Eli Lilty,
Genzypte, {itaxe, Johnsan & Johnsan,
Piizer. Searle, Sienens, and Solvay. The
cutmpanies we contzcied refused o endorse
any af 1he secilic proposals being floated,
bul ssud ey are inberested in heating the
arvups weas. Une company, Merck, has
sl it opperses dismantling the 1A

arbun monoxide deleciors are essential

xafety devices im uny household with uil

af gas heat, a wondslove, o a gas range.
Bul fliey may sinmelimes do 1hetr job oo well,
suunding off when eaposed 10 luw levels of the
colurless, odorkss gas.

Tr mitigate problems thal have been blamed
an ulira-sensilive deleclors or impraper
invlallation, Underwriters Laboratones has
propused same signilicant changes to the
standards govermng 1he way the devices worl.
The vhanges, due Lo take effect neal {ctober,
wauld require:

12 Detectnrs o withstand exgxrsure to 15
parts per millian of CU for a1 beast 30 days
wilhous alarming. The corrend standard teats
anly eight haurs' exposure.

i_i A Hush nr Keset buiton on ait new
deleciors 1o lemporanly quiel the slarm, Most

Li Mon-detaled instructions, urging people
whu have na symipimins of CL) poisoning to
impediately vonact a gualified ry)

The alarm gues o, Manufacnarers remeplly
advise people Lo call 1he fire depariment.

Nuisance slanns made headfines jast winter
in Chivago, the enly majur municipality thal
requires 4 OO delecinr in naost Jwellings.
Alarmis wanded thousands of imes—muost
at bepgn levels of gas The warst nutbreak
ocvurted during 48 hours in ecember, when

218

AC-puwrned detecturs already have thal feature.

CO detectors: Are some foo sensitive?

afficials officials responded 16 some 2300 calls
durimg a temgreralure inversion— a freak
weather patiern in which atmusphenic
conditions trap pollulants from vehicle
exhausis and olher sources.

City afficials voiced particodar concem over
the sensilivity of Ftrs? Alert detectors. The
Chicaygu Nepariment of Consumer Aliairs says
the sensor in First Alerf delectors b prone
C&} buitdup wver time, which vould cause the
alarm 1o react tw even Jow kevels of the gas.

First Alert deleciors du meet Lhe VL standard.
The company & knowledges that Lhe detectors
uge I very senaitive sensor. Bul they say thar
isn't nevessarily a drawhack. since il provides
he maximuam kevel of protection,

Our 1esats last year-—and those [or a July
repart—have shown First Alert detectors to be
somewhat phow 10 respend. Bul snce they do,
they need several hours lo recover afler the air
clears. Other detertors——including the
American Sensors (35 200 we lop-rated las
year——clear themselves in 3 matler of minues,

First Alent attributed the high incidence of
alarms 1o several factors, including pourly
maintaitied frnaces and appliances, blocked
or danaged chimneys and Nues, and deteciprs
placed lons Closs by a range or fyrnace.

A a puonbwill gesture, Firgt Alent oifered re-
funcds untit Janeary 21 te Chicageanca residents
whu were unhappy with their purchase:.

CONSUMER REPORTS  APAIL 1995

video engineer

We have an opening in our
electronics department for an
experienced videa engineer.
The persun we hire must have
at leasl a bachelor's degree

in electrical engineering,

wilh 1{} or more years uf
experience in consumer-
electronies engincering and
Lesting, primarily in television -
and videq. Applicants must
have slrong wrilen and verbal
skills and be proficient in the
use of conpaters for test-

dala acquisition anid analysis.
A hobby background in
eleclronics is desirable.

The salary will be
commensurate with
vxperieice; U also offers
an excellent benefits pavhage.

To apply, phease send a
delaited résumé and salary
requirements Gy Consumers
Linion, Bux HC, 311 Trnpan
Ave. Yankers, NY, 10703,
Cunsumets Upion is an equal
upporiunity vmpluyer.

very few months in this

space, we acknowledge

vtr Benefactors &
Likvlime Members. individualy
whuse: generosity helps make
LU's work possible.

LIur newest e netactors are:
Charbes Bailey, Conn, Gladys H.
Lermenbz, Fa. F W Higgine, M,
Hay | Swhounluseen, W, Harokl A
Tuwer, Ariz. William S Warfiely, TV,
Mant. Stephen 11 Weinrolh, N Y
Marlme H Wray, N.¥. In addition,
ey Dienw-lactors wish 1o remain
ANUnY MRS,

hur newesi Liletioor Membere
ape; Jamwy Acri, Pa. Heney 5
Adamick. Mo 1'aul E. & Sherill
At Calil, Meenda & Dawnd
Andrrson. Calil. Miana B, Anderson,
Wiz Irwiin [t Auphegae, M. Mr.
& Mrs Janes 1. Aspangh, Ualy,
Mivhalas V. Angell, Wit Juseph 5.
Pedbinl N s M Yoty ks,
Viary Hinh N | Frances S Hishing,
1% Marahd 1 Buoutivear, Mies,
sl 1 Branel], MM 4ol
Willar g, €0, [Suther
vl 3 Canwhron fum,
Uitenlyn Cannphwe [,
e N Carter 4,
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Cohen, MY, Alben W Colen, Ariz,
Norma & Murray {sey, Fa
Suanne Coxtaming, L2kl Thowaa F.
Coughlin, Conn, Ur. Cafvin €.

Cuntiiogham. M.Y. Juhn Devics, N)

Thomn A Davchat. Pa. Maureen
Pane, NI Fanl W, Duke,
Washington, 174 Seymupur M.
Ebiwr, NY. Giary Eddy, Neb,
Fdward 0. Flnasar, Mich. Juhe A

Engurd. Md. Mr. & Mrs. Richand €,

Freule. Uhio. Thomas Neil Frag,
Calil. Rober! Fahrmpbruch, Moy,
Henry & Frances Fogel, 1] John F.
Foley, Calif Idean Fuhan, Chio,
Kart Cprein, Calil. CGrorge L,
Crerkey, 1, Trw. Ruben ). Gibley,
Uhin Jameq F. Gilgin, §lab. ¥,
Michele tirven, N Y. Eugens W,
Sarimm, Calif.

Mapr Wilbur A Hall, T'vx. Flwin
K HamiMun, Y1 %usan Huntin &
Hobwr1 A Mead , M- Williarm &
Haray, I David ) Huwiey, tia
Vart B Hock, Conn, M. & Me,
Adbert | Hewkbart, Cabif, Ak A
errich, Fa, Joweph M. Wikt Jr,
2. Jerry | Hedbrook, M. Wil
Houwl. Tra. Shelia I Hum, Ark.
Vhigme: Huey, Ol I B
Hawnathy, MU, Thee Jaihas Fanily,
WA Kaluh Johnsn Mich. Buben B
Juduzaam. Oliier Brey beehiasaser, NY.
Thiminan K. Joiwes, Miss Me. & Mrs
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Joel Kanter. ¥a Tie Joiin Kavaiagh_
Tek. Janw M. Kebsy, Calit Wintan
). Kemmis, Calil, | boed & Mapy
King, Ulah, frarler Kiewm, bass,
Mr. & M. Hwchard W Knupp,
W2 Hubert F. Kuuer, Ve

Arthur La Cagha |r., T,
Frotlerich Latsa, Miclh Harvy &
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Lawreacr, M) Myfing M. |2 e,
Fla Abrahani 51 Ler, Hawain
Ferdrick W. {estir, Calil, Buss
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Mark Luwenstein, Com, Williaw, £
Latz, Conn, {ldshminr | Magiera,
MU, Ui, Kennell K. Margarnis,
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James £ Massant. Waoh i &
Kehiard Malbuse, Calif Giorge w
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Jo Menler Ir, W Ray U Meper,
Arir oaeph 12 M I, Lalil,
Jaqueline Marwi. K.Y, 190 1
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Mich Maj, Diana 1 Murrie Young.
Teg Paul & Dranie: Mrwcenki, N|.
Lol IR Marray, Sl Vivian
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Michael Mo, Tex. Aurebo Nejsa,
Ml Margand O g Calil, 1
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Dismantled FDA: A bitter pill

we shouldn’t swallow

n the war against excessive federal

I regulations, the most intense battle is
being fought over the rigorous reviews by

tbe Food and Drug Administration.

FDA regulations hit close to home,
covering the processed food, drugs and
cosmetics we buy every day. Because 1.5,
standards are the world’s highest, we have the
safest food and drugs on the planet.

The effert to streamline drug approvals is
Jed by comservatives who consider the FDA an
enemy of free markets. They want to curtail
Its powers or have it privatized and contract
the review work to research companies.

“Every year, tens of thousands of
Americans die while the FDA delays approval
of drugs readily available in Europe,” says -
Citizens for a Sound Economy, a conservative
think tank.

At a congressional hearing this week,
Republican Rep. Jack Kingston of Georgia
said the FDA does more 10 impede medical
progress than to protect public health.

“You don't have a can-do attitude, you
have a can’t-do attitude,” he said, addressing

FDA Commissioner David Kessler,

That remark hit a nerve.

“You don’t think 1 want to get devices that
are important to save lives out there? Who do

¢ you think works at the FDA — (we are} real

_{

STEVE WILSON

Republic Columnist

L

imp.ovement over the previous year.

Cnitics consider that statistic misleading,
Drug companies say it takes up to 12 years
and $400 million to bring new drugs from the

| laboratory to the market. .

I have no trouble believing that the FDA's

i 9,300 employees could work more efficiently,

Many of its rules are decades old and ill-suited

| to today’s biotechnology. 1 imagine approvals

physicians who have lost real patients,”

- Kessler replied.

The agency says its average drug approval
in 1994 100k 19 months — a 21 percent

. the FDA to permit its use for a much larger

could be speeded up without significant risk.

But anyone who wants to gut the agency or
grease the review skids ought to read a chilling
new book, Deadly Medicine, by Thomas
Moore, a health-policy researcher at George
Washington University.

The book tells the story of a medication
called Tambocor, which came on the market
in 1985 as a treatment for arrhythmia
(irregular heartbeat).

The FDA studied the drug for 34 months
before approving it. Moore says the agency
initially decided to give approval only for
patients with life-threatening arrhythmia.

But its manufacturer, 3M Co., persuaded

"_ l range of heart patients, Moore claims.

. He says Tambocor and similar drugs
* produced “America’s worst medical disaster,”
accounting for some 50,000 deaths. Instead of
suppressing irregular heartbeat and preventing
heart attacks, the drugs sometimes produced
fatal heart attacks, he writes.
While the extrapolated death toll is

_ disputed, there’s no question that the drug

caused many cases of cardiac arrest.

Moore believes additional testing could
have prevented most of the deaths, a view
supported by a National Institutes of Health
study in 1989, Six percent of patients who
took the drug for more than a year died, & rate
250 percent higher than a control group
taking a placebo. FDA approval for Tambocor
was narrowed in response to that study.

Moore argues that the Tambocor
experience shows that, despite the FDA's
elaborate review process, the system is still
biased in favor of getting new drugs to market,
since all parties — manufacturers, doctors and
patients — are eager to reap the benefits.

As Congress debates whether to bust up the
FDA, it might also think about another
medicing with unforeseen effects: thalidomide.

That drug, a sedative developed in Europe
and rushed into experimental use in America,
caused severe birth defects and some deaths
when-taken by women during pregnanty. As a
result of those 1960s tragedies, the FDA
received more regulatory testh.

I'm sure the pharmaceutical industry has
valid complaints about the FDA bureaucracy.
We're not well-served when excess caution

© . keeps lifesaving medicine out of reach. .

But as more-powerful drugs with
_ more-potent side effects are being developed,
and as all facets of health care become more
dollar-driven, the need for safety assurance
today seems greater than ever.

Drug companies don't want to sell harmful
products, but neither do they want to see a
competitor beat them to market.

The FDA’s job is to check their homework
and at times put on the brakes. The agency

can be fine-tuned without being dismantled.
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Can the “Grinch” steal the FDA?

At the University of Pittsburgh School of Medicine in 1960, we started a program in clini-
cal pharmacology in the department of medicine, at the urging of Jack Myers and with the
generous support of a training grant from The National Institutes of Health (NIH). The
discipline of clinical pharmacology was then in its infancy but rapidly expanded duc to én
“explosion” of new therapies developed in the ensuing decade, many of them relaied to
my own major clinical and research interests, namely the diagnosis and treatment of hy-
pertension. Together with Dr. Robert McDonald we conducted the program for about 20
years, teaching medical students and residents the principies of drug evaluation; the appro-
priate use of potent medications; and the pathopharmacology of side effects and drug in-
teractions. We also trained 18 fellows who either went on to academic pursuits or to prac-
tice in broad areas of internal medicine.
Among our tasks in clinical pharmacology was understanding the work of the Food
Alvin P. Shapiro, M.D. and Drug Administration (FDA), the federal agency charged since 1906 with the regula-
tion of new drugs coming on the market. The purpose of the FDA is to protect consumers
from quackery and “therapeutic misadventures” and to guide healthcare providers in pre-
scribing medications, Qriginally it dealt only with interstate transfers of mislabeled drugs
and adulterated foods, but in 1938, federal regulations requiring demonstrations of safety
of new drugs were enacted after a disaster involved with a toxic preparation of sulfona-
mide. In 1962, the Kefauver-Harris amendments were added, which additionally required
evidence of efficecy—a not unreasonable request!

The process of drug acceptance is now well-outlined and does indeed take some time,
perhaps several years, but oceasionally longer from “bench to bedside™ as the drug under-
goes: animal testing; Phase [ trigls in man, usually normal volunteers, to determine bio-
logical activity and metabolism; Phase If trials in selected patients to determine dosage

range and duration;
and Phase HI trials to

. . . compare efficacy to
The ¥DA is not a political issne but a known drugs and/or
. . placebos in a controlled,
medical necessity . . . we must as often “double blind.”
ici N i ion. fashion. If these phases
physicians oppose Newt on this question i st
m— efficacy (the latter not
necessarily better than

an older drug) it can be released, but as it is broadly used, the drug may now become
subject to a Phase [V surveillance, and the FDA can then order its withdrawal if new prob-
lems appear. ‘

These regulations are now well known to phartnaceutical companies who by and

186 BULLETIN March 25, 1995



lzxge deal with them honestly and cooperatively, although
with some grumbling about the time and expense involved.
Cccasionally, consumers fret about delays, most recently
concerning drugs to treat AIDS. But the basic reason for
the regulations are to protect the consumer and guard
azainst extravagant and sometimes fraudulent claims about
n:w “wonder drugs."

All of which leaves me. as a clinical pharmacologist,
a1 internist, and & citizen, rather aghast at the pronounce-
ments of Newt Gingrich that the authority of the FDA
should be eliminated or “privatized” because its activities
are expensive and result in “restraint of trade.”'* 1 do
not sympathize with many of Newt’s suggestions o
“downsize,” but [ am particuiarly distraught by his attack
on the FDA, which has a long history of protection of the
public {e.g. the prevention of thalidomide use in the U.S.).
After all, Newt i5 8 historian and should know the back.
ground of the lews and the chaos which exisied prior to
their passage. :

Under the leadership of Dr. David Kessler (originally
s Republican appointee), the agency has upgraded itself
further in recent years and made itself more visible, and
hence perhaps more subject 10 attack by what must be a
powerful drug company lobby; I do not think Newt has
¢ame t0 this on his own. The FDA is not & political issue
but a medical necessity. If we are 10 continue the high satan-
durds of drug development in the U.S., we must as physi-
cians oppose Newt on this question.
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Needed nitpicking

Before the drug industry emasculates the FDA
remember the Thalidomude babies

By FRANK H. BOEHM. M.D

R ECENTLY certain members of

Congress have become concermed
that the Food and Drug
Administration (FDA) inhibits job

growth by being overly strict on releasing
certain drugs and technical devices to the
public.

As a result, these
- members of Congress
are trving to eliminate
the FDA and replace it
with an industrv-domi-
nated agency. Because
of this, I feel compelled
to tell an old but well
known story:
It was 1960 and the
FDA had received zn
application to market

in this country a tran- -

quilizer ealled Thalidomide Believed by
many to be a miracle drug. Thalidomide not
only induced sleep but alse had no kmown
side effects. It was a ven popular drug in
Europe and Great Britain, and its manufac-
turers. the William B. Merrill Co., wanted the
drug approved for sale in the United States.
There was one small problem. Dr. Frances
Keisev. a newly hired empiovee of the FDA
and an expert in the science of drugs. was
given the application. Dr. Kelsey was not
ratimidated by Merrills demand to speed
things up. and she certainly was no pushover.

By law, Dr. Kelsev had only 60 days to study
the Thalidomide application and render an
opinion. Only if additional information was
neeted could that time frame be extended.
Dr. Kelsev was concerned by the fact that,
while Thalidomide induced sleep in
humans, it did not do so in animals. Perhaps
there were similar differences in animals
and humans. and therefore the fact that no
birth defects were noted in animals did net
reassure her.

Dr. Kelsey was also concerned about 2 let-
ter written to a British medical journal in
which a physician noted inflammation of the
nerves of fingers in individuais who had
taken Thalidomide for an extended period of
fime. She wanted more information (rom
Merrill about similar possible fetal effects.
The Merrili Co. executives were not happy.

As later revealed. unbeknownst to the gen-
eral medical profession, tn 1959, 12 grossly
deformed babies were born throughout
Germany. This malformation was called pho-
comelia, a condition in which babies are
born without arms or legs. At the time, no
connertion. however, was made between this

extremely rare birth defect and any drug
usage.

Meanwhile. West German clinies recog-
nized that 83 cases of phocomelia had been
reported by the end of 1960. The connection
between Thalidomide and phocomelia was
finally made by a West German pediatrician
who noted that 50% of mothers interviewed
who delivered babies with this birth defect
remembered that they had taken
Thalidomide early in their pregnancy.

Physicians from Australia and Scotland
quickly confirmed this correlation and sud-
denly the Witliam S. Merrill Co. notified the
FDA that they were withdrawing their
Thalidomide application.

Unfortunately. considerable damzge had
already been done Because of Thalidomide,
10006 deformed babies were bom through-
out Europe. Fortunately. because of a
"bureaucratic nitpicker™ {as Morton Mintz of
The Washmgton Post referred to Dr. Frances
Keisey), babies born in the United States
were spared such horrors. For her work
President Kennedy gave Ur Kelsey a
Distinguished Federal Civilian Service

Awarg in 1962,

Since those Thalidomide days. the FDA
has demanded considerable proof of safety
as well as efficacy before releasing drugs
and medical devices to the public. Because
of these stringent rules and regulations out-
lined by the FDA, less drugs are withdrawn
from the market in the Unifed States
because of serious previoushy undetected
side effects than in comparable countries
such as France, Germany and the United
Kingdom.

Of 56 drugs withdrawn from the market in
these countries between the vears 1970 and
1992. 31 were withdrawn in France. %0 in
Germany. 23 in the United Kingdom and only
nine in the United States. This should indi-
cate to our politicians that the FDA is doing
its job in keeping more unpsafe drugs from
reaching the public than other similar indus-
trialized countries. It should also reassure
alt of us that the' FDA is doing its job well.

Go ahead Congress. reform medical eare.
We need it. And while vou're at it. reform and
simplify some of the FDA's truly burdensome
regulations. But for al) our sakes. let the FDA
and its emplovees like Dr. Kelsey continue
doing what they have always done best —
protecting Americans. l

{Boehm {5 professor and thrector of matematietal
medicine at Vanderbit University Me  cal Center, and
chaiman of its ethics commitiee )
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Critics of FDA Are Qut of Line

Public health is a national interest. The American peple
deserve the oversight of an agency such as the Foud and Drug
Administration.

Yet, listening tu those who challenge the wav the FUA operates
and even is necessity, a careless person might helieve the FDA is
paternalistic. bad for business—and dangerous.

While there is always room for improvement—which the FDA
contends it has been doing—FDA critics are themselves over.
zealous and. in some cases, self-serving.

The critics include an unlikely coglition of AIDS activisis,
Republican linked think tanks and public policy groups such as
the Washington Legal Foundation and Newt Gingrich’s Progress
and Freedom Foundation. They charge the FDA is overcautious in
spproving life-saving drugs and medical devices and that delays
have cost lives. They claimn the process is swifter in other nations
end, thereby. better for patients and the pharmaceutical industry.

True. there have been approval delays. But charges of deaths as
& result are ofien hyvperbole and in some cases. misrepresentation.

As the new forces in Washingten tighten their grip on a smaller,
less-restrictive vision of government, the FDA is a natural target
because of its broad involvement in many health areas However,
drugs and devices must be judged for effectiveness, not merely
harmlessness, as some attackers suggest. And ves. the process
ought to be speeded up, not simply for savings to business but to
further help those who may benefit from new medications

Yet the FDA must not be dissuaded fram its invaluable role
against fraud, quackery and outlandish claims. We have the right
to expect our government 1o act in the best interests in the health
of it¢ people. not just in the best interests of business.

The new forces in Washington must be ecautious about disman-
tling or emasculating the agency, at Jeast as long it continues its
own efforts to face new challenges successfully
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_ Gingrich & Co.’s attack on the

FDA can make anybody sick

ne of the more preposter- !

ous and yet revealing pro-

posals to surface in the
still-evolving Gingrich manifeste
is one that would tly alter if
not eliminate the federa] Food
and Drug Administration (FDA).

The FDA, among many other

duties, has the responstbility of
assuring the safety and effective-
ness of the vast array of preserip
tHon drugs used in the United
States. To ensure, for example,
that there will 110t be an incidence
in this country of the terrible ex-
perience in Europe that resulted
from use of Thalidemide, the FDA
requires exhaustive laboratory
and animal studies before any
new.drug may enter the U5, mar-
ket.

This insistence on rigorous re-
search consumes tirne — to which
many pharmaceutical firms and
patfents object. The drug houses
say that because of the delay they
are losing money, while patients
fear they are losing a cure.

It was the kind of complaint
from a constituent which first got
Rep. Newt Gingrich interested In
challenging the FDA. As spelled

out in two separate reports by two
separate reporters for the Wall
Street Journal fn late January,
his invelvernent says much about
its inspliration.

In the summer of 1983, ac-
cording to these reports, Gingrich
introduced legisiation designed to
suspend duties on several drug
components imported by Solvey
Pharmaceuticals, Inc., which is
headguartered in Gingrich's
home district. Shortly thereafter,
the company was approached by
the president of the Progress and
Freedom Foundation for & contri-
bution. About six months later,
Solvey gave $30.000 to the Foun-
dation.

The Foundation president had
been executive director of Ging-

rich's political sction commitiee,
Gopac. The Foundation is de-
scribed  as a conservative think
tank created by Gingrich assod-
ates; ita major functions are
sponsorship of his nationally tele-
vised classroom lectures and the
separate National Empowerment
Television tatk show.

The Wall Street Journal re-

ports claim that a consequence of =~

the Solvey tontribution, and a
host of similar contributions from
other mafor pharmaceutical

firmas, is that the Foundation now |

&lso has the large task of prepar-
ing proposals to revamp or re-
place the FDA

Gingrich's early explanation of
why the FDA should be elimi-
nated or radically changed was
that fts work should be taken
away from “hurcaucrats” who
were wasting time and put into
the hands of industry, which
knew how to get things done,

What that proposal chooses te
fgnore {s that once upon a time
the responsibllity belonged wholly
to the private entrepreneur. Gov-
errunent stepped in only when it
became evident that those creat-

ing products for profit, too easily
measured thelr product only in
terms of profit and not in terms of
safety or effectiveness for the con-
surner. Too many worthless, sven

harmful products were marketed.
Although business prospered,
consumers suffered.

Moreover, human nature being
what it Is, there Is every reason to
expect that if nearl, a century of

protection by the FDA was termi-
nated, the old practices wonld be
quickly resumed. In just the last
decade, & leading American man-
ufacturer of baby food discovered
& production error and was only
narrowly prevented from market-
ing bottles labeled “apple juice,”
but which contatned only sugared
water. Some (n the company pro-
tested that *“It wouldn't hurt any-
one.” but would cost the firm mil-
Uons to correct,

In this era when the botto
kne has become the sole me;r-1
surement of the success of a bus:-
ness administration — and g
cost-benefit Umitation would be
placed on regulation — consumer
protection would vanish virtually
overnight,

\ .
i his prospect fits neatly tnto
columnis{ George Will's de-
fense of "Engine™ Charlie Wilson's
declaration of forty years ago that
“What's good for General Motors,
is good for the ecountry.” Under
that definition, the business came
first while the country and ifts
- people became an afier-thought
: ';—‘h a "Itrlcl]_cilc-do?n“ reiationship,
¢ sole criteria for Togratm’s
worth would be tha?yv%]ume of
profit it ellows, .

While it may be revealing to
some how rewarding it can be to
“take care” of a constituent in this
"new” Washington scene, most
people will realize they've heard
this song before.

Most people are consumers —

and even his most indiscriminate
supporters must wonder if they
really want to lose their protec-

- tons fust so Gingrich & Co. can’
enjoy those “rewards.”

No creation of man s perfect,
and all of them can profit from
honest periedic reexamination, If
done in this case, it seems a sure
bet that more would be found in
the Food and Drug Administra-
tion to praise than to change.

In this case, however, the
agency is damned in advance.

Tem Bigler {s professor of com-
munications at Wilkes University
and a Times Leader columnist. His
column appears on Sundays and
Wednesdays., -
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Don’t hamstring the FDA

ft's afi that protects the public
from snake-oll peddlers, and worse.

t has beer more than 30 years sinoe

the thalidomide disaster. Drug manu-

facturers gssume it's g safe bet that
Americe has forgottem As 8 result, some of
themn and their adies in Congress, including
House Spegker Newti Gingrich, think it's
time onee &gain to try 1o destroy the US.
Food and Drug Administration,

The FDA is all that protects the public
trom the peddiers of sneke oll &nd worse,
In the 1880s, a single FDA officiel — Dr.
Frances Kelsey - blocked a catastrophe,
She refused to lcense US. gales of thalido
mide, a tranguilizer formulated in Germa-

ny and intended for use by women in early .

regnancy to combat nauses end insomrug,

he drug, Kelsey argued, had not besn sde-
quately checked for side effects.

Those effects were flnally noted — too
late. Thousands of babies, including 6,000
in Germany alone, were born with gross
Gelormities. Some Jacked arms or legs.

Whije Kelsey kept thelidomide off the
shelves of American drugstores, triai
semples wers sent to 1,800 US. doctors in
60 stares. Results for American children
were tragic.

Phermaceurical manufecturers grgue
that that single instance hi&s been the
FDA’s excuse for being {ar too csutious,
withholding new drugs from the market
for years guring testing. They have a
point. As one observer noted, caution will
te rewarded far more often than haste.

18y !5 vodtly to the'fmanufatiurers, be
cause the 17-year patent life of 8 drug is
ticking away while it"awalts clesrance.

Congress recognized that long ago, agdopt-
ing “patent restoration” legisiation that
puts years back on the clock o campensate
for time lost to the approval process.

While the drug mekers go through thelr
poverty rottine, Forbes Magazine's 1995
“Annual Report on American Industry”
shows drug maidng to be the most profit-
gble arm of the health industry, which in
turn lepds the fleld of 21 industria] groups
in profitability over the pust five years,
Return on equity for drugs over the five-
yea" span wis & whopping 22.8 percent.

They'd show grester profits yet, of
course, {f their congressional allies succeed
in emasculating the FDA.

Sull, the manpfacturers have ¢ point:
The guicker & worthwhile new product
gets to market, the quicker the afflicted
can benefit. Thus the approval process
should be handled 2 speedtly as possible,
giving priority to true *‘breakthrough”
drugs and drugs developed to combat bur-
geoning epidernics. That argues for o stron-
ger, better staffed and more effictent FDA.
But the industry and izs allies argue in-
stead for dismentling it.

The cempaigners are spending miltions
and thelr tactcs are crude — likening the
FDA toﬁmu:dere:-s for delaying new drug
approval. :

“These are inflammatory campaigns
meant to terrify people,” sald Sidney
Wolfe of the sdvocscy group Public Citi.
zen. And {f the campsign succeeds, con-
sumers will heve reason to be terntied.
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Taking apart the FDA

ne could guess merely from read-

ing his donor lst that House

Speaker Newt Cingrich would

tun out to be an enemy of the Food and
Drug Administration

In 1893-'W, Gingrich introduced ihm

separate bills to suspend duties on chem-

tals used by & drug company that gave

hig think tank $30,000. He alsc went to

EDITORIALS

charactarized the head of the FDA a5 “a
thug.” Ha also has called for a new agen-
¢y to regulate drugs, one that would give
fster approvel with less testing and
monltoring.

Gingrich {s joined by a nutnbet of new
right groups who are taking out ads
urging the evisceration of

'WE PONT WANT ANYONE INTERFERING WM
QUR SALES”

4A — THE NEWS-JOURNAL Tueeday, February 14, 1985

bat for the company berore the FDA.
Gingrich has dismissed the connection
43 mere constituent service for a compa-
‘hy with headquarters in his district.
™" But that 1en't all, Another drug compa-
by donated $41,690 to the Glngrich-con-
‘trolled GOPAC, or GOP Political Action
Commitiee. Pharmaceutical companies
have poured hundreds of thousands of
dollars into GOPAC.

Not surprisingly, the speaker and his
aliies have talked about weakening and
dismantling the FDA Gingrich has

the agency.

Their tone is similar to
an ad by the Washington
Legal Foundation which
says. “If a murderer kills
you, it's homicide. H a
drunk driver kills you, it's
manslaughter. If the FDA
kills you, it's just baing cau-
tious."

Whew: That's high-octane
rhetoric. But if FDA inac-
tion ran be worrisoma, an
FDA that allows dangerous
drugs on the market s
much gearler. Even though
a weak FDA would allow
fast profits for a few drug
companies, it could damagm
the market for new drugs in
the long run.

Mosat consumers take
drug ssfety for grantsd in
the current ragulatory cli-
mate,

In a deregulated market,
however, customers would
resist new drugs becauss
L. they would not have confl-
dence in thelr safety., The
result would make new
drug Mscoveries a hard gell.

Chances are Oingrich’s
new-style toothlass FDA would last only
until the next time a drug with danger-
ous side-effects [s released.

B}xt why should we allow that to hap-
pen

The FDA could stand procedural re.
forms and regulatory streamlining, but
it's doing & generally good job of keeping
dangerous products with misleading
clajims off drupstore shelves.

The U.S. Food and Drug Administrs-
tion should not be taken apart because a
few special interesis are giving big mon-
ey to Newt Inc.
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Hard to swallow

For a disturbing example of what spe-
cial-interest money can buy in Washington,
look no further than the growing effort to
dismantle the Food and Drug Administra-
tion. An unholy alliance of irresponsible
drug companies and ultraconservative polit-
ica) organizations is bankrolling a congres-
sional effort to gut the FDA's regulatory
powers. If that effort succeeds, millions of
Americans will no longer have any real
reason for confidence in the safety or effec-
tiveness of the prescription drugs, food
additives, nutritional supplements and oth-
er products they consume,

Drug companies often are frustrated by
the time it takes the FDA to test and
approve new drugs that hold the promise

- for great medical breakthroughs — and
great profits. But it is irresponsible to
siiggest, as some interest groups are now,
that Americans would be better served if
the FDA was abolished or neutered.

The FDA often is the only government
agency standing in the way of distribution of
a dangerous or ineffective drug. To take
just one horrific example, when the tran-
quilizer Thalidomide went on the market in

_ Britain in the 1960s without adequate re-

view, pregnant women who used it gave
birth to terribly deformed babies, Our gov-
ernment’s stricter review process kept

Thalidomide cut of the American market.

Those now advocating the dismantling of

the FDA should explain how American con-
sumers would be protected from the next

- Thalidomide if the practical testing of drugs

were left to the marketplace.
The FDA is a prime candidate for con-
structive reform. It has been slow to adopt

new rules to streamline the testing of drugs
to treat AIDS, some kinds of cancer and
other terminal illnesses. The agency also
has developed a habit of embroiling itself in
issues that have more to do with social
policy than protection of the nation's health.

Despite those problems, the FDA's re-
sponsible critics acknowledge that it would
be 2 terrible mistake to abolish the agency’s
central regulatory functions. “The tenets
FDA enforces, and we live by, ought to
remain in place,” Dr. Eve Slater, head of
regulatory affairs for the drug giant Merck
& Co., told the New York Times. She
supports managerial reforms at FDA but
defends the agency’s mission.

But some drug-industry interests have a
more radical agenda, and they have contrib-
uted heavily to members of Congress who
are willing to target the FDA as part of 2
broader effort to deregulate big business.
And those same companies are alsc pushing
for legislation that would serve to insulate
them from large damages in future law-
suits. If those unscrupulous interests have
their way, the victims of future drug scan-
dals will be unable to receive fair compensa-
tion in court,

The attack on the FDA is being sold as a
populist crusade, but it is anything but. This
is a scheme te make 2 few rich drug
companies even richer — even if it means
jeopardizing the health of millions of Ameri-
cans.

Before you swallow this anti-govern-
ment line, remember how much you take
the FDA's work for granted every time you
swallow 2 prescription drug.
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Dangerous Schemes
To Overhaul the FDA

' HE ZEAL FOR reduced government or even dismantle the agency are suddeniy

has turned reckless with sudden seri- being taken seriously.

ous discussion ip Washington of proo  The Health Industry Manufacturers As-
posals to weaken or abolish the federal sociation — which represents the medical-
Food and Drug Administration. device industry — is circulating a proposal
For years, drug industry representatives to “semi-privatize” the FDA by creating

have broached the idea of removing power government-<certified approval boards.
from the FDA, the agency charged with  The Gingrich-affiliated Progress and
overseeing the safety and effectiveness of Freedom Foundation, which has received
drugs, medical de- hefty contributions from pbarmaceutical
vices and food. companies, is writing a study on how to
People who They charge that turn over many FDA functions to private
lives — and profits industry, an obvious conflict of interest that

say you can — have been Jost would rob the process of supervision over
dismantle because of the life-and-death products of its independence
the FDA lengthy amount of and eliminate current FDA prohibitions

time it takes to get against interested parties being involved in
‘ s \ products approv- the regulation process.
don’t knouw ed orse still, the Competitive Enterprise

what they’re In the past, Con- Institute, whose representatives testi-
talking gress has wisely ig- fied before a House appropriations subcom-

nored the call to mittee last week seeking a cut in the FDA
about’ undermine the budget, wants to allow companies to market

agency, mindful products without FDA approval. It would
r  that the FDA — be up to doctors and patients to decide the
. while not perfect — has for almost 90 years risk.
i proved a bulwark against tainted food, FDA officials admit that the approval
i drugs that maim or kill and medical appli- process was due for reform and that there is
. ances that do more harm than good. need to speed it up. But they have peacted
| It was an FDA officer, Dr. Frances Kel- to that need. Last year, they report, overall
sey, who prevented the use in the United drug approval was faster by 21 percent and
States of thalidomide, a sleeping pill that approval of drugs containing active sub-
was widely used in Europe in the 1960s and stances never marketed in the United
that was later shown to have caused birth States was speedier by almost 50 percent.
. defects in thousands of babies. Such protec- But they are right to insist that public safe-
" tion continues, Daily, the FDA and its 8,300 ty must always be their prime concern.
doctors, inspectors and other employees Improvement is one thing. An overreac-
keep harmful products away from consum- tion that threatens the health and safety of
ers and allow life-saving ones to reach the Americans is quite another. As Charles Ed-
market. wards, FDA comrnissioger during the Nix-
But House Speaker Newt Gingrich has »n administration said recently, “People
made the FDA a target, descnbmg theagen- who suggest that you can dismantie the
cy as “the leading job-killer in America"” FDA or piecemeal its work out to other
and calling FDA Commissioner David Kes- agencies don't know what they're talking
sler a “bully and a tbug.” Proposals to trim about.” They also are dangerous.
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Don’t undermine the FDA;
it’s a needed protection

Speeding drugs to market isn’t the only concem

HERFE CAN BE a legitimate debate

over whetber the U.S. Food and Drug

Administration is too cautious — or
not cautious enough — io approving new
drugs and medical devices fof use I the
United States.

But there’s no justification for the assault
on the agency that's being launched by
right-wing groups and self-interested manu-
facturers intent on ruining it. It's an insidi-
ous campaign meant to tarnish the FDA as
2 death-dealing agency because it doesn't
rush jts approval of drugs and devices that
manufacturers are anxious to market.

One of those in the forefront of the anti-
FDA camgaip is House Speaker Newt Gib-
grich, D-Ga., who wildly calls the agency
“the Jeading job-idiller in America™ and FDA
- Commissionier David A Kessler “a bully and
a thug.” .

As it bappens, executives and lobbyists
for seven FDA-rcgulated companies are
among the top money contributors to GO-
PAC, the controversial Republican political
fund-raising arm headed by Gingrich.

Meanwhile, Gingrich's Progress and Free-
dom Foundation — so wondrously named
— is working out a proposal to privatize the
drug-approval process, an idea that should
scare every American. Another bad notion
would let any new device or drug be mar-
keted as long as it-is labeled “not FDA-ap-
proved.” Lo _

Much of the criticism stems from the
FDA’s unwillingness to approve some specif-
jc drugs and devices in use in Eurocpe.
There may indeed be examples of undue
caution by the regulators. But there are also
cases where the go-slow approach paid off.

Americans with long memories are still
thankful to the FDA for its caution in 1960
and 1961. The FDA held off approving »
tranquilizer called Thalidomide use of
its unusual chemical structure; the agency
didn't think it had been tested enough. Eu-
rope raced abead and used the drug. By late
1961, it was evident that Thalidomide had
caused terrible deformities in about 10,000
newborn children in Europe and elsewhere.
Aroericans were spared.

Gingrich is bot under the collar because
the FDA has withheld approval of a Danish
heart pump that is supposed to increase sur-
vival chances of those suffering a beart at-
tack It could have saved 14,000 lives so far,
he insists. But the FDA contends cooven-
tional CPR frovides as much benefit.

No human institution is perfect, and the
FDA is no exception. It might, for instance,
be quicker in approving drugs that could
help bring relief to people with diszases that
so far bave proven to be terminal.

Overall, however, the FDA performs a
touEb balancing act well. It must decide in
each case whether there is enough evidence
that a drug is safe and effective to ment its
sale to Americans. The ultimate buyers of
drugs and medical devices are ordinary peo-
ple who have to rely on jis unbiased judg-
ment. Public protection — not fast action to
satisfy manufacturers — must be the agen-
<y's chiel objective.

The FDA has a timetable for quickening
its pace in reviewing new drugs and devices,
but if speed is made the only criterion,
Americans are clearly at risk

Amencans should not fall for the attacks
on the FDA.
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Ahroad at Home
ANTHONY LEWIS

- Reform |

Or
Wreck?

- BOsSTON
- 1n 196¢ the Food and Drug Admin-
istration received an application to
marke! in this country a tranguilizer
called Thalidomnide, said to induce
celm and sleep with no side effects.
Described as a miracle drug, it had
been on sale i Europe for two years.
v Dr. Frances Kelsey of the F.D.A.
was given the application (o review.
Sne was cautious because Thalido-
mide had an unusual chemical struc-
ture. She asked the Merreli Compa-
ny. which wanted to market it, for
maore miormation.

Early in 196) Dr. Kelsey saw in a
British medica! journal a docior's
letter saying that patients who had
used Thalidomide for a long time
developed a nerve inflammation in
their fingers. She wondered whether
fetuses would be similarly affected if
pregnant women took the drug. She

A cautionary
tale about
weakening

the F.D.A,

asked more gQuestions,
Merreil officiais.

- Over the previous year of (wo @
mrange medical phenomenon had
gppeared in West Germany and Brit-
#n. Children were born with gro-
tesque deformities, lacking arms
#nd legs. No one knew the reason.

~ Then, in November 1961, n Ger-
man doctor traced the cause to Tha-
Hdomide Women who tock the drug
éarly in pregnancy were liable to
have deformed children. Thelido-
mide was withdrawn from the mar-
kel.

" An estimated 10,000 deformed
¢hildren were born in Europe and
elsewhers because of Thalidomide.
Bu! except for one trial distribution,
the drug was kept out of the United
Siates — Kept out by a skeptical,
determined F.D.A doctor who was
denounced, Morton Mintz of The
Washington Post wrote at the time,
as “a bureaucratic nitpicker.”

1t NewT Gingrich and his support-
ers have their way, no F.D.A_ doctor
llke Frances Kelsey will again be
able to block distribution of a drug
like Thalidomide Forthe FD.A isa
prime targe: of the radical Republi.
cans.

_ Speaker Gingrich has described
the F.D.A. as "the leading job-killer
in America' That encapsulales a
Fight-wing view that delay in approv-
ing new drugs and medical devices
is hurting American manufacturers.

Mr. Gingrich and other critics say

the agency kills not only jobs but

irritaung

pecpie. On NBC's "Meet the Press”
last month he showed a Danish car-
dio-pump that he said increased the
survival chances of heart-attack vic-
tims “by 54 percent’’ but that the
F.D.A “makes illegal.” In fact, re-
cent medical studies have shown no
more benefit from the device than
from conventional cardicpulmonary
resuscilation.

- Two weeks ago the right-wing
Washington Legal Foundation ran a
tuil-page newspaper advertisement
that called the F.D.A. a killer. It ched
the cardio-pump (saying it eould
bave saved *'14,000 lives so far') and
wther equally dubious matiers. It
said the American Heart Association
estimated that delayed approvataf a
beart defibrillator cost “'at least
1,000 lives'”; the Hear! Association
denied making such & claim and
geplored the ad.

The tone of the attacks on the
F.D A is uncommonly brutal. Speak-
er Gingrich has calied ns Commis-
sioner, David A Kessler, who was
appointed by President Bush, “a
thug.”

In all this we can see the real

“"fature of the radical Republican

strategy. The talk is of reforming
Government. The real intention is to
destroy many of ils ymporiant func.
tons.

~ Thus there are proposais Lo elimi-
nate the F.D.A,, replacing it with an
industry-dominated agency, or to
farm out the approval process to
private bodies, or io lel new drugs

and medical devices be sol@ with a
warning that they have not been
approved.
. Reform and simplification of Fed.
eral regulations are necessary,
Some have become lar too detaited
and burdensome. When Washington
iries 10 regulate minutely the prac-
tices of thousands of universities all
over this vastL country, for example,
it is as likely to do harm as pood.

But there are some things that a
¢ivilized society needs government
to do. One of them is 1o protect its
citizens from untested drugs that
may do terrible harm.

in 1962 President Kennedy gave
an award1e Dr. Kelsey of the F.DA.
for het ~'mpgh ability and steadfast
confiderce!'rip saving Americans
from the ‘Thalidomide tragedy. 1 do
not believe' that Americans really
want to retreal from that stendard
1 the age of carnival elixirs — or
WOrse, O




EXECUTIVWVE OFFICE OF T HE PRESIDENT
04-Apr-1996 05:51pm

TO: Jonathan Winer

FROM: Elizabeth E. Drye

Domestic Peolicy Council

SUBJECT: FDA, of course

In walking through FDA's new section-by-section and bill language just now, I
noticed two amendments not reflected in your memo to Sally. Both fix problems
you and FDA had w/the bill.

Section 410 -- Committee struck and replaced w/Kennedy amendment. See p. 11 of
section-by-section, pg. 60 of bill, and pg. 3 of your memo.

Section 702(c) -- Committee accepted Kennedy amendment to give FDA discretion on
what is within the "general use." See pg. 16 of section-by-section, p. 92 of
bill, and p. 5 of your memo,

Also, you might want to look at changes in Kassebaum mark to Sec. 702(d) if you
haven't already (p. 93 of bill; p. 16 of section-by-section).

Hope this is helpful. Thanks again for taking the time today to go over these
issues, and for your great suggestion to meet outside.
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&he Washington Tines

By Julle DeFaico

comes to the
{atration.
_ Underi

situation actually is i
example is a letter
O'Hara, the Asmstant Com-

missioner for Public Affairs,
mrqcentlyprintedin'l'hewgshmsm' n
€8,

. Mr. O'Hara used a recent Gener-
al Accounting Office report on med-
ical device review times to back up
approval times
ﬁ d;:ldces known as “51 O_g);';have
pped in recent years. DEW
devices, which are “substantialty
equivalent” to existing devices,
-| make up the majority of the device

his assertion that

phc-at:lon.s filed with
O'Hara quoted from the

Mr.

1994
the FDA's critics are wrong —

whole
slﬂty is that during 1989-

hmamhes,damnedliu sta-
t:lsﬁ iall ;tstn;
csrmfec y when i

Congressional
scrutiny, the FDA is facing charges
that it kills people by taking too
long to approve medical drugs and
dmom.mdbymmcnngmed:cal
mnovnt:on.'l‘beFDAl:mmpond-
ed by using dubious numbers to
backuptheagency‘sclaunthatthe'

: “For

510(k) applications submitted in a
given fiscal year, the review time
remeined stable over the 3 years
from 19890 1991, then rose sharply
in 1992 and 1993 before dropping in
- still on hold. An
In short, according mmmthe
FDA is doing a great job, and is
building on past successes. Yet all
one needs to do is turn to the next

page in the GAO report to realize
that Mr. O’Hara is not tellmg the

19’91 the median review time for
medical devices was 80-90 days. By
1993, the median time for 510(k)s
jumped 250 percent to 230 days.

tute in Washington, D.C.

Julie DeFalco 1s a policy analyst
at the Competitive Enterprise Insti-

The report mms, “Although the
median review time showed a
decline in 1994 (152 days), it
remmned than that of the ini-
tial 3 years” In short, the median
apprmml time doubled between

1989 and 199%4. -
But more reliable numbers show
that the FDA has been masking the
poor record through sta-
sleight-of-hand, in this case,
fuzzing the distinction between
and “median” to bolster its

'Ihewanisﬂ:eavmgenhset
of numbers. The median is the mid-

. dle value of a set of numbers; that is,

there are an equal number of values
on either gide of the median. “Until
recently” the GAQ report states,

reportsmwwumeamm.sof

Why the change? The GAOD
report notes, “The discrepancy
n the two measures gives
some indication of the distribution
of the review time. When the mean
is larger than the median, as in the
case of the 510(k)s. . . it indicates
that a group of apphcanons
required y reviews.” Which is
:ilcli.: the FDA has been trying to
The median can be calculated
even when some applications are
, as the GAO
report notes, “a Jarge proportion of
the appllcations have yet to be
completed.” The report points out
that as these pending applications
are reviewed, the mean will
increase.

The FDA also knows most people
will confuse the median with the
mean. Since the median is smaller
than the mean, this year’s median
time, for example, would compare
favorably with other years’ mean
times. As Robert Higgs, Research
Director at the Independent Insti-
tute in California, observes, “This is
a blatant attempt to make the FDAs

Rlerh:mancelookbetterthnnumal

&he Washington Times
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“Senate bill prods FDA

[l
1

A senior Republican senator yesterday intro-
duced a bill to speed up the Food and Drug Admin-
istration's review of new drugs and medical devices.
Sen. Nancy Landon Kassebaum of Kansas said the
FDA is required to review applications to market
new drugs and medical devices in 180 days but is

" taking an average of 570 to 649 days.

interms -
of means” Now, however, the FDA |

‘bottom line is

real regulatory delays
in tbe Umted States have increas-
ingly led US. medical device firms
either to abandon progects, or to do
rescarch and development over-
seas. No mttet;what rd'FDAdoes
to sugarcoat its record, it cannot
stop this technological exodus to
Europe. Dr. Higgs explains, “It ia
fmportant to:reme: that the
number of annual approvals now ia
less than in the 1980s because it is
80 much less promiging to even sub-
mit an application.”

Cornsider the situation of "break-

" devices — new and impor-
tant that must go
the Pre-Market Approval
rocess. PMA applications dropped
gyhalfmﬁveyears,mumlm
to 43 in 1994,

At the same time, the FDA has
grown. In 1988, the agency
approved 46 PMAs. By 1994, after
an 80 percent increase in the FDAs

" funding and 20 percent increase in |

its personnel, PMA approvals
dropped to 26. This is because the
increase in funding for the FDA
did not spur an increase in pro-
ductivity, rather, the agency divert-
ie:l resources to enforcement activ-
ties.

The FDAS policies are a public
bealth problem. The United States
lags far behind the rest of the world
in terms of access to state-of-the-art
medical equipment, and this is
directly attributable to the FDA.
Because of this, says Dr. Keith Lurie
of the Umversaty of Minnesota, “We
don't get the equipment we need to
mée hﬁs le for th

pokespeople for the agen
inciuding Commissioner Dav?‘:i

Kessler himself, continue to crow -

about the FDAs apparent successes,
even though it is clear that the FDA»
medical device approval recordisa
great deal worse than the agency
would like the public to think. The
t the FDA s less
concerned about protecting the
heslth and safety of Americans than
it is with protecting the health and
safety of the agency.

._* THURSDAY, DECEMBER 14, 1995 | PAGE A21

The FDA snail’s pace approach
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JERQLD R. MANDE
Executive Assistant to the Commissioner
Food and Drug Administration
Rm. 14-95 HF-.]

5600 Fishers Lane
Rockville, MD 20857

- TEL 301-827-3448 FAX 301-594-6777
E-mail jmande@bangate.fda.gov
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DATE;: __26 March 1996

TO: ___Elizaheth Drye

TELEFAX NUMBER: __202-456-7028

COMMENTS:  Elizabeth -- I've attached a couple of articles from our
consumer magazine that explain the drug approval process.
I’ve also attached a backgrounder that provides some details
on early access to therapies. Finally I've attached a wire story
on the SC AG’s comments yesterday. |
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Testing in Real People

by Ken Flieger

N o part of the drug developmeanl process is more critical
than clinical trials—testing a new drug in humans to find
out whether it is really useful in fighting discase. Usually the
answer is no. One major U.S. drug company suys thal of every
20 compounds it submits to clinical trial. only one may be suf-
Nicicntly safe and effective 1o merit FDA approval for market-
ing. In drug development, unfortunately, failure is the norm.

According 1o an industry official involved in planning and
evaluating clinical research, **Most compounds that look inter-
esting in animal and other laboratory studies never ¢ven make
it to clinical trial. They're either ineffeclive, too toxic, too difs
{tcult to produce in quantities sufficient for human resting (et
alone marketing), or of sach limited uscfulness that the cost of
development can't be recovered.” Those that do show genuine
pronuse in preclinical research and development face the most
rigorous. costly, and time-consuming stage of drug develop-
ment. evaluation first in healthy human volunteers and later—
maybe—in patients who actuaily have the condition the drug is
intended to remedy.

There's a common misconception that FDA is responsible
for testing drugs before they're approved for sale. While the
agency docy a great deal of westing to check on the purity and
potency of drugs, it's the drug sponsor—a pharmaceutical
company, a research organization, a public or private agency.
even an individual—that is required o ininate studies 1o assess
drug safety and effectiveness. FDA’s role s to examine the de-
sign and conduct of those studies, and, of course, the results,
as part of the process of deciding whether a now drug can be
approved for marketing,.

Basically, FDA wanis (o be sure that the welfare oi partici-
pants in clinical studies will be pratceted and that the studies
will be planned and camed out by qualified expents. The

method used ta study the drug and the way the results arc inter-

preted have to be scientifically valid and frez of subjective
bias. The investigators have to identify and analyze all their re-
sulls, including those they didn't expect, and they must follow
up any problems. especially those inveolving people who, for
whatever reason. dropped out of the study,

But before an investigational drug can be given (¢ the first
patient, the sponsor has @ provide FDA with the results of Jab-
oratery and animal res¢arch, plus informarion, if there is any,
about previous use of the drug in humans in this country and
abroad. The sponsor must describe in detail how the clinical
trals will be conducted—how many people will be iavolved,

how they will be selected, where the studies will be done and
by whom, how the drug’s safety and effectiveness will be eval-
valed, and what findings would require the study 1o be changed
or halted. This material is scnt to FDA in the form of an inves-
tigatonal new drug application, or IND. Clinical tnals can be-
gin 30 days after FDA receives an IND ualess the agency .
approves an carlier start or orders a “‘clinical hold™" because of
guestions about the request.

Normally, clinical mials are carried out in three phases io-
volving progressively larger numbers of peoplc. Drug sponsors
arrange with physicians and hospitals to actually conduct the
studies,

Clinical trials are normally done in three phuscs. Phase |
tnals are concerned primarily with leamning more about the
safety of the drug, though they may also provide some infor-
mation about effectiveness. Phase 1 tesung is normally done on
healthy volunteers. The volunteers are usually paid for their
services, which consist ¢chefly of submitting to a variety of
tests o learn what happens o the drug in the human body—
how iU's absorbed, metabolized (broken down). and excreted;
what effects it has on various organy and tissues; and what side
effects occur as the dose is increased. Evidence of roxieity at
doses 100 small to produce any benclicial effect is one of the
chief causes of failure in phase 1 drug testing.

These initial studies are critical (o the design of later clinical
trials. They provide essential information about how much of
the drug a patient should receive, how often it should be used,
and whar precautions need Lo be taken to make sure the drug is
being used safely. Phase 1 studies usually involve fewer than
100 subjects—sometimes as few as 20—who receive the drug
for a month or so. To complete this phase normally takes from
six months o aver a year.

If the results of phase | testing present no unacceptable
safety problems, phase 2 tals can begin. (Acwally, in some
cases, phase 2 studies may begin before all the phase | trials
are completely evaluated.) Only abouc 13 or 14 out of 20 drugs
that enter phase | clinical trials go on to phase 2, This stage of
clinical testing may Lake somewhat longer than phase 1 studics.
It normally involves a few hundred paticnts and is designed to
show whether the drug is effective in treating the disease or
condition for which it's intended. Phase 2 studies also attempt
1o disclose short-term side elfects and risks in people whase
health is \mpaired.

(Continued on page 12 }
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How Experimental Drugs Are Tested in Humans

Number of Length Purpose Percent of Drugs
Patients Suecessfully
Completing®
Phase 1 20 - 100 Several Mainly safety 67 percent
months
|

Phase 2 Up 1o Several Some shori-term 45 perecent

several months 1o safety, bult mainly

hundred 2 years cffectivencss
Phase 3 Several 1-4 Safety, cliectiveness, 5-10 percent

hundred dosage

to scveral

thousand

*For example, of 20 drugs entering climical testing, 13 or 14 will successfully
complete phase 1 trinls and go on (o phase 2; about mine will complete phase
2 and go to phase 3; only one or two will clear phase 3 {and, on average,
about one of the original 20 will ultimatcly be approved for marketing).

(Continued frompage 11 )

Most phase 2 studies are randomized controlled trials. A
group of patients receiving the drug, 3 ““treatment’” group, is
matched with a group that is similar in important respects, such
as age, sex, disease stale, and other factors that could affect the
course of their illness and the effect of the investigational drug.
This latter **contro)’” group recetves a standard wreatment or a
placebo (an inactive substance). Comparison of the two groups
tells both the investigators and FDA a great deal about the
drug. Often these phase 2 studies arc *“blinded”’—designed
and carried out so that neither the paticnts nor the researchers
know who is getting the experimental drug. Blinded studies
help avoid errors in interpreling results causcd by over-cnthusi-
asm or other kinds of bias among pastients and investigators.

There is some controversy over whether it is cthical to give a
placebo to some patients in certain drug studies, especially
when their condition is a serious or even life-threatening one,
such as AIDS (acquired immune deficiency syndrome). Some
people think that in such cases aff patients should be given the
experimental drug. since it offers at least some hape. where the
placebo offers none.

But to do so would defeat the purpose of 1he clinical trial,
making 3t impossible (o lean whether the cxperimental drug
does, in fact, have any more effect than no treatment at all.
And that knowledge is crucial in the battle against diseases
such as AIDS, allowing more lives 10 be saved in the long run.
It is generally agreed, for example, that the clinical trials of the
anti-AIDS drug zidovudine (formerly known as
azidothymidine, or AZT) were acrually shortened by 1esting it

against a placebo. The studies showed dramatically beter re-
sults for zidovudine, compared o a placebo, and FDA was
able to approve the drug for marketing in March 1987, only
four months after receiving an application from the drug's
manufacturer, Burroughs Wellcome Co., of Research Trizngle
Park, N.C. '

About 30 percent of the drugs studied in phase 2 are aban-
doned. Thus, of 20 drugs that enter phase | clinical tials, only
aboul nine survive to go inte phase 3 testing,

By the time the drug is ready for phase 3 studies, both the
sponsor and FDA, which has been receiving reports on the
progress and results of the clinical tnals, know quite @ bit about
the drug’s safety and effectiveness, They know by now from
the wesults of the carefully controfled scudies that the drug docs
have a therapeutic effect. They have a fairly good picture of its
short-ierm side effects and adverse reactions. And they also
know that the sponsor is very likely to apply to FDA for ap-
proval to put the drug on the market.

There is, however, much yet 1o be learned about how o use
the drug property. For example, phasce 1 and phase 2 testing
usually aren’t designed to provide information about optimum
dose rates and schedules. And, of course, scientists aren’t
likely to have data on long-term safety in humans. The com-
paratively small number of paticnts involved in phase 1 and 2
trials and their shom duration generally mcan sthal only the most
common, frequent side effects and adverse reactions will have
becn seen. A more complete understanding of the drug’s

{Continued onpage 15 )
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There’s a common miscon-
ception that FDA is respon-
sible for testing drugs before
they’re approved for sale.

(Cominued from page 12 }

safety, along with verification of its usefulness in treating dis-
tase, has to awsit the far more extensive festung that constitutes
phase 3 clinieal trials,

Al the end of phase 2. representatives of the drug sponsor
may meet with FDA staff to discuss their plans for phase 3
studies. At that mecting. FDA mught suggest changes in the de-
sign of studies or indicate additional infermation the spensor
should develop to clarify the drug’s safety and effectiveness.
FDA might ask the sponsor to arrange studies in special
groups—elderly patients. people with impaired kidney func-
tion, or palients receiving other drugs that may interact with
the investigstional drug, for example. The objeet of phase 3
testing and of the joint FDA-drug sponsor meelings 1s 10 de-
velop information that will allow the drug to be marketed and
used safely.

Phase 3 clinical trials can involve as many as several thou-
sand patients who have the condition against which the drug is
effective. It™s not unuswal for these studies o continue for three
or four years or longer. Although they are often controlled
studies, phase 3 trials tend to approximate more closely the
conditions of ordinary medical practice. They expand on the
research carried out in phasc 2 in order to clarify the drug’s
benefit-risk relationship. discover less commeon and even tare
side effects and adverse reactions. and gencrate information
that will be incorporated inte the drug's professional labeling.,
the FDA-approved guidance to physicians and others about
how 10 use the drug,

Occasionally, the evidence of safety and effectiveness com-
ing out of phase 2 studies is so strong that phase 3 trials are not
needed. Sucl was the case with the anli-AlDS drug
zidovudine: During the same four- to six-month period of
phase 2 testing. only ane AIDS panent died while being treated
with zidovudine, while 19 died while being given a placcho.

The kind of parients who participste in phase 2 and 3 clinical
wials depends on the drug under investigation and how it is
thought 10 be useful. They may or may not be hospitalized.
They may already be under Ireatment or have a newly diag-
nosed condition for which trearment has not yet begun. And, of
course, some of the people who fake part in phase 2 and 3 drug
testing. the control patienis. will not receive the investigational
drug at all,

Of the 20 drugs that entered clinicud trials, only one or two
survive (he npgors of all three phases of testing. About 75 per-
cent of those are eventually approved for markeiing.

Of the 100,000 or more pages of information FDA may be
calied on to review in order to decide if a grog can be approved
for marketing, at least 80 percent or more is information gener-
ated by clinical testing. Some industry officials think FDA’s
requirements for clinical testing could be reduced and the proc-
ess shortened. Most recognize, however. that 1t (2kes exhaus-
dve clinical studies 1o discover relatively Rncommon adverse
effects—the kind that may oceur in only onc of several hun-
dred patients receiving the drug—and to devclep the detuiled
information health-care practitioners need in order to prescribe
2 drug salely and effectively. .

The clinical trial phase of drug development can, and fre-
quently does, take a very long time. FDA estimates a range of
two o 10 years with an average of five years. The length of
clinical tnia)s depends largely on the kind of drug being stud-
ied. A drug 1o treat relatively commen infections that is meani
to be used only for a few days or wecks may get through all
three clinical 1rial phases int two to four years. On the other
hand, a drug for high blood pressure that patients may 1zke for
decades could be in the clinical trial phase for seven to eight
years or more (o thoroughly assess its long-term effacts.

FDA has taken steps to simplify and expediic the clinical
frial stage of drug development. The agency has reduced reg-
ulatory requirements and issued guidelines that help sponsors
plan clinical research. Agency officials meet with drug spon-
sors who want to discuss the planning and conduct of clinical
research. It is doubtful, however, that the extent of clinical
trials could be substantially reduced without lowering U.S,
standards of safety and effectiveness, standards that are re-
spected throughout the world. However, drug companies could
avend redundant studies and prevent ather problems by consuli-
iag with FDA along the way, urges Commuissioner Frank E.
Young, M.D., Ph.D.

The system is not perfect. Drugs that undergo rigorous, care-
fully designed and conducted clinical trials and are approved
for sale sometimes cause unexpected problems when they come
on the market, But we learn from failures as well as successes,
and the system gets better. To make new drugs available to
those who need them, studics in a few thousand willing partici-
pants help pave the way for safc and effective treatment in hun-
dreds of theusands or miliions of patients. @

Ken Flieger is a free-lunce writer. He was formerly a meinber
of FDA' x Office of Health Affairs.
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Anyone interested in participatiog in

- achhical trial should discuss the ides with

his or her physician. Doetors are generally
aware of investigational drugs that might
be of benefit W their pazients and of cluy-
cal gials involving these drugs. They can
obtsin detsiled information from a variety
of sources, including drug sponsors.
Clinical mials are carvied gut at major
medical researeh ¢enters such as teaching
hospitaly, at specialized clinics for people
with AIDS, Alzheimer's diserse or other
conditiens, and even in doctors’ offices.
Although they ofien involve hospitalized
patients. many clinical rials gre conducted
on an sulpatient basis. with participants
more or less going about their normal ac-
dvities. The center or institution whete a

Personal Participalion

study is to be carried out oftes runs news-
peper ads recruiting potential participants
for clinical studies thas w2l readers where

W <all or write for further information.

Although investigational drug studies
vary widely, sooe things thould be ex-
pecied by participants io virually any
chinical mial Far example, participants
might have 1o give blood samples mare of-
tea than during ¢rdinary care. Tests to as-
sess disease status might be more frequent
Paticipants are often required to kaep de-
tiled reconds of their symploms and fol-
low strict sehedules.

It’s aless important to undergrand that
voluneeeriag for a clinical trial does nos
guaraniee that an individual patient will re-
ceive the drug under investigation Cantral

palients may get 8 placebo, & drug dlready
approved fer their condition. or perhaps na
beatment af all.

These and other gspects and implica-
dons of takiog part in a chmicsl tial must
be fully explained in advance by the
pecple conducting the wial, and patients
must agree o the conditions before they
can participate. The hope of personally
benefiting from a new drug—or the desire
to take part in resegrch that rmight one day
benefit millions—is what makes peaple
volunteer for clinieal ta)s, But it
shouldn’t prevent them from finding out
all they can about being s part of the pro-
cess. B

—X.F.

10/ £DA Consumer Special Report
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Benefit Vs. Risk:
How FDA Approves New Drugs

Under cutrent law, all new drugs nesd
prool ihat they are effective, as well ag
safe, before Lhey can be approved for
marketing. But it’s important to reslize
that no drug is absolutely safe. Thers is
always some risk of an adverse reaction.
It's when the Benefits outweigh the risks
that the Food and Drug Administration
considers a drug safe enough to approve.

In fact. it was litte more than 30 years
ago that U.S. drug law first embraced the
idea of risk vs. benefit that is now the key
1o new drug approval. Providing evidence
of safety before marketing was Frst re-
quired by the Federal Foed. Drug, and
Cosmetic (FD&C) Actin 1938, but not
until the Kefauver-Harris Drnig Amend.
ments of 1962 did firms also have to
show & dryg's effectivenass before mar-
kering.

Before any drug gets on the market to-
day. FDA decides—as quickly as a thor-
ough evaluation allows—whether the
studies subminted by the drug’s spansar
(usually the manufacturer) show if to be
safe and effective for its inended use.
Here's what gogs into those decisions.

"Take AZT, for example,” says Roben
Temple, M.D.. director of the Office of
Drug Evaluation {, in FDA's Center for
Prug Evalvation and Reseach [AZT
stands for azidothymiding, the former ge-
neric name of the drug mow known gener-
ally as zidovudine and marketed as
Retrovir to treat AIDS ) “Tt hat signifi-
caru wexicity. If you weren't quite sure it
had a benefit, it weonld be hard to describe
it as 'safe.’ Bul we know, from well-con-
trotled swdies, that it has & benefit. [n the
first large ¢linical study with the drug,
there were 10 deaths in patients taking &

by Dizie Fariey

placebo [an inactive substance). but only
ane death in those on AZT.”

Zidovudine was approved in March
1987 in a record 107 days. But no comers
were cut. Indeed, FDA expended an esti-
migted eight staff yeats at a cost of
$600.000 o0 zdovudine’s evaluation.
Thal the review was 50 Rpid was due
largely to the fact that FDA was mvolved
with the drug every step along the way
from the start of clinigal siudies in AIDS
patients,

FDA has in a number of ways taken
sicps 1o make yrpently needed drugs avail-
able sconer. These are drugs for besting
serious or life-threatening diseases that
have no goad treatmeant,

Under the accelerated approval rule, the
agency can rely as a basis for drug ap-
proval on a reasonable “'surrogate” end-
point—that is, an effectof adrug on a
marker of the disease, rather than an gctual
effect on survival or iliness. (An example

of & marker would be CD4 cell counts,
used to measure the strength of the im-
mune system. Usyally such a surrogate
can be assessed much sooner than such
an endpeint as survival.) In accejerated
approval, FDA approves the drug on con-
dition that the sponsor study the actual
clinical benefit of the drug.

According to FDA Commissioner
David A. Kessler, M.D., “We cannot waut
for all the evidence when preople are suf.
fering and dying from a dcvastating dis-
gase. But, we must ensure thar all the evi-
dence we need eventually does per
collected.”

Promising Experimental Drugs

Today’s palicies also allow broagder use
of some investigational drugs even before
they are approved for marketing.

These new policies include the Treat
ment IND (IND stands for investigational
rew drug application) and the parallel
tack mechanism. (See A Drug Reviaw
Glossary,” page 28, and "FDA Finds
New Ways to Speed Treatmnents to Pa-
tients.” page 1.}

Both allow promising drugs. not yet
approved for marketing, o be used in
“expanded access” protocols—relarively
vnrestricted swdies in which the intent is
noet enly to learmn more about the drup, es-
pecially about its safery, bui also to pro-
vide trentment for peopis with no real al.
tevnative. Bur these expanded access
protocols also require researchers to for-
mally investigats the drug in well-con-
trolled studies and 10 supply some ¢vi-
dence that the drug is likely to be helpful.

*“This expanded access dogs not repre-
sent just ‘giving the drug out,"” Temple

FDA Consumer Special Repan /23
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says. “The sponsor has the obligation to
develop the drug properly, so we will
know whether it reajly is useful.”

FDA participates actively in the drug
development process, seeking (o provide
clear standards and ¢xpectations. Spon-
$0rs are encoutaged 1o meet with FDA,
Temple says, at an “end of phase 2 con-
ference™ before carrying out the largs-
scale contralled clinycal teials. (For infor-
mation sbout the various phases of drug
study, see “Testing Drugs in Peoplc.”
page 5.) At this conference, FDA gives
advice aboul the design of the sponsor’s
siudy plan 10 ensupe that the trials will be
acceptable.

As Ternple puts it. “We try 1o find and
climinate flaws in the individusal studies
and overal! development plan that we
know will give us youble later on in the
NDA review. We don’t want people to
carTy out a large study that has po chance
of being considered adequate and well-
controlled.”

FDA zlso provides advice, he says, in
the form of guidelines on how to study
particular ¢lasses of drugs and on how (o
submit and analyze data in 2 marketing
application.

In addition, 10 ensure that institunonal
review boards meet FDA's rules for the
protection of the righis and welfare of re-
search subjects, the agency routinely in-
spects the baards cvery five years. “We
may go more often. if there are prob-
lems,” says Frances O. Kelsey, Ph.D..
M.D, director of FDA s divisiop of sci-
entific invesugatons.

FDA routinely inspects animal labore-
[OTIS BvEry (WO YEArS, O more ofien,
Kelsey says. "if a review Qivision has 2
question about a specific animal swdy.™

Reviewing NDAs

The documentation required in an
NDA is suppused w t2ll the drug’s whole
siory. including: what happened during
the clinical tests: how the &rug is conshi-
tuted-—its components and compositon:
results of the anima) stodies; how the
drug behaves in the body: and how it's
manufactured, processed and packaped,
espacially the quallty controls. FDA alsa
requires samples of the drug and its l=-
bels.

Full reponts of 8 drug’s studies must be
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submitted so that FDA caq evaluae the
data. The controlled clinica) trials are es-
pecially imparant because they provide
the only basis, ynder law, for demonstrat-
ing effectiveness. They answer the ¢

ton. “Does this drug work for the pro-
posed use”" The whole data bank is useg
10 logk for sadverse effects. From analyses
of the daw, FDA reviewers assess. the ber-
efit-to-risk relagonship. (See '"The Review
Team.”)

The human studies also generate infor-
mation thar will be in the deug’s profes.
sional labeiing. the guidance approved by
FDA, on haw 10 use the drug. This s the
package insert that sccompanies a Srug in
all shipments 1o physicians and pharma-
cies.

Whenever an DA is subminted to
FDA, 1he agency lists it in 3 computey da-
tabase, and the division of scientific inves-
Tigations learns of that NDA by routinely
cherking the database.

According to Alan Lisook, M.D., who
warks in the division with Kelsey, "After
determining the important studies support.
ing gpproval, we send assignaments o the
Feld to make on-site inspections of the in-
vestigators who did the work, to venfy
that it was valid.”" The divisian may also
participate in the inspections.

Since mare and snore foreign studies are
being accepled as primary evidence for
drug approval. the agency has been doing
a larger number of foreign inspections,
Liscok says. “the same as we do here. We
compare the data submitted with those
data available on site.” The sponsor makes
sure FDA has access to the research, he
says.

If FDAs evaluation of studies reveals
major deficiengies. substantiaily more
work by the sponsor may be needed, rang-
ing from further analyses 10 the conduct of
new studies—in either case thereby ex-
tending the evaluation time and delaying
approval.

“It's particulasly impastant,” Temple
says, "“that Sponsors use the opportunities
FDA offers during the IND ta discuss the
critical studiss and overall plans. so thias
they know what we expect with respect to
study design, conduct and analysis. This
can greatly reduce the ¢hance that the ap-
pbication will ‘recycle.”™

FDA has undentaken various wiays (o re-
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duce drng review time, which during the
past several years has averaged (median)
about twe years, down froem about two-
and-one-half years.

For example, funds provided by the Pre-
scription Drug User Fee Act of 1992 (see

"User Fees 1o Fund Faster Reviews,” page
S0) allow the agency 1o hire several hun-
dred additional reviewers and support staff
and expedile its move te accepting com-
puterized NDAs.

Writing 10 Congress in September 1592,
Commussiener Kessler listed FDA's goals
for using the additional resources, includ-
ing the following five-year goals for re-
view and approvel time frames for new
preseription drugs:

+ Wilhin six months of an NDA ‘s sub-
mission date. review and act on complete
applications for “prionty” drugs (those ap-
pearing 10 represent an advance over
available therapy).

» Within 12 months, review and act an
NDAs for “standard”™ drugs (those appear-
ing 1o have therapeutic qualities similar 1o
those of an aiready marketed drup).

(in both classifications, major amend-
ments received within three months of the
action due date extend & time frame three
morniths. )

* Within six months, review and acton
supplements not requinng clinical data re-
view,

* Within 12 months. review and act on
supplements requiring clinical data re-
viaw,

* Within six months. review and act on
complete applications resubmined after re-
ceipt of a “not approvable” Jettar (which
describes deficiencies that preclude ap-
proval unless corrected).

Priorities

The order in which applications are
locked at is determined with the aid of a
¢lassification system. (Sea "Review Prion-
ties, ") The idas is o give prionity to drugs
with the greatest potennial benefit, For ex-
ample, all ATDS drug: receive the hiphest
priotity, and alt drugs that offer a sigmifi-
<ant medical advance over existing
therapies for any disease are considered
“prionty drugs.”

Which of FDA's review staffs gets an
NDA depends on the drug. For example,
cancer treauments 20 10 the division of

FDA-OFFICE OF THE COMMISSIONER =+ 32024567925
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'for which the & sponsor mcewed or-

phan designation under the Orphan

"Dny Act Suchnspomansehgﬂﬂe'._ P

oncology and pulmanary drug producis,
and contraceptive drugs po to the division
of merabotism and endocrine drug prod.
vets, Generic drugs go 1o a different of-
fice, the Office of Generic Drugs.

FDA frequenily secks advice from it
17 standing advisory commiltess on
drugs. (See “Getting Outside Advice for
‘Close Calls™,” page 30.) This is espegially
true when an spproval deeision is a “close
call.”

To be sure approval decisions reflect the
most recent safety data, FDA requires
safety updaies four months after the NDA

15 submitted, agam afier it sends the firm
an "approvable letier,” and ar other times
if necessary. Updates must report new ad-
verse reactions and impoctant changes in
the frequency ot severity of effects that
are knoun,

ARer FDA primary reviewers finish
their evaluation, additiona) review is
given by supervispry personnel. “In gen-
era).” says the agency’s Leah Ripper.
“office directors take final action an new
molecular entities, switches from pre-
scription 10 OTC status, and other impor-
{continued on page 29)
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available ynder “paraligl rack™ pratocals
while the controlled clirical wials essentjal
10 establish the safaty and effectiveness of
new drugs are carned out. The system es-
tablished by this policy is designed w make
the drugs more widely available 1o patients
with these illnesses who have no therapeu-
tic altemnatives and who cannot participate
in the controlied clinical mials,
FPharmacology: The scisnce that deals with
the efect of drugs on living arganisms.
Post-Marketing Surveillance: FDAs on-
going safety monitoring of marketed drugs.
Preclinical Studies: Studies (hat Lest a drup
on animals and ofher nonhuman est sys-
tems. They must camply with FDA's good
laboraiory practices. Data about a drug’s
acuvities and effects in animals help estab-
lish boundanes for safe use of the drug in
sybsequent human testing (clinical studies).
Also. because animals have a much sherter
Yifespan then humans, valuable information
<an be gawned about 2 drug’s possible toxic
¢ffects over an animal's life cycle and on
offspring.

Raw Data: Researcher's records of pa-
tents, such as patient chans, hospital
records, x-reys. and amending physician's
notes. These recards may or fay not ac-
company an NDA, bul must be kept in the
researcher’s file. FDA may request their
submission or may avudit them at the
ressarcher's office.

Safety: No drug is completely safe or with-
out the potential far side effects. Before g
drug may be approved for marketing. the
law requires the submission of results of
18515 adequate to show the drug s safe un-
der the conditions of use in the proposad la-
beling. Thus, “safery” is determined case
by casc and refleets the drug's nisk-vs.-ben-
chi relationship.

Safety Update Reports: Reports that an
NDA sponsor must submit 1o FDA about
any new safety infortnation that may af-
fect the use for which the drug will be ap-
proved, or draft labeling statements about
contraindications, wamings, precautions.
and adverse reactions. Safety update re-
ports are required four months after the
application js submined, after the appli-
cant receives an approvable leney, and at
other times upon FDA request.
Supplement: A marketing application
submitmd for changes in a product that al-
ready has an approved NDA, FDA must
approve all impornant NDA changes (in
packaging or ingredients. for instance) 1o
ensuare that the conditions ofiginally sef for
the product are not adversely affected
Surrogare Endpoint: A laboratory finding
or physical sign that may not, in itself, be
a direct measurement of how a patient
{eels, functions or survives. but neverthe.
less 15 considered likely w predict thera-
peutic benefit. An example would be CD4
cell counts, vsed to meanire the strength
of the immune system.

Treximent IND: A mechanism that allows
promising investiganonal drugs 10 be used
tn “expanded access” profocols—rela-
tively unrestricted studies in which the in-
ent is both to learn rofe about the drugs.
especially their safety, and 1o provide
treatment for people with immediately
life-threatening or otherwise serjous dis-

_ eases for which there is no real alternative.

But these expended access protocols aiso
Teguire researchers 1o formally investigate
the drugs in well-controlled studies and to
supply some evidence that the drugs are
likely to be helpful. The drugs cannot ex-
pose patients 10 upreasonable risk.

User Fees: Charges (o drug firms for cer-
min NDAs. drug products, and manufac-
wring establishments. FDA uses these fees
1o hire more application reviewers and to
accelerate reviews through the use of com-
puter technology. B

F.88

Lant sc1ons. such as & major new use ol a
deug. Other approval decisions are made at
the division level.” Ripper is special assis.
tant to the diregtor of the OfTice of Drug
Evaiuation I1.

Final Actions

In the Minal analysis, FDA’s decision
whether W approve 3 new drug for market.
ing boils down Lo two questions:

* Do the resulis of welf-controlled studies
provide substanbal evidence of effective-
ness?

= Do the results show the product is safe
under the conditions of use in the pro-
posed labeling? Safe. in this context.
means that the benefits of the drup appear
to outweigh its Tisks,

When the review is compicte. FDA
writes to the applicant to say the drug is
¢ither approved for markeung, is
“approvable.” provided minor changes age
made, or is not approvable because of ma-
jor problems. In the iast case, the applicant
can then amend of withdraw the NDA eor
ask for 2 hearing. Once its NDA is ap-

-proved. a drug 15 on the market as soon as

the firm gets its praduction and distribu-
tion 3ystems polng.

As refiected by the innovations of aceel-
erated approval, the Treatment IND, and
the paralle] mack mechanism, the need for
effective treatments for serious illnesses
has been so great that it has called for
changing the drug approval process,

“The riskiest thing we can do when it
comes to life-threatening diseases.” says
Commissioner Kessler, i3 10 De unwilling

I 10 take risks. Bur when we take nsks, we

have to follow through.”

Thus, while change is inevitable and of-
tzn desicabie, there are some constants al
FDA. Safety and effectiveness, risk vs.
penefit, remain the pivol issues in FDA
drug Teview. @

Dixie Fariey i a staff writer for FDA
Consumer.
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US. FOOD & DRUG ADMINISTRATION

FDA Mission: Protect Public Health

The American people expect and tely on a safe and wholesome food supply, and access to safe and
effective drugs and medical devices. To meet those expectations, FDA inspects and oversees almost
95,000 establishments that produce:

= $487 billion worth of food ,
$107 billion worth of drugs—prescription and over-the-counter—and biologics
$350 billion worth of medical devices and radiation-emitting products
$3 billion worth of animal drugs and medicated feed
$39 billion worth of cosmetics and loiletries.

L

-

In addition to overseeing the production of safe foods and the manufacture of safe and effective drugs
and medical devices, FDA has responsibility for:
* protecting the rights and safety of patients in the clinical trials of investigational medical products
* reviewing and approving in a imely manner the safery and efficacy of new drugs, biologics, medi-
cal devices, and ammal drugs
* monitoring the safety and effectiveness of new medical products after they are marketed and acting
on the information collected.

As the nation’s aldest consurmer protection agency, FDA is also respoasible for seeing that the public
has access to yuthful and non-misleading product information by:

* monitoring the promotional activities of drug and device manufacturers

« regujaling the labeling of all packaged foods.

FDA’s public health mission also encompasses efforts to assure:
+ the safety of the nation’s blood supply
* the safety of all imported FDA-regulated products.

/' Making New Therapies Available %

FDA has instituted a number of ways by which patients can receive promising therapies before they
reccive final approval. These policies are aimed at helping patients have access to promising therapies
while not compromising the scientific integrity of formal clinical testing and the review process. One of
the most important such policies, the treatment IND, has been used to give patients early access to producis

“since 1987.
« More than 75,000 patients have received access to therapies under this policy.

HF1-30 BG 95-10 (Much 30, 1995)
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+ Specific examples include:
~ 22,000 received ddl for AIDS.
— 13,000 received d4T for AIDS.
—~ 2,000 received paclitaxel for ovarian cancer.
~ 11,400 received colfosceril palmitate for regpiratory distress syndrome.

* There are other therapies that are just beginning to enroll patients under this policy. For example,
gemcitabine hydrochloride was recently approved for treatrnent IND status for patients with ad-
vanced or metastatic pancreatic canger,

Several drugs have been approved under accelerated approval, a process that is aimed at making life-
saving therapies available 1o patients as soon as possible in the developraent process without sacrificing
the rigor of a thorough review of the data. Examples include:

¢ Didanosine for AIDS

= Zalcitabine for AIDS

¢ Suavudine for AIDS

* Clarithromyein for an AIDS-related oppormmnistic infection
Interferon beta-1B for multiple sclerosis

DNase for cystic fibrosis. "
/

T TT—
\\

Improving Performance

In 1992, the U.S. Congress passed the Prescription Drug User Fee Act. This legislation provided
additional resources for FDA through user fees paid by the pharmdceutical industry, and the agency com-
mitted to siguificant performance goals in the review and approval of prescription drugs. The goal is to
reduce significantly the time aeeded for review of new drugs: from the historic average of about 27 months
in the late 1980s 10 12 months for routine drugs and six months for significant new therapies by 1997. That
FDA is meeting the challenge of improved performance is shown by the most recently compiled review
and approval tirees in 1994:

* 10.4 months was the median time for the review and approval of new drugs with important thera-
peutic uses under the user fee program.

* 13.5 months was the median time for the review and approval of all user fee drugs.

* 17.5 months was the median time for the review and approval of new drugs being marketed in the

United States for the first time—down from 23 months in 1993.
* 19 moaths was the median time for the review and approval of all new drugs approved in 1994—
7] percent less time than in 1993, -
* 12.2 months was the median lime for the review and approval of vaccines and other biological
products—almost 50 percent less time than in 1993.

In areas nol covered by user fees, the agency is also reducing review and spproval times:

» 24 months was the median ime for the review and approval of generic drugs—26 percent less time
than in 1993,

+ The backlog of medical device premarket notifications—3510(k)’ s—has been reduced by almost 80
percent—frorm 1.824 in January 1994 10 371 in January 1995.

* 98.5 days was the median time for the review of 510(k) devices as of January 1995, down from a
median of 160.5 days as of January 1994, (The slowest 5 percent still take more than 500 days.)
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EBU=CL INTON—SHOK ING-HNS
. CLINTON AND STATE OFF ICTALYS YOw UReDADLEN ON TEEN TOEACTD UsSE
-  [For use by New York Timss News Sarvice clignts. )
By STEwWARYT M. FUWELL.
C.1l99€& Hearst MNewspapers
- WASHINGTON — President Clinton and a bipartisan group of srace
attorpays gereral veowed Mponday to ¢rack down n tobacco salex To
miners to shatter the i1lludion that "qlamour and ariv’ lie in
- packs ot clgarettes.
But the cooperdtive splcilt O 3 non-parllisan SUMm1t petweern the
president and 40 attormevs genersl cuickly gave way to '
- ejectioh-year polltics.
3outh Carelina Attorpey Gencmral Charlas . Condon. 3 Republlean
serving as head of the scats presidentlal camp.alian ot Jen. Hob
. Dole. R-Kan.. =ald artar ths Whire Housge mEeting that ne had
parscnally Questionad Llinton rar apencinag time ofn whadtT Condon Sald
WAL a Tecondary iasue,

- "The oresident of the lInitsd 3tates (2 usleg hls aocd ortice to
talk aboult wnat? Tobacce nse,  Condeon told repdrLters as e Jletrre
the Whire House magting. " This 1s pyzarece . ny e ends

o City streets taur LIOGHKE Teom The W te mouTy are  not sare to
walkK ana the Clinkan gdminr=tratior 5 lasiog The war on
Gruas .’ Conoon Saild. addinas L Lhins Cthesns ard The 1 afuen TRAL

- the averags Amerilcan (s ConCSrned ancutl. Tad idadsa oF Smreindsl 2L

tobaceo uze I find very. vel'v bhizarre_
Sonth Cacralina is the nakian s tourfin larqest oroduees o
- reLacco, wlth the oacil crem wortle FL77 miliion and 17 7w& Jobs viecd
ke the yndustery. acogeding T the Tabagro pmrtyvtate . [(he poen of
Charieston, S_C.. 13 Uhe taurth busiest laaf evport Yacility 1n The
- nation. generating another $117 millron For bthe Saunkh Carolifia
economy .
Condon =zaid that Clinton s smpnasis on Swrb:inag mlincrs” LarRoes
- Use stemmed from a palitical calculation.
“It's obviously an esu2 1 thinK that his polisters have told
him will help nim with thes middie z0 percent in THis country S0
— ne’s emphasizing 1t todav., said Conden. electan in (D94 ar sha

-
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health of aAmericans. But in terms of izsuss to mmohaci1ze, the
D”e5id8ht of the Tmnited States shonld amphasiZze making fmerica sare
oncs agaain .’

White Housze ofricziales had no immeajate comment.

RKhoode lalard ARthtorney uweneral Jetfrey £, Ping., also &
Republican . appeaied For & NOR—PBAPTLSAN @nor ey,

Scnool viglence, quns, Cirlmes in the =Craet., dnamstic Yialenoe
and voutihy 1 1]eadl atoess to LoLACCD  <roRe Darfy tnes Lo
at¥jict “"elich and puce. Black &n-d white ., NepUblican and
Democrat.’ Pine asclarmad. "That = whaie S0@ Tadue Shnoa)os D as
atroerneys asenersl and. .. 1 vnieR WL woula servsm othess well o
follow ur lead, rrarkiy.’

New Maxyoo AbLTacrnsgy leners )l Tom ek L, & famoci 2l 6 rvineag 67
president of the National Assoclation ot Attacneva Ganersl. saic
Clinton wazs "appealina toe us as democralts and Kepunlicans To hgeio
a&s1st him in nis etforts,’ adding: “This is not a partisan
issue .’

Clinton urged bthe law snrorcement officials to enforee axisting
regulations restricting the sale and distribution of cilGarértes and
chewing Cobacso to minars - or risk a reduetion of federal block
grants tor substance abuse and treatment.

The linkazge ¢ates Yrom a provicion of the Public Mealth Servioe
rct of 1992 named for the late Rep. Mike Synar. 0-Ukla., an
anti-smoxing mrusader. )

Clirton. in remarks to the law enrarcement Sfficiral:i. conca-jed
that it will he amn uphill katkrtle to persuade teenagers o avoi the
use oF tobAarmco.

"No marter how hard we work... L@ convinced thaz it won"f be
enough.” Clinton warnad., "Younq p&ople ars barcaged GonsTantiv by
messages That alamadr and aryt can b roudngd 1n a packaae of
cigarettes.”

{STORY Ciatt EMD HERE —- GETTONAL MO TERTAL FOLLOWS

Tem Lauria, a spghesman (a0 Tne (Topacoce JnsTityle, The . Oaratte
manutsatrurers Pedinmsr 1 orddni ZAaT o L0 WS hinagnen ., O, 0 =300 a2
tobacca ingustry fawprs eyYfoarts To "oolics Tngs szlés oounTer
berter to Keonp CiQarcttes ool oF The Jandads or Eias

But Lauria sald S14arewta mannyacriursrs ConTinue Lo gpnuase
Clinton 2 aTioart rte have VPR Food and Drug Saminlshratloan [FOR ]
requltate nicotine in topasco - a move ThaY he faid couald claim
RZ2,000 10bs naricnwide,

lLauria alsn volosd ooposibian oo Clinton ' o pronpossd rastrlitionsg
on ton3acco advertising., savina: We do ot helleve thaxt by
CcENEDring aavertising we can affectively addiress vourh Soosana .’

Climtorn mnas taken & nard line agsinst TARAGCCO USe DV MLAors,
orderinag the FCA last AuqQust to rIqliats nlcotine as a oruea.,

Clinton offered to sase the ofvensive 1t {onqaress and The tobactw
industry adopted 16 measyres TO impeds robacoo companies’ abilliby
to reach minors.,

The FOUA s studying public commants on Tihe propo=al anag 18
expected te issuwe a findl rule later This yoar, '

Clinton proposed measures Theat included oroaf ot aas Lo purchas2
tobacso orgaducts. banz on 400 LU0 uynatienden Llqaretie vending
machines andg osrohicitlons on eolor adverttising Foe EODRICoo arocnatss
in publications armad at the younra, qyrdolr Tobhoolo AdyéritlsSing
wWilithin 1.000 reer ot =chapls or Clovarognds ., alvedwavs wibh Lobacca
company 1ogos and tabacod camoany foonsorshilp o spocrifinag svents,

Some 3.1 mitllon American taenaq=rs Smoke an estimaten Hle
million packs of ciqgaretbes 2ach vaedr, AN L5TImated L.t Ml lied
teanaqders 1p0mn K raniks of tas natinn g 4 mailion r2adlar Saexers

" each year.
Federal autnoritien 8sCimate tRarn Saoklon Trimd beElween L4 @ad
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FDA Talk Papers arc prepared by the Press Office to guide FDA personnel in responding with consistency and accuracy ro
questionss from the public on subjects of cumrent interest. Talk Papers are subject 1o change as more information becomes
avaikabic. Talk Papers are not intended for general distribution ousside FDA, but all informadon in them is public, and
full texts are releasable upon request.

T95~57 Donald Mcl.earn
Oct. 19, 1995 (301) 443-1130

Fiscal Year 1995 Medical Devices Update

/

Faster reviews of most medical devices, more and speedier
approvals for clinical studies of medical devices, and the near
elimination of a backlog of devices awaiting review marked the
fiscal year 1995 (FY 95) performance ¢f the Food and Drug
Administration’s Center for Devices and Radiological Health
(CDRH) .

The CDRH achievements continued a trend begun two years ago
with the introduction of several management initiatives,
including an expedited review process for life-saving devices and
an abbreviated review process for low-risk devices.

The most striking acceleration of CDRH processes last year
was achieved in the category of so-called 510(k)s. These
devices, which are identified by the manufacturer as similar to
already existing products, include more than 90 percent of
medical devices marketed in the United States.

The average review time for 510(k)s was reduced by more than
24 percent, from 182 days in FY 94 to 138 days in FY 95. It is

-Mora-
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important to note, moreover, that one half of these devices were
reviewed in 91 days or less.

The backlog of 510(k)s under review for more than 90 days-
was reduced to nine from 500 in October 1994. The elimination of
these overdue applications will enable CDRH to start reviewing
new 510(k) submissions soon after they come in, without
relegating them to a protracted queue.

The average review time for premarket applications (PMAs)
for new uses and new types of devices was reduced from 21.5
months in FY 94 to 20 months in FY 95.

The 27 PMAs approved last year included the use of a
catheter system through which electric current destroys heart
cells causing abnormally fast heart beats, and a mechanical blood
vessel support inserted by a catheter to allow bloodflow to
bypass a diseased liver, thus possibly avoiding major surgery.

Other approved devices regarded as a unique advance in
diagnosis or treatment technology are lasers for smoothing
corneas for some types of eye disease; a new way to use
ultrasound to help broken bones heal faster; and a computerized
pattern recognition device designed to improve quality control of
PAP smear readings.

By the end of last fiscal year, CDRH als¢ cut by half the
number of overdue PMA supplements -- applications for

~More-
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modifications of PMA devices -- despite a 34 percent increase in
this type of submission over FY 94.

The proportion of Investigational Device Exemptions (IDEs)
-- applications for proposed clinical studies of new devices --
approved within 30 days of receipt increased from 30 percent in
FY 94 to 65 percent in the second half of FY 95. In addition to
speedier processing of IDEs, FDA also cooperated in the
development of an important new regulation that will provide
Medicare coverage for patients in most device clinical trials.

In the coming year, the Center will focus its efforts on
further reducing the review time for PMAs and PMA supplements
while maintaining its performance on 510(k)s and IDEs.

4
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FDA
Center for Drug Evaluation and Research
Comments on GMP in HR 3199

There are actually three tiers of manufacturing changes, none of which change the qualitative
or quantitative formulation or specifications. However, each tier represents a different risk for
adversely affecting the safety, purity, potency or effectiveness of the final product and,
therefore, requires different reporting requirements.

A qualitative change in formulation is a change in the specific materials used in the final
product (¢.g., replacement of one material for another, addition of a new material, deletion of
a material).

A quantitative change in formulation is a change in how much of a particular material is used.
There are no changes in the specific materials, only in their amounts.

Tier 1: "minimal, if any, potential to have an adverse effect...”

Example 1: Change in Batch Size

Imagine a tablet formulation in which a drug is mixed with a lubricant to make a powder that
smoothly flows into a tablet machine to punch out tablets.

In a small batch, for example to make 100,000 tablets, the drug is to be mixed in a uniform
way with the lubricant in a large mixing bowl. Let's say the lubricant is magnesium stearate.
The powder can be mixed up without a lot of effort and it flows smoothly into the tablet
machine. As a result, the tablets that are punched out are all the same and they

dissolve quickly.

Now, let's say a company scales up or increases the batch size 20-fold to make enocugh powder
to punch out 2 million tablets. Well, to mix together this much drug and this much lubricant,
the size of the mixing bowl must be increased and the force, called shear force, to mix the
ingredients up must be increased also. But, by scaling up 20-fold, the forces needed to mix
the ingredients also cause the magnesium stearate powder to change. The changes which
occur in the crystals of magnesium stearate are like a deck of cards in which the increasing
mixing force causes the cards, one by one, to be sheared off. The sheared crystals

then coat the drug crystals in a waterproof jacket. This prevents the tablets that are made from
dissolving quickly. As a result, the drug may not be absorbed and there may be problems in
its effectiveness.

For this reason, SUPAC-IR lets a firm scale-up their batch sizes only up to 10-fold, and allows
that to be reported in an annual report. The limit of ten-fold increases minimize the chances
that the magnesium crystals will waterproof the drug crystals.



Ex 2:

A firm manufactures an approved product at a specific amount (scale). The firm wishes to
"scale-up” the manufacturing of this product to manufacture a larger amount of the drug in one
production cycle. A certain amount of scale-up can reasonably be performed without affecting
the tinal formulation of the product. The Center considers scaling up 10-fold to be a minimal
change, which must be reported in an annual report, but not pre-approved.

Tier 2: "moderate (possible, but not likely) potential to have an adverse effect...”
Example:

A firm manufactures 100,000 birth control pills in a single batch. They wish to scale-up
production to make 3,000,000 birth controt pills in a single batch. This has the potential to
had an adverse effect on the quality of the final product, if appropriate process adjustments are
not made. An analogy can be made to baking a cake, the recipe which, for example, can often
be doubled without affecting the resulting consistency or flavor. If, however, the cake recipe
1s multiplied 20 times, without processing equipment adjustments, clumping of ingredients
may occur resulting in a different blend of ingredients than originally intended. While this
scale-up may make no important difference in the context of cake-baking, in drug production,
the amount of active ingredient(s) is extremely important. For example, for birth control
pills, the amount of drug present in the final product determines the effectiveness of the birth
control pill. The U.S.P. specifications require testing of only 10-30 pills out of a batch of 3
million. Therefore, some sub-potent pills may be distributed from batches that meet U.S.P.
specifications.

Tier 3: "substantial (possible, and likely) potential to have an adverse effect...”

Example:

In the manufacturing of an approved product, the active ingredient is dissolved in a solvent.
The solvent/active ingredient solution is then sprayed onto an inactive ingredient (for example,
starch). The entire mixture is then heated so that the solvent is dissolved. The

specifications for testing the quality of the final product are designed to detect any residue
which might be left from the sclvent but the solvent is not part of the formulation because it is
not supposed to be in the finished product. The manufacturer changes the process to use a
different solvent to dissolve the active ingredient. Again, the solvent is dissolved through a
heating process, again, possibly leaving a residue. However, the specifications for testing of
the final product are not designed to detect residues left by the new solvent, resulting

In potential contamination, Although not a change to the formulation of the product and not
detectable by the specifications, this manufacturing change could significantly impact the
safety of the final product because some solvents are carcinogenic or otherwise unsafe. Such a



change would require submission of a manufacturing supplement to the FDA for approval
prior to implementation. The FDA would review the proposed change to ensure the continued
safety of the final product.
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Device modifications. Section 702(d) would eliminate FDA’s role in assuring that changes made
to a product do not adversely affect its safety and effectiveness. Under the bill, unless the
manufacturer’s own data shows the safety and effectiveness were to diminish, FDA could not
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Substantial equivalence determinations. Section 702(c) would recognize any use "included within
a general use for a predicate device” as an approved use for 510(k) devices. This would allow
a device originally marketed for one clinical indication to later be marketed for other indications,
with only the submission of an abbreviated application (510(k)) that would not document the
product’s effectiveness for the new indication. The provision’s effect is to virtually eliminate
approval of devices for specific uses and thus, eliminate the requirement to show that these uses
are safe and effective.

Compromise language could allow a new use of a device that is substantially similar e
to the use of the predicate device to be deemed a legally marketed use of the
predicate device for purposes of section 510(k) premarket notifications. Such
language would have to be drafted in a way that would not permit devices with
significantly different uses to be marketed without first submitting safety and
efficacy data.

Automatic exemption of all class I devices. Section 702(a) exempts all class I devices from
premarket notification. FDA has already exempted 572 class I devices. Many of the 216
devices that FDA has not exempted, were not exempted for public health reasons.

Compromise language could permit FDA to not exempt certain class I devices that
have serious public health concerns. Alternatively, compromise language could
simplify and expedite reclassification of the most problematic class I device into
Class II.

The Device Approval Standard. Section 703 would require the agency to accept retrospective
or historical clinical data as a control or for determining the effectiveness of a device if sufficient
valid data are available and the effects of the device are clearly defined and well understood.
The provision indicates a preference for a lower quality of evidence.




Compromise language could set forth the concept'that retrospective or historical
clinical data are acceptable if they are sufficjefit to demonstrate an assurance of
effectiveness and that FDA can requirex p¢ clinical trials when the effects of

" the device are not clearly defined or well understood, when the retrospective or
historical clinical data do not meet the statutes standards, or when there is a
compelling health reason.

Device Performance Standards. Section 708 requires FDA to recognize performance standards
of certain standard setting organizations.

The concept of greater regulatory use of cousensus standards is supportable.
However, FDA should have the authority to decertify any standard setting
organization and to decide which standards it will recognize. FDA also should have
authority to decide whether it is appropriate for companies to self-certify compliance
with recognized standards.

Sound medical practice. Section 407 would establish a procedure for approving new uses of
previously approved drugs and devices based on sound medical practice (i.e., a use that has
existed for five years, is "common" among experienced clinicians, and is reasonably based on
experience and other confirmatory evidence). This provision, which would create a standard
for permitting new uses that completely bypasses the approval process and could result in
marketing for unsafe or ineffective uses, is not acceptable.

2 / As an a}ie_rn_give to this provision, lgg_'Elative concepts_designed to improve FDA’s
Y performance in reviewing and approving efficacy supplements could be adopted.
QQ The concepts would require FDA: -

(1) to have performance goals for €fficacy supplemén S)

(2) to create a small office that would be responsible for working with
companies and the centers on expediting efficacy supplements, working to
identify off label uses/studies that might be the basis for efficacy supplements,
and working with outside scientific experts to identify new indications that
might be studied; and

(3) to issue guidance to industry that reflects the presumption that the safety
data required for efficacy supplements is often not as extensive as that
required for NDAs and that if the new indication is related to an approved
indication, developing the protocol should be easier.

The concepts further suggest that FDA could be required to report back to Congress
after a reasonable period on the success of these efforts.

-



Off-label promotion. Section 407 would allow companies to distribute journal articles and other
types of information (such as textbooks, continuing medical education materials, etc.) to promote
unapproved uses. This provision allows manufacturers to promote uses that have not been
proven safe and effective, Moreover, it reduces the incentive for companies to do the scientific
research and have the new uses reviewed by FDA (in fact, there would be a disincentive because
FDA might determine that the new use is not supported by the evidence).

A proposed compromise would be to tie the distribution of articles to the submission
of efficacy supplements. Under this approach, a manufacturer would be permitted
to disseminate journal articles etc. (as set forth in section 407) 90 days after an
efficacy supplement has been submitted to FDA for review. FDA should be allowed
to disclose information in its possession about the safety or efficacy of a product
regardless of the source. This compromise approach addresses FDA’s concern that
the safety and efficacy of these off label uses will never be known and gives FDA the
opportunity to prevent the dissemination of articles, etc. if such dissemination raises
public health concerns. There also could be a provision directing an IOM study on
the issue of whether there are specific areas where the compromise position does not
go far enough.

Shortened Review Times Without Additional Resources. Without providing new resources,
S.1477 would require FDA to meet extremely short deadlines (e.g., 4-6 months for drugs).
Moreover, it imposes a substantial number of burdensome requirements {(e.g., FDA must meet
with sponsors at defined time periods and prior to such meeting must provide the sponsor written
information regarding application deficiencies and steps towards approval (see sections 404 and
707)). The requirements would have the effect of further shortening the time periods (e.g., in
order to provide the written information FDA would have to substantially complete its review
of the application prior to the meetings). .As a result of the shortened timeframes, reviewers
may have to approve drugs, devices, or food additives based on less information, with fewer
analyses and much greater uncertainty about the products’ safety and efficacy. The agency also
may have to strip away all work other than product approval reviews. This will adversely
impact other programs (e.g., blood safety, product tampering, mammography).

As to timeframes, a compromise should include the Prescription Drug Use Fee Act
(PDUFA) times for drugs and biologics. Anything else undercuts the progress FDA
has made under PDUFA. Other statutory timeframes should be changed so that
they are realistic. A compromise to sections 404 and 707 could require one pre-
submission meeting, one post submission meeting (to be held at a time that is
meaningful}) and consultation throughout the time period for application review.
The compromise language should also make the requirements for FDA’s "deficiency"
letters more reasonable — e.g., letters would include deficiencies identified to date
(thus not cutting the short deadlines even further).

-3 -



Third Party Reviews Section 403(a) permits FDA to contract for outside review to evaluate
parts or all of applications or petitions. Section 403(b) appears to require FDA to contract out
all applications, notifications, and conditions if certain (quite loose) conditions are met.

A proposed compromise would be to add language to ensure that the section 403(b)
language is discretionary. Alternatively, the language could be revised to limit and
tighten the conditions under which contracting out would be required.

The Drug Approval Standard. Section 602 states that substantial evidence may consist of data
from one well-controlled clinical investigation and confirmatory evidence. This may lower the
effectiveness requirement from two adequate mﬁ%ﬁdﬁm@ to, at most, one.
Although FDA often accepts data from one adequate and well-controlied trial, this should not
be the standard. Section 410 provides that for efficacy supplements, the data may consist

entirely of information published in medical literature if the proposed condition of use relates
to nt of a life] tening_di This suggests that information other than from
adequate and well-controlled studies would be acceptable. Moreover, although FDA has, on

occasion, relied on reports of adequate and well-controlled studies published in joumnal articles
to approve an efficacy supplement, this is not and should not be the general rule.

Re: section 602: A compromise position could include minor changes to the provision
that would (1) add the phrase "adequate and" before the term "well-controlled" (to
make the term consistent with its prior use in the statute) and (2) add the phrase "if
appropriate” to ensure that while FDA may accept one trial, one trial is not the
presumption.

Re: section 410: The concerns regarding efficacy supplements that this provision is
trying to address are dealt with in the concepts being proposed as a compromise to
the sound medical practice provision. If it is felt, however, that this provision needs
to stay in the bill, it should be clarified to provide that the information in the
literature is about one or more adequate and well controlled studies.

Limits FDA’s Review of Safety and Efficacy. Section 408 provides that the review of an
application cannot include the evaluation of any use not included in the labeling. Section 408

appears to prohibit FDA from including, in the labeling, warnings concerning indications for

which a product is known not to be effective.

A proposed compromise would be to change section 408 so that it would not permit
FDA to deny an application based on any potential use not included in the Iabeling.
This change would permit FDA, where appropriate, to include in the labeling a
warning that the product is not effective for a certain use.

A% 3
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Animal Drug Approval Standard. Section 802(a) amends the Act to redefine the "substantial
evidence” criteria that currently must be met to establish effectiveness. The requirement for
adequate and well controlled studies would be changed to "scientifically sound studies.” Section
802 also replaces the requirement that the studies fairly and reasonably show effectiveness to a
requirement that there is a reasonable assurance of effectiveness.

A compromise position would be to revise the current standard to clarify that one
study may be enough to establish effectiveness and that field investigations will only
be required where appropriate.

Pediatric Studies Marketing Exclusivity. Section 411 provides a 6 month marketing exclusivity
for approved applications with pediatric studies submitted by an applicant.

It is important to provide incentives for conducting pediatric studies. However,
there are concerns about whether the provision is sufficiently tailored so that it
applies to important new uses and as to whether the incentive is too generous in light
of the fact that these trials often are very inexpensive.

Statutory Hammers. The bill includes a number of statutory hammers. Section 404 requires

FWM&EMWS to meet the statutory timé frame-
for of the applications in a particular category. It also requires FDA to give special
priority to applications, notifications, or petitions for products that have been_approved in the
"EU or UK if by July 1, 1998, FDA fails to meet a time period for action on an applicaﬁa?f
notification, or petition for approval or clearance of a new drug, biologic, device, or animal

drug that is a significant improvement over existing products or of a food additive that has the
potential to make foods more wholesome and contribute to a healthier diet.

The understanding is that these hammer provisions will be deleted from the bill. If
left in the bill, however, they would present serious concerns in that they undermine
the statute’s primary objective that FDA find that drugs and devices be proven safe
and effective and that food additives be proven safe before they can be marketed.
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There are a number of additional technical and substantive changes throughout the bill that
are important, but in general, are not likely to be controversial.
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EXECUTIVE OF FICE OF T HE PRESIDENT

O05-Apr-1996 0B8:10am

TO: Sally Katzen
FROM: Jonathan Winer
Office of Mgmt and Budget, OIRA
CC: John F. Morrall, III
CcC: Daniel J. Chenok
CC: Elizabeth E. Drye
SUBJECT: FDA ANNOUNCES PILOT INITIATIVES TO IMPROVE MEDICAL DEVICE RE

FDA ANNOUNCES PILOT INITIATIVES TQO IMPROVE MEDICAL DEVICE REVIEW PROCESS

The Food and Drug Administration April 3 announced plans to implement
initiatives designed to streamline regulation of medical devices {61 FR 14786,
14789, 14922).

One initiative is a pilot program to assess whether reviews by third-party
organizations will improve the efficiency of FDA's medical device review
process and conserve resources. The pilot program will run for two years,
beginning Aug. 1, according to the Federal Register notice.

Besides studying whether third-party organizations can safely and

efficiently complete reviews of new devices, FDA will evaluate whether
conflict-of-interest rules can be maintained in a third-party review process.
The pilot project will be limited to reviews of low- an erate-risk
medical devices--electronic thermometers and surgical gloves, for example--for
which no clinical safety and effectiveness data is required. Manufacturers of
these products submit premarket notifications, also known as 510 (k)s, in
order to show that their products are substantially eguivalent in safety and
efficacy to existing approved products. HHS estimated that FDA receives
approximately 1,500 510(k)s each year.

The third-party pilot program will operate on a voluntary
basis--manufacturers can request third-party review or leave the process to
FDA. According to HHS, cempanies opting for third-party review will be able to
choose from among the FDﬂfaéngTIEH'EaﬁﬁﬁﬁIEE tTo review 510(k) applications
under the pilot program,

The third-party company will review the product, submitting the marketing
application, the results of its review, and its recommendations to FDA for
assessment. FDA will make a decision on the application within 30 days. This
would eliminate the first phase of FDA's traditional review process, HHS said.
Proposals Test Public Health Protections

FDA has been sharply criticized by members of Congress and industry

groups for the lengthiness of its medical device review process and provisions
addressing the issue appear in FDA reform legislation introduced in both the
House and Senate (5 1477, HR 3201).

In a statement issued by the Department of Health and Human Services, FDA
Commissioner David A. Kessler commented, "~ “The test for any reform is whether
it protects the public health. Our proposal will test whether this speeds up




the process and if the integrity of the review can be maintained.''’

HHS Secretary Donna E. Shalala described the initiatives as "~ “another

example of FDA's innovative regulatory strategy for the 21st century.''

"It explores how the agency can best review low-hazard products while
enabling the agency to target its resources where risks are high,'' she added.
These initiatives also respond to goals set out in the National Performance
Review's Reinventing Government effort headed by Vice President Gore, which
aims to improve the way the federal government works while reducing costs.
Comments on the FDA's proposal to implement a third-party review test
program, Docket No. 96N-0025, should be submitted by June 3 to the Dockets
Management Branch (HFA-305), FDA, 12420 Parklawn Dr., Room 1-23, Rockville,
Md. 20857.

Companies interested in applying for recognition as a third-party reviewer
should send applications to the Division of Small Manufacturers Assistance
{HFZ-220), Attn: Third-Party Recognition, Center for Devices and Radiological
Health, FDA, 1350 Piccard Dr., Rockville, MA. 20850.

To help prospective third-party reviewers prepare their applications, FDA
will hold an informational briefing April 15. Registration forms for the
briefing are available by fax from CDRH's Facts on Demand, (800) 899-0381 or
{301) 827-0111. The registration forms are found on FDA's home page,
http://www.fda.gov, under the Medical Devices and Radiological Health
category, Third Party Review option.

Manufacturers who want to submit 510(k)s for review by third party firms
should send their applications to the Document Mail Center (HFZ-401), Attn:
Third Party Review, CDRH, FDA, 9200 Corporate Blvd., Rockville, Md. 20850.
Inspection Procedure Changes

FDA's second initiative, which was developed in conjunction with a task

force of medical device industry representatives, would apply to manufacturers
having a good history of compliance with FDA regulations.

The initiative proposes changing FDA's inspection process to:

o] Give manufacturers advance notification of inspections, rather than
conducting unannounced inspections;

o] Allow firms to note on official inspection reports any previous

violative findings that were corrected immediately; and

o] Require FDA to issue a letter to companies informing them they
successfully passed the inspection.

The inspection initiative will be implemented immediately and last

throughout 1996. Although FDA initially is limiting the pilot inspection
program to medical device companies, it will be expanded to other product
areas, if it is found to be effective after evaluation.

According to the Federal Register, medical device inspections currently

done under contract by California, Colorado, and Texas will not be included in
the pilot program.

Comments on the proposed inspection pilot program, Docket No. 96N-0086,
should be submitted to the Dockets Management Branch at the address noted
above. -

FDA alsc is proposing to streamline requirements that medical device
manufacturers must meet under the National Environmental Policy Act. According
to HHS, the proposal will apply to all FDA-regulated products and is designed
to reduce the number of environmental assessments industries must prepare and
submit to FDA. This change could result in yearly savings of approximately $15
million for medical device manufacturers and save FDA $1 million as well, HHS
said.

PMA Approval Process Suspensions



Meanwhile, under a final rule scheduled to appear in the April 5 Federal
Register, FDA has established procedures for temporarily suspending approval
of a premarket approval application (PMA) or FMA supplement.

FDA received new authority to halt temporarily the PMA process from the

Safe Medical Devices Act of 1990 (PL 101-629). Under SMDA, FDA can take action
after an informal hearing if "~ “there is reasonable probability that continued
distribution of a device would cause serious, adverse health conseguences or
death.'' After temporarily suspending the PMA, FDA has 60 days to permanently
withdraw the approval of the PMA or PMA supplement.

The final rule becomes effective 30 days after publication of the notice in
the Federal Register. For more information, contact Lisa A. Rooney, CDRH
(HFZ-84), FDA, 2094 Gaither Rd., Rockville, Md. 20850; (301) 594-4765,
extension 164,

Hazardous Materials
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DRAFT

. This section, as drafted would require FDA to provide an opportunity for
affected individuals to panticipate in the development of most guidance before
it is implemented. Under present and expected future budget constraints, FDA
would have to choose between: (1) shifting resources from consumer
protection programs and product review to developing policy under the
procedures required in this section or (2) not expending resources to develop
policy including that designed to facilitate marketing of new products. FDA
anticipates, and believes that industry would agree, that not all guidance
warrants the same amount of public inMcmimﬂ@'gn. This could
delay policy decisions.

Sec. 107 Scientific Review Groups

. The provision restricts FDA flexibility in its use of advisory commitiees (e.g.,
requires (rather than recommends} that chair have X amount of experience).

. Section 904(c)(1) (Scope) permits advisory committees to set their own
agendas. However, FDA must have the ability to put specific issues of
concern before advisory committees.

. . Section 904(c)(2) (Nonvoting Members) requires advisory committees to
include non-voting industry and public representatives. Non-voting members
should not atiend closed meetings and should not receive confidential

. informaton.

| L Section 904(d)(1) requires FDA to provide advisory committee materials to the
' affected sponsor. That material often consists of other sponsor information,

; which is confidential, Therefore, FDA would no longer be able to give that

: . information to an advisory committee.

. Section 904(e) (FDA Actions) requires FDA 1o make a final determination
within 60 days of an advisory committee recommendation, This assumes that
ail matters presented to advisory committees are susceptible to "final”
determination. This is not always true. A befter ch might be to require

an update letter from the relevant FDA division within 60 days of the advisory

i com mee!

Sec. 108. Appeals within the FDA *

L Section 107 requires FDA to establish, by regulation, an appeals system. It
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governments certify the companlies ars competent. and device makers
then pay the companies tor the review.

Conauine advocdtes say device makers will siop arourd for thne
@easlest review and criticlze that Surope. unlike che FUA, doesn | C
regulre that devices work well, just that they re sate.

% Longress debates what Lo do, Sen. NAanoy Kassebaun, R-Kan.o,
asked the HAD to compare The svshems.

It concluded che Curopean systam L= Foo new bo el 0F 167
Sicnivicant!y taster Chan Fod anc guestorned wisbior 1t in A
LA Tl

Tlue e LU b Todil ety PRI T ST P80 S Fmisil b Ll e L LLsL 2
SEaving 11 1anored a recent Europsarn stody that Foondd flaatie e s
medical devicss wars approved 1n sl ECL O Iy L
Al @ betver Yrom the Eurapean Communsion, ot o
Pol iy —marking bocky . To e Gal araued rrat ror ble
Gevices, burompe snd the FOA are edual ly “irict.
Hut Lhe a0 Ssald most Suropesn oeyvioes dre anprowed W Ui
review tirm decldes the company has enoudgh cuality control to

Quarantes they are manutactured propsar iy, Howsver , EUropDes sOme b me:s

Tests risky devices To See how They work in patients. The report
AL,

The rn reauires both aual bty Contr ol and svicencs Dhah o o
work etffectively ., the GAd saild.,

The L& alseso guestioned Curopedan contlicts of Interest. Whyle
the private review firms "carry out & regulatory funetion ... the
manutracturers whoses doevicsas bThey raview dre a1 ohelr oliesnts
the GATl wrote,

[ Fe

[y
copying Europe., wWhere private combanies decide when evervithina from

L

n

LS W N DTN TN

L



O:\RDB“RDB%6.110

—

S W oo ~d () Ln Bt o

Nt—-—-n—-—-u—-r—-n—dmu—-—-
S N 00 -~ N A R W R e

L PRI
32

“(2) INCREASED EFFICIENCY AND EXPERTISE
THROVGH  CONTRACTS.—The Sccm:\: acting
through the Commissioner. sheliﬁm authority

eranted in paragraph (I)Aeoia&hw—
“Q&)Vt 1e efficieney, timeliness, and quality
of the review of applications, petitions. and no-

tifications for the approval or clearance of sew

[ =

=3

devices, and food additives; A2

B trawdl o
o j&))vthat the ageney has gle seientifie andd
technical expertiséYTiecessary  to go keep in-

formed of emerging new therapies and tech-
nologies posing sigmificant new scientific and
technical issues, and for the review of ndirect

food additive petitions and submissions under

subsection .ﬁ}lc).' i T

The Seeretary shall retain full authorite to make de-
terminations with respeet to the approval or dis-

approval a produet.
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The Clinton Administration 1s making it easier
tor cancer patlents 1o pet promising drugs that have

ot been fully tested. By loosening some of the Faod

° and Drug Administration’s:rules o accelerate ac-
cess 10 experlimental drugs, the White House may
defuse more sweeping and dangervus reforms un.
der consideration by Congress,

The F.DA's job Is to insure that drugs and
medical devices are cafe and effective and that food
additlves are risk-free. The agency glves approval
only after Jengthy clinical trials by the manufactur-
¢r. But many companles complain that the F.D.A. is
slow to respond, escalating costs. In addition, same

groups representing AlDS and cancer patients say
‘that its bureaucracy denles lhem faster access to

- promising remedijes.

~ - Congress, the companies md the agency are
‘now struggling 1o get drugs and medical devices to

: needy patients as quickly as possible without jesp-
ardmng public heaith or sacrificing the standards
_of safety and efficacy that give consumers ennﬁ-
dence o F.D.A-approved products.
.« The Clinton Administration proposes faster ap-

proval for cancer-{ighting drugs. Previowsly, the |

F.DA. asked for prool that an experimental drug
-would help a patent's chances for survival er
improve that patient's quality of life. Under the new
-rules, a drug can be approved based on a "“partigt”
- positive response, like shrinkage of a tumaor. In
addition, companles making experimental drugs
- that have already been approved overseas can seek

“permission to distribute those drugs to American

cancer patients even before the F.D.A. has given .
final approval. These measures, which need no’
further approval, will take effect immediately and
could apply to about 100 drugs under study.

HFl 20

‘Streamlining the_F.D.A., Safely

The new initiatives are welcame but unlikely to
appease Comgress, which is pressing for more
sweeping F.D.A reform. Last month the Senate
labar and Human Resources Committee approved
a bill spansored by Nancy Xassedaum, Republican
of Kansas, that calls on the agency 1o expedite
clinieal investigations of new drugs, devices and
biological products as well as breakthrough drugs
for life-threatening diseases. If the agency falls to
review most applications within six months, the
product sponsors could force It to contract with
outside experts to complete the process.

Similarly, a bili deing pushed on behalf of the
House G.0.P. by James Greerwood of Pennsylvania

sets tight rpproval deadlines and would turn aver -

some F.DA. review authority to third parties.

The F.D.A. would retaln a supervisory vole. But
the outside experts and “third parties’ envisioned
in both the Senate and House bills celd, under the
guise of regulatory reform, lead to the privatization

" of many of the F.D A 's functions and undermine its

role as an indepapdeant government protector of
public heaith

The drive to reform the F.D.A. comes at a time
when the agency has been improving its perform-
ance, Ia 1994, 96 percent of new drug applications
were spproved within the 12 months allotted under
current law, and the agency has been streamlining
many of its internal procedures. Important life-
enhancing drugs and medical devices should obvi-
ously get tb consumers as quickly as possible. That
Is what the Administration’s new cancer drug initia-

- tive ajmis 1o do. But safety and effectiveness should

not be sacrificed for efficiency. At the moment, the
Administration s¢ems more mindful of that thag

Congrus.
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into account the suscepubility of infants and children, a

negligible or insignificant rnisk:™

On page 114, between lines 9 and 10, insert the fol-
lowing:

SEC. 902. FOOD AND COLOR ADDITIVES.

(a) FooD ADDITIVE SAFETY.—Section 409(c}(3)(A)
(21 U.S.C. 348(e)(3}A)) is amended by striking “as an
ingredient of feed for animals” and all that follows
through ‘‘the living animal; or” and inserting “that pre-
sents, taking.into account the susceptibility of infants and
children, a negligible or insignificant risk; or”.

(b) COLOR ADDITIVE SAFETY.—Section
721(b)(5)(B) (21 U.5.C. 379(b)(5)(B)) is amended by
stmking “"as an ingredient of feed for animals™ and all that
follows through “‘derived from the living animal.” and in-
serting the following: “‘that presents, taking into account
the susceptibility of infants and children, a negligible or

insigmficant risk.”.

On page 114, line 10, strike “SEC. 902.”" and insert

“SEC. 903.”".



2. Third Party Review of Food Additives

Would require FDA to contract with outside organization to review
applications for approval of food additives.

This provision has several fatal flaws. First, the net effect of the
provisions is to shift the burden to FDA to prove the additive should not be
approved; right now, burden is on the manufacturer to prove it should be
approved. Second, it precludes the FDA from looking at all relevant
information by putting a cut-off date in the review process after which
FDA can only consider data if submitted the applicant. Third, the system,
which calls for concurrent review by FDA and the third party, with FDA
paying the third party, seems inefficient at best and wasteful of scarce
resources at worst. Why pay some one else to do the work {(with scarce -
government resources) if FDA has to do it too? An interesting twist on
reinventing government.

3 Preemption

Would preempt all state an
cosmetics, with a very narrow excepti

equirements relating to foods and
if regulations are issued.

This is aimed a California lab law, Proposition 65, and some
other state labeling laws that companies\do not like. It sweeps way too
broadly to preempt in areas that Atates havwge filled in because FDA is too
slow (Gulf coast seafood warnings) or because the consumers of a
particular state want particuldr information (Kosher labeling (a
Massachusetts requirement), /freshness labeling, unit pricing). It also may
preempt state tort law.
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AMENDMENT NO /q Calendar No

Purpose: To improve the regulation of food and cosmetics.
IN THE SENATE OF THE UNITED STATES --104th Cong.,2d Sess.

An Amendment to the amendment offered by Senator Kassebaum
to S. 1477

To amend the Federal Food, Drug, and Cosmetic Act and Public Health

Service Act to impeove the regulation of food, drugs, devices, and
biological products, and for other purposes.

Referred to the Committee on
and ordered to be printed

Ordered to lic on the table and to be pnnited
AMENDMENTS intended to be proposed by Senator KENNEDY
Section 604 Manufacturing Changes is amended striking page 78 line 3.

following “{b) Drug and Biological Product.” through page 80 line 12 anc

inserting the foliowing:

"(bY{1) Before distributing a product made using a change in the
manufacture of the product (inciuding, if the Secretary determines it s
appropriate, facilities and personnel} from that established in the

approved new drug application, license application, or new animal drug
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198

application, the applicant must validate the etffect on the safety. punty,

potency, and effectiveness of the product.

"(2) The applicant must report such changes to the Secretary and

may distribute products as tollows:

“{i) It the change i1s of a type that the Secretary has
determined has substantial potential to have an adverse effect on the
safety, purity, potency, or effectiveness of the product, the apphcant
must submit a supplemental application to the Secretary and receive

approval of the supplement before distribution of the product.

"‘(ii) If the change is of a type that the Secretary has
determined has moderate potential to have an adverse effect on the
safety, purity, potency, or effectiveness of the product, the applicant
must notity the Secretary at least 30 days before distribution of the
product. Uniess the Secretary notifies the applicant within 30 days not tc

distribute the product, the applicant may proceed with distnibution.




“{ii) it the change is of a type that the Secretary has
determined has minimai potential to have an adverse effect on the safety
purity, potency, or effectiveness of the product, the applicant must repor
the change in a annual report. The applicant may distribute the product

without prior notification to or approval by the Secretary.”
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AMENDMENT NO Calendar No__

Purpose: To provide access to critical public health information.
IN THE SENATE OF THE UNITED STATE--104th Cong., 2d Sess.

An Amendment to the amendment offered by Mrs. Kassebaum
to S. 1477

To amend the Federal Food, Drug, and Cosmetic Act and Public Health

Service Act to improve the regulation of food, drugs, devices, and
biological products, and for other purposes.

Referred to the Committee on
and ordered to be printed

Ordered to lie on the table and to be printed

AMENDMENTS intended to be proposed by Mr. Kennedy
1 On page 10, ling 12 insert after the period: “"Notwithstanding any
2 other provision of law, and only to the extent the Secretary determines
3 that dissemination of information regarding the status of clinical
4 investigations and review of applications for product approva! or
5 clearance and safety and effectiveness of a product would enhance the
6 public health, summaries of such information shall be made available 10

7 the public.
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and technology professionals, and the vegulates
inclustries. shall publish in the Federal Register
yuantifiable performance standards for action

by the Administration on—

{1} applications or submissious {(1i-
cluding petitions, notifications, or any
other similar form of request) for review of
a protocol, a produet investigation, a prod-

uet approval, a new use approval. a manu-

facturing change. a change i labeling. or

anyv other form of regulatory action relat- e/ 105
ing to the review of a product that is a
new drug, biologiecal produet, new animal
drug, deviee. food additive. or color addi-
tive and that is subject to premarket re-
view or approval under this Act:
“{n} letters. telephone calls, reg m_Pmm.b&.

o of re- Wma:@on«

ting to the applica-

for meectings, and the sch
quested meetings

tions andstibmissions deseribed in clause

e and
“{iil) the scheduling of advsory com-
npttee meetings, and the action taken fol-

I an advisory committee reconnmenda-
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SEC. 705. POSTMARKET SURVEILLANCE.

Seetion 522 (21 U.S.C. 3600 1s amended to read as
follows:

“SEC. 522. POSTMARKET SURVEILLANCE.

“(a) IN GENERAL.—The Secretary may require a
manufacturer to conduct postmarket surveillance for any
device MMM—&—M
11953 that—

“(1) i1s a permanent implant the failure of
which may cause serious, adverse health con-
sequences or death:

“(2) is intended for a use in supporting or sus-
taining human life; or

| *(3) potentially presents a serious nisk to
human health. |

“(b) SURVEILLANCE APPROVAL.—Each manufac-
turer required fo conduct a surveillance of & device under
subsection (a) shall, within 30 days of receiving notice
from the Secretary that the manufacturer is required
under this section to conduect the surveillance, submit for
the approval of the Secretary, a protocol for the required
surveillance. The Secretary, within 60 days of the date of
the receipt of the protoeol, shall determine if the principal
mvestigator proposed to he used in the surveillance has

sufficient qualifications and experience to conduct the sur-
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veillanee and if the protoeol will result in eollection of use-
ful data or other information necessary to protect the pub-
lic health and to provide safety and effectiveness informa-
tion for the device. The Secretary may not approve the
protocol until the protocol has been reviewed by a qualified

scientific and technical review committee established by

the Secretary.”.
SEC. 706. DEVICE DISTRIBUTOR REPORTING.

Seetion 519 {21 U.S.C. 360i) is amended—

(1) b-strkine—rmporter—or-cdistributer—each
* . s i * 17
i ;

2+ in subsection {a)—

a} g Ay 4L LR}

B+ by striking paragraph (9); and )u.f?(ﬂ-‘-uwr X aa-
.. i 4 2 () phall rot |
. A wh o ade
crters .

SEC. 707. PREMARKET APPROVAL. on W

not trap .
(8) ACTION ON APPLICATION.—Section 515(d) (21 (2) cn duboects
U.S.C. 360e(d)) is amended— iﬂ?fm {

1) i h (1)(A), by striking “ h umperTl,
{1) mn paragraph (1){(A)}, by striking “paragrap b
(2) of this subsection” each place it appears and in- aaet "
I.t' (29 . 1 ".l- - - *
serting “paragraph (4)”; MMW?‘: wm""i
{2) in paragraph (1)(B), by adding at the end / f

thereof the following new clause:
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