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H E A L T H  A N D  S T R E S S 

Quality of care has caved in to cost
containment. Commercialism has also
compromised the quality of medical
information. Recent Newsletters have
illustrated how powerful pharmaceutical
interests can control or influence the
editorial policies and content of medical
journals and information fed to the public
and physicians by the media. Drug
advertisements are an important source of
revenue and physicians who conduct clinical
trials of drugs are handsomely reimbursed
directly or indirectly by their manufacturers.

A book review in one recent
Newsletter exposed the power of the
cholesterol cartel in perpetuating
misinformation to protect their turf. Another
showed how medical information is distorted
to serve the financial interests of other drug
companies. It is interesting but not
surprising that both books were authored by
distinguished Scandinavian physicians. For
U.S. critics who have contrary views or
question the accuracy of claims, retaliation
can be swift and severe. A case in point is
Kilmer McCulley, who was dismissed from
Harvard and could not find other
employment or renew his NIH grant after
proposing that the culprit in heart attacks
and strokes was not cholesterol, but
homocysteine.

" Mone y, Mone y , Mone y  Mak e s The
World Go Round"  according to a popular song
in the musical Cabaret . That certainly se e ms
t rue for the  world of conte mporary  me dicine .
Ove r the  past  few  de cade s, me dicine has
progressiv ely  becom e  more  of a trade  than a
profe ssion. Phy sicians are now ref erred to as
provide rs; lumped in not  only  with all ot he r
healt h care profe ssionals, but also medical
e quipme nt and pharm ace ut ical com panie s
and t he  pe ople who sell the ir product s.

M anaged care  companies are making
m ore and more  medical de cisions, including
w hich patient s can be se e n, whe re, when,
and how  long they  can be  hospit alize d, what 
proce dures can be  orde re d and which
m edicat ions can be pre scribed. Phy sicians
w ho fail to com ply wit h regulat ions are 
penaliz e d. Patients also must  pay addit ional
sums for any deviation.
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In addition to academia, the power of
drug companies also extends to the FDA,
other regulatory governmental agencies and
Congress.

Are FDA Safety Standards Slipping?
Seven drugs the FDA certified as being

safe since 1993 have been banned because
they are deadly. What is particularly
disturbing is that most of these were
approved over the objections of their own
reviewers who analyzed foreign and other
studies not included in the application that
clearly showed their dangers. Equally
frightening is evidence that even after
receiving reports of significant harm to
numerous patients, authorities dragged their
feet on withdrawing the drugs.

The FDA's performance was tracked
through an examination of thousands of
pages of government documents, data
obtained under the Freedom of Information
Act and interviews with over 60 present and
former agency officials. According to FDA
records obtained by Los Angeles Times
investigative reporters, the seven drugs
were incriminated in over 1000 deaths. The
total number of fatalities is probably much
higher since such deaths are reported on a
voluntary basis. Doctors and hospitals are
not likely to list a medication as contributing
to a death if it could trigger a costly lawsuit.
In many other instances the relationship
may not be recognized. The FDA was
formerly viewed as the world's leading
protection agency. What happened?

For most of its existence, the FDA
approved new drugs at what seemed to be a
snail's pace, because of its emphasis on the
Hippocratic doctrine Primum non nocere
(First, do no harm). In the early nineties,
because of the demand for new AIDS
medications, Congress applied pressure to
speed up the approval process. President
Clinton urged treating drug companies as
"partners, not adversaries", and despite its
reputation for being bogged down with
bureaucratic bungling, the agency responded
with amazing alacrity.

In 1988, only 4 percent of new drugs
introduced into the world market were
initially approved by the FDA. Within ten
years, their first-in-the-world approvals
spiked to 66 percent. More than four out of

five applications for new drugs were being
approved at the end of the nineties
compared to less than two of three at the
beginning of the decade.

Americans paid a heavy price. Unlike
AIDS drugs that precipitated this avalanche
of approvals, the seven drugs that were
withdrawn, only a few years after being
certified as safe, could hardly be described
as life saving.
•  Lotronex, a drug for treating irritable

bowel syndrome was linked to five
deaths, the removal of a patient's
colon and other bowel surgeries.

•  Redux, a diet pill approved despite an
Advisory Committee's vote against it
in April 1996, was banned after
seventeen months because it caused
heart-valve damage. The FDA later
received reports identifying Redux as
being responsible for 123 deaths.

•  Raxar, an antibiotic, was approved in
November 1997 despite evidence that
it might have caused several fatal
deaths due to disturbances in heart
rhythm. FDA officials decided not to
mention this on the drug's label. It
was withdrawn in October 1999 after
it was associated with the death of at
least 13 patients.

•  Posicor was approved for hypertension
in June 1997 over the objection of
FDA specialists who warned it could
cause fatal heart rhythm disturbances.
It was yanked 12 months later after at
least 100 deaths.

•  Rezulin was approved for diabetics in
January 1997 over a medical officer's
warning that it caused severe liver
damage. Internal memos show that
his boss assured the company the
officer would be "eased out". He was
removed from the case in 1996 and
his damaging report was never shown
to the Advisory Committee. Rezulin
was withdrawn in 1999 after being
linked to 391 deaths and dozens of
cases of liver failure, but the company
had already taken in $2.1 billion.

•  Duract was approved in July 1997 as a
painkiller despite the repeated
warnings of FDA physicians of its liver
toxicity. Senior officials sided with the
manufacturer in softening the label's
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warning of liver damage. It was
withdrawn in 11 months after
voluntary reports cited it as a suspect
in 68 deaths, including 17 due to liver
failure.

•  Propulsid was approved in 1993 for
reflux esophagitis despite evidence
that it caused serious heart rhythm
disturbances. Review officials never
consulted their own cardiac
specialists. Pediatricians were not
warned to never give the medication
to children, although eight youngsters
died during clinical trials, and routinely
prescribed it for gastric reflux, a
common problem in infants. I n
August 1996, the FDA found
Propulsid "not approvable" for
children but never informed
doctors or parents. One father
whose 3 month-old son died suddenly
14 months after this was revealed
complained "We never knew that. To
me, that means they took my kid as a
guinea pig to see if it would work."
Propulsid was not recalled until
last July after it was found to be
responsible for over 300 fatalities,
including two dozen sudden
deaths in children under the age
of 6. By then, the drug had already
generated U.S. sales of $2.5 billion for
Johnson & Johnson.
Other recently approved products like

the flu drug Relenza may also have to be
banned. Although the FDA advisory
committee concluded that Relenza had not
been proved safe and effective, it was
approved in February 1999. Eleven months
later, the agency issued a "public health
advisory" to doctors warning that seven
patients had died after taking Relenza.

Never before have so many
medications been withdrawn in such a
short period of time. These were not
low-profile drugs. They were taken by
more than 22 million Americans or
about 10 percent of the population, and
pharmaceutical companies raked in over $5
billion before their products were recalled.
Drugs that were approved before 1993 have
also recently been banned. Seldane was
approved in 1985 and quickly became the
leading antihistamine. Although evidence of

fatalities due to interaction with other drugs
was clear in 1992, it was not withdrawn until
1 9 9 8 ,  a f t e r  i t s  p a t e n t  e x p i r e d . 
Phenylpropanolamine, a common ingredient
in over the counter cold remedies and diet
pills for over fifty years was just banned
because it can cause strokes.

What does the FDA have to say about
all of this? Dr. Janet Woodcock, director of
the FDA drug review center's response was
that the withdrawn medications were "very
valuable, even if not lifesaving, and their
removal from the market represents a loss,
even if a necessary one." She said that once
a drug is approved, the FDA depends on
doctors "to take into account the risks, to
read the label. We have to rely on the
practitioner community to be the learned
intermediary. That's why drugs are
prescription drugs." Nevertheless, in an
interview after the last few drug
withdrawals, she admitted that the FDA can't
simply rely on labeling precautions to insure
safety." As medical practice has changed, it's
just much more difficult for doctors to
manage "the expanded drug supply. They
rely upon us much more to make sure the
drugs are safe."

In a May 12, 1999 article published in
the Journal of the American Medical
Association, Woodcock wrote "The FDA and
the community are willing to take greater
safety risks due to the serious nature of the
illnesses being treated. Compared to the
volume of new drugs approved, the number
of recent withdrawals is particularly
reassuring." Not everyone agrees with this.
Woodcock and her staff control both the
approval of drugs and the decision to ban
them. When a product is withdrawn, it
repudiates their original approval, especially
when this happens within two or three years.

The FDA - An Agency Under Stress
A 1998 FDA progress report describing

the work of agency chemists, said that "too
many reviews are coming 'down to the wire'
against the goal date. This suggests a
system in stress." According to a former
aide to Commissioner Kessler, "The clock is
always running, whereas before the clock
was never running. And that changes
people's behavior." Dozens of other
interviewed officials made similar comments.
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The director of the FDA's metabolic and
endocrine drugs division throughout the
1990's told one interviewer "The pressure to
meet deadlines is enormous ... and the
pressure is not merely to complete the
reviews. The basic message is to
approve."

The present problems seem to have
started in 1992 when new regulations were
adopted giving the FDA discretion to
"accelerate approval of certain new drugs for
serious or life-threatening conditions." While
this was meant to speed up approval of new
drugs for AIDS, the pharmaceutical
companies quickly jumped on the word
"serious". They argued that most conditions
were "serious" for patients suffering from
them and successfully lobbied Congress and
the FDA to open the door to a wide range of
diseases that would normally not qualify for
such special treatment.

That same year, a Democrat-
controlled Congress approved and President
Bush signed the Prescription Drug User Fee
Act. It established goals that called for the
FDA to review drugs within six months or a
year instead of the average two-year wait.
To obtain funding for the extra personnel
that would have to be hired to achieve this,
it also mandated that pharmaceutical
companies pay a user fee to the FDA for
filing any new drug application. This was to
be adjusted periodically and is currently
around $310,000 per application.

The new Clinton administration quickly
climbed aboard with its new "Reinventing
Government" program. Headed by Vice
President Al Gore, the project mandated that
by January 2000, the FDA would reduce by
an average of twelve months "the time
required to bring important new drugs to the
American public", without defining
"important".

Easier said than done since all drugs
are "important". Every review involves
a g e n c y  p h y s i c i a n s ,  p h a r m a c o l o g i s t s , 
c h e m i s t s  a n d  b i o s t a t i s t i c i a n s .  A  n e w 
application comes with medical
information that could fill 1,000 or more
Manhattan yellow page phone books.
Reviewers must scrutinize all data to
evaluate efficacy and safety claims and
coordinate conclusions with those of
colleagues. They often have to do this for

several drugs simultaneously, in addition to
juggling other assignments such as post
approval surveillance.

Some have quit not only because of
the unreasonable workload, but the
realization that even when their findings are
not favorable, superiors are still likely to
approve the drug. A biostatistician with
excellent credentials assigned to review the
Relenza flu drug recommended rejection in
1999 because "The drug has no proven
efficacy for the treatment of influenza in the
U.S. population, no proven impact on
preventing influenza and many patients
would be exposed to risks while deriving no
benefit". After the Advisory board voted 13
to 4 against Relenza, he was rebuked by
senior FDA officials who removed him from
reviewing another flu drug and told him he
could no longer make presentations to any
advisory committee. These officials also
approved Relenza as being a safe and
effective drug. As noted, seven people died
within a year and it is still being prescribed.

One 19-year FDA medical officer, who
opposed the approval of Rezulin, the ill-fated
diabetes drug, said "The people in charge
don't say, 'Should we approve this drug?'
They say, 'Hey, how can we get this drug
approved?'" Another who retired in 1997
after 11 years told interviewers "If you raise
concern about a drug, it triggers a whole
internal process that is difficult and painful.
You have to defend why you are holding up
the drug to your bosses. You cannot imagine
how much pressure is put on the reviewers."
This was echoed by still another medical
officer, who in 1998 formed a union chapter
to represent the reviewers, explaining that
"People feel swamped. People are pressured
to go along with what the agency wants."
Talk about job stress!

Do  F is cal  F o rc e s  I nfl ue nce  T he  FD A ? 
I n  a M arc h 19 9 7  ar t ic le  in  t h e  Fo od

an d Dr ug  La w  Jou rn al, FD A  Com m i ssi on e r 
Wo od co ck  wr ot e  " Co nsu m e r pro t e ct i on 
ad v o ca t e s  w ant  t o hav e  dru gs  w ork e d  up 
w e ll  and th oro ug hl y  e v a lua t e d for  saf e t y 
an d ef f ic ac y  be f or e  ge t t in g on  th e  mar k e t . 
On  t he  ot he r han d,  t h e r e  are  e co n o m ic 
pr e s s u re s  t o  g e t  d rug s  o n t h e  m ar ke t 
as  s o o n a s  po s s i bl e , an d t he s e  ar e 
hi gh ly  va li d."  T hi s st a t e m e n t  was  v e ry 
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ca re f u lly  w ord e d , but  just  e x a ct l y  wha t  do e s
it  m e a n?  Wh e n as k e d abo ut  th is  in  a re ce nt 
in t e rv ie w , she  ack now le dge d th e  dif f ic ul t y 
he r de par t m e nt  has  ha d in re je ct i ng  a dr ug 
t h at  m igh t  hav e  ta k e n  a co m p an y  se v e ra l
y e ar s to de v e l op  at  a cost  of  $1 5 0  mil li on  or 
m u ch  m ore .

Fe w do ubt  t he  $ 1 0 0 - bi ll io n 
ph ar m a ce u t i cal  i nd us t ry ' s  cl o u t . Ov e r
t h e  la s t  de cad e ,  d rug  c o m p an ie s  h av e 
di s c lo s e d  c o nt ri bu t in g o ve r $ 4 4  m il lio n
t o  p o l it i ca l p ar t i e s ,  c and id at e s  fo r b o t h
ho us e s  o f  C o ng re s s  an d t he  W hi t e 
H o us e .  M il li ons  hav e  und oub t e dly  als o be e n
st e e re d t o ele ct e d  of f i cia ls  and in f lu e n t i al
in di v i dua ls  by  lob by i st s and  ot he rs  th at  are 
di f f ic ult  t o t ra ce . T he  FD A  re v ie w e rs sa id 
t h at  t he y  and th e i r bos se s  f e a r t ha t  if  dr ug
ap pl ic at i on s are  not  ap pro v e d,  co m p ani e s 
w i ll  com p la in an d Con gr e ss  w il l re t ali at e  by 
re f u si ng to  re ne w  the  use r  f e e s. Th is wo ul d
cr ip pl e  F D A  op e r at ion s and  je o par di z e  jo bs .

Dr ug  c o m p an y f un di ng cu rre nt ly 
co ve rs  ab o u t  5 0 %  o f t he  co s t s  fo r 
re vi e w ing  n e w dr ug s ; pe rs u ad in g
C o ng re s s  t o  re ne w us e r fe e s  in t o  2 0 0 7 
ha s  be co m e  a t o p  p rio ri t y.  T he  use r  f e e s 
ha v e  e nab le d t he  F D A  to  hi re  t he  ad dit io na l
m e di ca l and  ot he r pe r so nne l ne ce s sa ry  to 
in cr e a se  th e  num be r of  re v ie w s  pe r ye a r
an d to  sp e e d up th e  pro ce s s as  ma nd at e d. 
I n  1 9 9 9 , 24 0  m e d ic al of f ic e r s ex a m i ne d  ne w 
dr ug  appl ic at i on s com pa re d  w it h onl y  1 6 2  in
1 9 9 2 , the  y e ar  be f ore  t he  us e r  fe e s  to ok 
e f f e ct . I n 19 9 4 ,  t he  FD A  sai d it s  " goa l" 
w o ul d be  to  fi ni sh  55  pe rc e n t  of  ne w  dru g
re v i e w s on tim e .  I t  w as  95  pe r ce n t 
su cc e s sf u l and  t he  go al  wa s pr ogr e s siv e l y 
ra is e d  ea ch  ye ar  af t e r tha t .  I n bot h 1 9 9 7 
an d 19 9 8 ,  t he  go al  wa s 90  pe rc e nt  and th e 
ag e n cy  re v i e w e d 10 0  pe r ce n t .  F rom  1 9 9 3  t o
1 9 9 9 , it  ap pro v e d 23 2  drug s co m pa re d w it h
1 6 3  du rin g the  pre v io us  se v e n ye a rs .

Wi t h in  th e  FD A , th e se  arbi t r ar y 
" g oa ls "  w e r e  t re at e d as  re gu la t io ns , or at 
le as t  de a dl ine s th at  ha d t o be  co m p lie d
w i t h . You  coul d me e t  th e  goa l by  de cid in g to
e i t h e r  ap pr ov e  or dis ap pro v e  a dr ug , but  it 
se e m e d  cl e a r t ha t  it  wa s not  a de ci sio n,  but 
ap pr ov al,  t hat  w as  re qu ire d.  Re v i e w e rs  as
w e ll  as t he ir im m e dia t e  su pe ri ors  w e re 
un de r re l e n t le ss  and co nst an t  pre ss ure  t o
qu ic k l y  con clu de  t he i r de l ib e r at i on s and 
ap pr ov e  dru gs. 

I n de e d ,  th e  F D A  dr u g  ce n t e r' s  1 9 9 9 
a n nu a l  re p o r t  ac t u a l ly  re f e r r e d  to  t h e 
r e v i e w  goa l s  as " t h e  la w s  de a d l i ne s . "  Wh e n 
q u e s t i o n e d  ab o ut  t h i s,  D r .  Wo o d c oc k ,  t he 
d i re c t o r  e x p l a in e d  " I n  e x c ha n g e  fo r  t h e 
u s e r  f e e s,  F D A  m a k e s  a co m m i t m e n t  t o 
m e e t  ce r t a i n  goa l s  f or  re v ie w  t i m e s .  T he 
a g e n c y  has  e x c e e d e d  al m o s t  al l  of  t h e 
g o al s ,  and  it  ex p e c t s t o  con t i n u e  t o  e x c e e d 
t h e m .  B a si c a l l y ,  t h e  nu m b e r of  ne w 
a p pr o v e d  dr u g s  ha s  dou b l e d , an d  th e 
r e v i e w  t im e s  hav e  be e n  cu t  in  ha lf . "  B ut  at 
w h at  pr i ce  f o r  it s  pe r s o n n e l  an d  t h e  pub l i c ? 
E v e n  Wo o dc o c k  ac k n o w le d g e d  in  a FD A 
p u bl i c a t io n  la st  f a l l t h a t  t h e  inc r e a s e d 
w o rk l o a d s an d  ti g h t  pe r f o r m a n c e  go a l s 
" c re a t e  a sw e a t s h o p  en v i r o nm e n t  th a t ' s 
c a us i n g  hi g h  st a f f i n g t u r n ov e r . " 

T h e  pe r c e p t i o n  of  F D A  co z i ne s s  w it h 
d r ug  m a k e r s  is  pe r p e t u a t e d  by  po t e n t i a l
c o nf l i c t s of  int e r e s t  w i t h in  it s  1 8  A d v i s o r y 
C o m m i t t e e s .  T h e s e  ar e  t h e  in f l u e nt i a l 
p a ne l s  t ha t  re co m m e n d w h i c h dr u g s
d e se r v e  ap p r o v al ,  an d e q u a ll y  im po r t a n t , 
w h e t h e r  th e y  sho u l d  be  al l ow e d  t o re m a in 
o n  t h e  m ar k e t  if  su b se q u e n t  re p o rt s 
s u gg e s t  sa f e t y  ha z a r ds .  T h e  F D A  al l o w s 
s o m e  a p p o i n t e e s  t o  w o r k  a s 
c o ns u l t a nt s  o r  r e s e a rc h e r s  f o r  t he 
s a m e  c o m pa n i e s  w h o s e  p r o d u ct s  t h e y 
a r e  p r e s um a b l y  e v a l u at i n g  o n  t h e 
p u bl i c ' s  b e h a l f.  T hi s  oc cu r r e d  f o r 
c o m m i t t e e  ap p r ai s a l s  of  se v e r a l  re c e n t ly 
w i t h d r a w n dr u g s,  in c lu d i n g  Lo t r o ne x  an d
P o si c o r .  Re p o r t e r s  f ou n d  t ha t  in  a m a j or i t y 
o f  m e e t i ng s ,  hal f  or  m o r e  of  t h e  pa n e l 
m e m b e r s  ha d  f i na n c i a l co n f li c t s  of  in t e r e s t . 
I n  so m e  ca s e s  th e y  had  pa r t i c i p a t e d  in 
d e v e l o p i ng  a com p e t i ng  co m po u n d .  I n 
o t he r s ,  th e y  con s u l t e d  f o r  a dr u g co m p an y 
o r  ow n e d  st o c k  in  it . H o w e v e r ,  it  is 
i m po r t a n t  t o  re m e m b e r t h a t  t h e i r  de c i s io n 
i s  no t  bin d i n g . T h e  co m m i s si o n e r  an d  he r 
s t af f  ha v e  t h e  f i n a l  de c i s io n  an d ca n  pi c k 
a n d ch o o se . 

M o re  F D A  F i n a n ci a l  F in a g l i ng ? 
T h e  F D A  is  al s o re s p on s i b l e  f o r 

m a k i n g  abs o l u t e l y  ce rt a i n  th a t  all 
p r e s c r i p t i o n  as w e l l  as  no n- p r e s cr i p t i on 
d r ug s  av ai l a b l e  t o  t he  pu b li c  co nt i n u e  t o  be 
s a f e .  B u t  t h e y  re a l l y  do n ' t  ha v e  t h e 
r e so u r c e s t o  do t h i s  si n c e  al l  t he i r  m e d i c a l 
o f f i c e r s  ar e  pre o c c u pi e d  w it h  re v i e w i n g ne w 
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d r ug s .  T he y  ar e  al s o  un d e r  f i r e  fo r  la ps e s  in
m e at  an d  f i s h  in s p e c t i o n  and  ot h e r  f o o d
s a f e t y  iss u e s ;  hi r i n g ad d i t i o n a l  qu a l i f i e d 
i n sp e c t o rs  ha s  a m u c h hi g h e r  pr i or i t y  fo r 
a l lo c a t i on s  f r om  Co n gr e s s .  A l t h o ug h  t h e 
b u dg e t  f or  dr u g ap p r ov a l  re v i e w s  ha s 
s o ar e d ,  th e r e  ha s  be e n  no  in c r e a se d 
f u nd i n g  to  e v a lu a t e  sa f e t y  af t e r  t h e y  ar e 
b e in g  pr e s c r i b e d .  Ev e n  if  us e r  f e e s  ar e 
c o nt i n u e d or  inc r e a s e d ,  t h e  F D A  is 
p r oh i b i t e d  f r o m  sp e n di n g  t hi s  re v e n u e  fo r 
a n y t h i n g  ot h e r  t h a n  ne w  dr ug  ap p li c a t i on s . 

A s  on e  e p i d e m i o l o g i s t  w h o  ha s 
s t u d i e d  t h e  pr o b l e m  pr o t e s t e d ,  " I t ' s 
s h o c k i n g .  H o w  c a n  y o u  s a y ,  ' R e l e a s e 
d r u g s  t o  t h e  m a r k e t  s o o n e r , '  a n d  n o t 
k n o w  i f  t h e y ' r e  k i l l i n g  p e o p l e ? " 
A l t h o u g h  t h e  F D A  r e c e i v e s  ov e r  2 5 0 , 0 0 0 
r e p o r t s  an n u a l l y  o f  in j u r i e s  a n d  d e a t h s  du e 
t o  dr u g s ,  he  b e l i e v e s  t h e  n u m b e r  o f  s u c h 
" a d v e r s e  d r u g  e v e n t s "  i s  p r o b a b l y 
c l o s e r  t o  2 . 5  m i l l i o n .  Re p o r t s  ar e 
v o l u n t a r y  an d  t h e r e  is  no  in c e n t i v e  f o r 
d o c t o r s  t o  su b m i t  t h e m .  T h e  ca u s e  of 
d e a t h  m i g h t  be  li s t e d  as  " h e a r t  f a i l u r e " 
w i t h o u t  an y  m e n t i o n  of  dr u g  in v o l v e m e n t . 
E v e n  w h e n  a dr u g  i s  in c l u d e d  a s  a
c o n t r i b u t o r ,  c o m p a n i e s  co n s i s t e n t l y 
d i s p u t e  t h a t  t h e i r  pr o d u c t  is  t h e  ca u s e  by 
p o i n t i n g  t o  ot h e r  f a c t o r s  su c h  as  a
p r e e x i s t i n g  di s e a s e  or  t h e  co n c o m i t a n t  us e 
o f  so m e  ot h e r  m e d i c a t i o n . 

O n ce  t h e  F D A  app r o v e s a dr ug ,  t h e 
m a nu f a c t ur e r  pro m o t e s it  agg r e s s iv e l y  wi t h 
c a re f u l l y  cr a f t e d  cl ai m s  t ha t  f a ll  w i t hi n  t h e 
g u id e l i n e s  bu t  ca n  st i l l  be  de c e pt i v e  an d 
m i sl e a d i ng .  Wh e n  pr o bl e m s  do  oc c ur ,  it  ca n 
t a k e  m o n t h s  or  y e a r s  be f o r e  t h e  FD A 
r e ce i v e s  e n o u g h re p o rt s  of  di s t u rb i n g  si d e 
e f f e c t s  or  da n ge r s  f or  it  to  co n si d e r  ta k i n g 
a c t i o n .  Ev e n  w he n  t h e y  do ,  it  is  us u a l ly  t o 
s u gg e s t  ch a n g i ng  t h e  pa c k a ge  la b e l i n g  to , 
i n  t h e i r  w o r d s , " m a n ag e "  ris k s .  Ho w e v e r,  it 
i s  no t  k no w n  if  t h e  ti n y  pri n t  and  le n gt h y 
l a be l i n g  pr e c a ut i o n s  ar e  e v e r  re ad  or 
o b e y e d  by  do c t or s  an d pa t i e n t s ,  es p e c i al l y 
w h e n  ch a ng e s  are  m a d e . 

T h e  ag e n cy  m a y  al s o  tr y  t o  re s o l v e 
s a f e t y  que s t i o ns  by  as k i n g  co m p a ni e s  t o
c o nd u c t  ap p r o p ri a t e  su r v e i ll a n c e  st u d i e s 
a f t e r  t h e  pr o d uc t  is  ap p r o v e d .  B as e d  on
o f f i c i a l  re c o r ds  an d  in t e r v i e w s ,  t h e  F D A 
a p pa r e n t ly  ra r e l y  f o ll o w s  up  or  en f o r c e s 
s u ch  re q ue s t s  al t h o u gh  it  ha s  t h e  po w e r t o 

p u ni s h  any  co m pa n y  t ha t  do e s  no t  co m p l y . 
T h e  I n s p e c t o r  Ge n e r a l of  t he  D e p ar t m e n t  of 
H e al t h  and  H u m an  S e r v i c e s  ru l e d  in  1 9 9 6 
t h at  " T h e  F D A  ca n  m o v e  t o  wi t h d r aw  dr u gs 
f r om  t h e  m a r k e t  if  t he  po s t - m a r k e t i n g 
s t ud i e s  ar e  no t  co m p le t e d  wi t h  due 
d i li g e n c e . "  S i nc e  t h e n ,  t h e  F D A  ha s  n o t 
w i t h d r a w n a n y  dr u g  d ue  t o  a
c o m p a n y ' s  f a i l ur e  t o  c o m p l e t e  a  po s t - 
a p pr o v a l  s a f e t y s t u d y a n d  o f f i c i al s 
r e ce n t l y  a d m i t t e d  t h e y  s t i ll  d o  no t 
k n o w  h o w  o f t e n  s u c h  s t u d i e s  a r e 
p e rf o r m e d. 

E v e n  if  a co m p an y  co m p l i e d , t h e i r
r e su l t s  wo u l d  be  re v ie w e d  by  t h e  sa m e 
A d v i s o r y  B o a r d  t h a t  or i g i n al l y  app r o v e d t h e 
d r ug .  I t  is  do ub t f u l  t h a t  th e s e  re f e r e e s 
w o ul d  be  e a g e r  t o  ad m i t  t h e y  m a d e  a
m i st a k e  or  ha d  no t  be e n  su f f i c i e nt l y 
t h or o u g h . F e d e ra l  e m pl o y e e s ca n n ot  ow n 
s t oc k  in  or  ac ce p t  gif t s ,  mo n e y ,  v a c a t io n s 
o r  an y  ot h e r  ind u c e m e n t s  f ro m  t h e  in d u st r y 
t h e y  re g ul a t e .  I f  t h e y  di d , t h e y  co u l d  be 
f i re d  an d pe r h ap s  e v e n  pr o se c u t e d.  B u t  t h e 
F D A  f r e q ue n t l y  ca l l s  on  ou t s i d e  ph y s i c ia n s 
w i t h  cl e ar  co n f l i c t s  of  in t e r e s t . T h e s e  ar e 
o f t e n  t h e  sa m e  do c t o rs  t h a t  di d  th e  or ig i n a l 
r e se a r c h  on  t h e  dr u g  in  qu e s t i o n  an d  lat e r 
p r om o t e d  it .  T he y  ha v e  be e n ge n e ro u s l y 
r e im b u r s e d  f o r  e a c h  pa t i e n t  e n t e re d  in  a
c l in i c a l  t r i a l , sp e a k i n g  at  co n f e r e n c e s an d 
s e rv i n g  as  co n su l t a n t s .  M a ny  al s o re c e iv e 
s t oc k  op t i o n s  as  an  ad d e d  in d u c e m e n t , 
s i nc e  t h e s e  sk y r o c k e t  in  v al u e  if  t h e  dr u g  is
a p pr o v e d  an d  con t i n u e s  t o  be  so l d. 

Y e t ,  t h e se  ar e  t h e  v e r y  e x pe r t s  wh o 
a r e  f r e q ue n t l y  hi r e d  t o  se rv e  on  A d v i s or y 
B o ar d s  t ha t  de ci d e  if  a dr ug  sh o ul d  be 
a p pr o v e d  as  w e ll  as  su b s e q ue n t l y  ba n n e d. 
I f  a sp o rt i n g  ev e n t  um p i r e  m a d e  a de c i si o n 
t h at  al l ow e d  a t e a m  to  w i n  an d  it  w a s 
f o un d  t h at  t h e  of f i c ia l  ha d re c e iv e d  any 
f o rm  of  re i m b u rs e m e n t  f r o m  t h a t  te a m ,  it 
w o ul d  be  a m a j or  sc a nd a l  t ha t  w o ul d  le ad 
t o  di s m i ss a l .  In  t h e  ph a r m ac e u t i ca l  w o rl d , 
t h e  F D A  is  t h e  f i n a l  um p i r e .  M a n y  f e e l  t h a t 
F D A  " r e f e r e e s "  sh o u l d be  he l d  t o  t h e  sam e 
s t an d a r d s as  t he i r  spo r t  cou n t e r pa r t s . 

M o ni t o r i ng  M i s ha p s  A nd  D e a dl y  D r ug s 
M a ny  sa f e t y  pr ob l e m s  do  no t  su r f ac e 

u n t i l  y e ar s  af t e r  a me d i c a t i o n  has  be e n in 
w i de  us e  an d  t he r e  are  re p or t s  of 
u n su s p e c t e d  se ri o u s  co m p l i ca t i o n s,  as  wa s 
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t h e  ca s e  w i t h  Re d u x  on l y  a y e a r  or  t w o 
a f t e r  it  h a d  b e e n  ap p r o v e d  f o r  w e i g h t  lo s s 
o v e r  o b j e c t i o n s  w a r n i n g  of  t h i s . 
P h e n y l p r o p a n o l a m i n e  (P P A )  ha s  be e n 
a v a i l a b l e  w i t h o u t  a pr e s c r i p t i o n  f o r  o v e r 
f i f t y  y e a r s !  I t  is  a c o m m o n  in g r e d i e n t  in 
c o l d  a n d  w e i g h t  lo s s  p r o d u c t s ,  in c l u d i n g 
C o n t a c ,  D i m e t a p p ,  Co m t r e x ,  Co r i c i d i n , 
T a v i s t - D ,  T r i a m i n i c ,  R o b i t u s s i n ,  D e x a t r i m , 
A c c u t r i m ,  as  w e l l  as  A l k a - S e l t z e r  Pl u s . 
A m e r i c a n s  b o u g h t  6  b i l l i o n  d o s e s  l a s t 
y e a r ,  m a n y  o f  w h i c h  w e r e  f o r  c h i l d r e n 
a n d  i n f a n t s . 

I t  w a s  ba n n e d  on l y  a f e w  m o n t h s 
a g o  f o l l o w i n g  a f i v e  y e a r  st u d y  by  Y a l e 
r e s e a r c h e r s  sh o w i n g  t h a t  t h e  l i k e l i h o o d  of 
h e m o r r h a g i c  st r o k e  w a s  up  t o  f i f t e e n  t i m e s 
h i g h e r  in  pe o p l e  w h o  t o o k  t h e  dr u g  w i t h i n 
t h e  pr e v i o u s  7 2  ho u r s .  Ei g h t e e n  t o  f o r t y - 
n i n e  y e a r - o l d  w o m e n  an d  f i r s t  t i m e  us e r s 
h a d  t h e  hi g h e s t  ri s k  r a t e s .  Co n s u m i n g 
c a f f e i n e  c a n  a l s o  gr e a t l y  in c r e a s e  ri s k . 
O r i g i n a l l y  sc h e d u l e d  f o r  p u b l i c a t i o n  i n  t h e 
D e c e m b e r  2 1  is s u e  of  t h e  N e w  E n g l a n d 
J o u r n a l  of  M e d i c i n e ,  t h e  re s u l t s  w e r e  so 
s t a r t l i n g  t h a t  t h e y  w e r e  r e l e a s e d  se v e n 
w e e k s  e a r l i e r .  T h e  F D A  sa i d  t h a t  p u l l i n g 
P P A  pr o d u c t s  f r o m  t h e  m a r k e t  c o u l d 
p r e v e n t  be t w e e n  2 0 0  an d  5 0 0  di s a b l i n g 
a n d  f a t a l  st r o k e s  a y e a r . 

C o n g r e s s  r u l e d  w a y  ba c k  in  1 9 6 2 
t h a t  t h e  F D A  r e q u i r e  m a n u f a c t u r e r s  of 
n o n - p r e s c r i p t i o n  d r u g s  t o  pr o v e  t h e i r 
e f f e c t i v e n e s s  or  d i s c o n t i n u e  t h e i r  us e ,  an d 
t h e r e  is  n o t  a  sh r e d  o f  e v i d e n c e  t o  su p p o r t 
t h e  e f f i c a c y  o f  PP A .  I n d e e d ,  i t  ha d  lo n g 
b e e n  k n o w n  t h a t  it  co u l d  c a u s e  e l e v a t i o n s 
i n  bl o o d  p r e s s u r e  an d  a 1 9 8 1  a r t i c l e  i n  t h e 
J o u r n a l  of  t h e  A m e r i c a n  M e d i c a l 
A s s o c i a t i o n  w a r n e d  ag a i n s t  it s  us e .  Y e t ,  it 
w a s  no t  un t i l  1 9 9 1  t h a t  t h e  F D A  sa i d  i t 
w o u l d  st u d y  t h e  pr o b l e m .  I t  di d  no t h i n g . 
I r o n i c a l l y ,  t h e  f i v e  y e a r  Y a l e  st u d y ,  w h i c h 
s t a r t e d  in  1 9 9 5 ,  w a s  f u n d e d  by  t h e 
C o n s u m e r  H e a l t h c a r e  Pr o d u c t s 
A s s o c i a t i o n ,  a  t r a d e  g r o u p  t h a t  re p r e s e n t s 
m a k e r s  of  ov e r - t h e - c o u n t e r  dr u g s .  T h e y 
i m m e d i a t e l y  an d  v i g o r o u s l y  at t a c k e d  t h e 
f i n d i n g s  o n  gr o u n d s  t h a t  t h e  n u m b e r  of 
p a t i e n t s  i n  t h e  st u d y  t a k i n g  P P A - 
c o n t a i n i n g  pr o d u c t s  w a s  t o o  sm a l l  an d  t h a t 
m a n y  h a d  o t h e r  st r o k e  ri s k  f a c t o r s ,  su c h 
a s  be i n g  a  sm o k e r .  H o w e v e r ,  t h e  re s u l t s 
w e r e  i n c o n t r o v e r t i b l e . 

R e z u l i n ,  w h i c h  w a s  ap p r o v e d  f o r 
d i a b e t e s  d e s p i t e  s t r o n g  pr o t e s t s ,  w a s 
a l l o w e d  t o  be  so l d  in  t h e  U . S .  f o r  t w o 
y e a r s  af t e r  it  ha d  be e n  ba n n e d  in  B r i t a i n 
b e c a u s e  it  caused liver failure. The FDA
simply suggested "frequent laboratory
testing" for patients taking the drug, without
any scientific assurance that such tests
would be of any benefit. A former FDA
advisory committee member told
interviewers "They just kept increasing the
number of liver-function tests patients
should have," and that this "was clearly
designed to protect the FDA, to protect
the manufacturer, and to dump the
responsibility on the patient and the
physician. If the patient developed liver
disease and didn't have the tests done,
somebody was to blame and it wasn't
the manufacturer and it wasn't the
FDA."

In other instances, safety hazards are
not apparent until evidence of adverse
interactions with other medications that
could never have been anticipated from the
original trials. Seldane was approved in 1985
and rapidly became the second leading
antihistamine. But by 1992, the FDA had
received numerous reports that it could
cause fatal heart rhythms in patients taking
erythromycin or ketaconazole, widely
prescribed antibiotic and antifungal
medications. Dangerous reactions with
grapefruit juice soon surfaced. As noted in a
past Newsletter, one healthy 29 year-old
man died suddenly after taking his
regular dose with two glasses of
grapefruit juice. Although action was taken
in other countries, Seldane was not removed
from the U.S. market until 1998, 12 full
months after the FDA announced it would be
banned. It was no coincidence that this
coincided with the patent expiration and
competitors announced they would offer a
less costly generic version. Critics also claim
that the FDA deliberately dragged its feet
until the company's substitute product,
Allegra, could replace it, and this was
actually mentioned in official memos.

Based on hospital records alone, it
is estimated that 196,000 Americans die
and 2.2 million are seriously injured
every year because of adverse reactions
to medications.
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T h e r e  I s  S t i ll No  S i lv e r  L i ni ng On  T he 
FD A  C l o ud  A nd T h un de r s t o rm s  A r e 
L o o m in g

N u m e ro us pr obl e m s pe r si st .  D e s pit e 
f i v e  w arn in g le t t e rs si nce  1 9 9 8 , Sc he r in g
Pl ou gh  ha s re p e a t e dly  f ail e d  t o m e e t 
m a nu f a ct u ri ng st an dar ds  in  m ak ing  Clar it in ,
it s al le r gy  me di ca t io n tha t  ge ne r at e d al m o st 
$ 2  bil lio n in sa le s in 20 0 0  an d Pro v e n t i l,  an 
as t h m a  in ha le r . S c he ri ng re cal le d 6 0 
m i ll io n P ro ve n t i l inh al e rs  i n M ar ch  2 0 0 0 
af t e r fin di ng t h at  m any  h ad no ne  o f  t he 
ac t i ve  in gr e di e n t  t ha t  he l ps  p at i e n t s 
br e a t h e , af t e r  h av ing  r e ca ll e d  8 0 ,0 0 0 
t h re e  m o n t h s  p re vi o us ly  fo r t h e  s am e 
re as o n . S ch e r ing 's  Na so ne x  nas al sp ra y 
w a s re ce n t l y  re p or t e d  t o st u nt  gr ow t h in 
ch il dr e n,  1 0  t o 20  pe r ce n t  of  wh om  su f f e r 
f r om  alle rg ic rh in it i s.  A  Vi rg ini a
C o ng re s s m an  wh o  in t ro du ce d 
le gi s l at i o n  de s i gn e d t o  he lp  S che ri ng is 
no w be ing  i nve s t ig at e d f ol lo w in g
e v id e n ce  th at  he  re ce iv e d a $2 5 ,0 0 0 
" u ns e c ure d loa n"  at  a v e ry  low  in t e re s t  ra t e 
f r om  t he  co m pa ny 's  lo bb y is t . 

T e x a s and  Cong re ss  ar e  inv e s t i gat in g
t h e  ma rk e t i ng of  S che ri ng' s Re be t ro n k it  f or
t r e a t i ng he pat it is  C th at  co ns ist s of 
in je ct abl e  alp ha  int e rf e ro n an d rib av i ri n,  a
pi ll  it  e x c lus iv e l y  lic e ns e d  f rom  anot he r
co m p an y . T r e a t m e nt  c an co s t  up  t o 
$ 1 8 , 0 0 0  a nn ual ly  and  T e x a s age nc ie s t ha t 
pr ov id e  pha rm a ce ut ica ls  to  pri son e r s, st at e 
e m pl oy e e s  and Me di cai d are  com pla in ing .
S c he ri ng re f us e s  t o all ow  th e  pil l to be  giv e n
w i t h  ot he r le s s ex pe n si v e  in t e rf e ro n
pr od uc t s st at i ng  t he r e  is no  proo f  tha t  th e y 
w o ul d wor k  as we ll , but  wi ll  not  ma k e  th e 
pi ll  av ai la ble  f or  su ch  te st s.  Ne ar ly  60 
pe rc e n t  of  Sch e r in g's  1 9 9 9  $ 7 1 9  m il lio n in 
in t e rf e ro n sal e s  w as fo r he p at it i s.  In  a

cl os e d  do or  me e t in g, fo rm e r Su rge on 
G e ne ra l Koo p t ol d aides to the
subcommittee that has jurisdiction over the
FDA that Rebetron marketing was "sound."
Schering contributed $1 million to one
of Koop's non-profit groups and is also a
sponsor of his financially troubled web
site.

Purdue Pharma's Oxycontin sales hit
$1 billion in a little over four years,
beating out Viagra. While designed as an
alternative to morphine for severe, chronic
pain, salesmen have promoted it to
thousands of doctors as safe for treating
short term pain, offering them all expense
paid 3 day junkets to top resorts to attend a
conference dealing with this. The company
also recruited doctors and paid them large
sums to speak at 7000 "pain management"
seminars all over the U.S. Oxycontin has
been responsible for at least 120
deaths. No other drug has been abused by
so many people so soon after its
introduction. The FDA admitted it failed to
research this potential problem adequately
and is taking steps to insure that it will never
happen again.

The fatal flu drug Relenza is still sold
despite lack of evidence of any efficacy, the
Advisory Board's 13-4 vote against it, and a
recent report that, despite a tutorial session,
m o re  t han  t w o ou t  of  th re e  se n ior  cit i z e ns 
f o r wh om  it  wa s ai m e d  w e re  st i ll un abl e  to 
op e r at e  t he  de li v e ry  sy st e m .  I t  ge t s w or se 
an d th e re  are  no  solu t i ons  in sig ht . A  f ut ure 
is su e  wil l de a l wi t h th e  m is ha ndl in g and 
po li t i cs of  FD A  me dic al  de v i ce  ap pr ov a ls 
cu rr e n t ly  be in g in v e s t i gat e d  and ot he r 
pr ob le m s.  U nt i l th e n,  ge t  ri d of  th ose  bot t le s
of  T av ist -D , Rob it uss in  an d Di m e t ap p ly i ng 
ar ou nd  - an d st a y  tun e d .
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