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

migratory route that seems to have no
purpose and can be lethal for huge herds
trying to traverse insurmountable bodies of
water.

Lemming is often used as an
adjective to denote large groups of
people who blindly follow the dictates of
some doctrine or person. It also has the
connotation that such unswerving allegiance
may have calamitous or possibly cataclysmic
consequences. The Jonestown massacre and
the mass suicides seen in certain cults might
be considered to fall into this category.

What does any of this have to do with
Lipitor, a widely prescribed medication that
has been found to be extremely effective in
reducing deaths from coronary heart
disease? It is also represented as having a
fairly satisfactory safety profile so what's the
problem? My concern is not with Lipitor or
other statin medications per se, but rather
the recent quasi-governmental guidelines
concerning the indications for treatment and
determination of dosages to be used. Some
believe that this report has been engineered
by manufacturers eager to further increase
their lucrative profits from statin sales. It is
important to question the origins, safety and
validity of these new guidelines. As will be
seen, following them blindly like lemmings
could be dangerous or even disastrous.

Lemmings are little furry creatures
best known for traveling in huge herds to
some site of self-destruction, usually by
drowning. They inhabit cold climates in the
Northern hemisphere, subsist on grasses,
roots and possibly insects and reproduce
very rapidly. Folk lore accounts of mass
extinction stem from the fact that every
three or four years, the population explosion
is so great in some species that hordes of
lemmings are forced to swarm out in all
directions in search of food. They can swim
across some rivers and streams but may
drown en masse on reaching a large lake or
the ocean.

Since lemmings up front quickly
consume most of the food in their path,
those in the rear constantly try to leap
forwards or sideways to gain a better
position. This results in a very erratic

ALSO INCLUDED IN THIS ISSUE

•  T h e  C l o u t  O f  T h e  C h o l e s t e r o l  C a r t e l 
•  P u b l i c  H e a l t h  O r  P r i v a t e  P r o f i t s ? 
•  A r e  L D L  L e v e l s  T h e  B e s t  C r i t e r i o n ? 
•  S i d e  E f f e c t s ,  T o x i c i t y  A n d  S a f e t y 
•  O t h e r  O b s e r v a t i o n s ,  I n c l u d i n g  M y  O w n 
•  P u t t i n g  T h i n g s  I n  P e r s p e c t i v e 
•  C o n s u m e r  R e l a t i o n s h i p  M a n a g e m e n t 

( C R M )  A n d  P h a r m a c e u t i c a l  M a r k e t i n g 



July 2001                      The Newsletter of THE AMERICAN INSTITUTE OF STRESS                      Page 2

According to the Director of one
popular public advocacy group, which has
blown the whistle on other Federal and FDA
finagling, "This whole program has the
flavor of a drug industry/NIH cabal."
And with good reason.

The Clout Of The Cholesterol Cartel
T h e  re v is e d  se t  of  gu id e li ne s was 

is su e d  by  t he  Na t i ona l Cho le st e ro l Edu ca t i on
Pr og ra m  Ex p e rt  Pan e l on  De t e ct ion ,
Ev al ua t io n and  T re at m e n t  of  Hi gh Bl ood 
Ch ol e s t e r ol  in  A du lt s . The  pan e l co nsi st s of 
" t op  chol e s t e r ol  e x pe rt s"  co nv e ne d by  th e 
N a t i on al He art , Lu ng an d B lo od  In st it u t e ,
m o st  of  w ho m  hav e  st r on g f in an cia l tie s to 
ph ar m a ce u t i cal  com pan ie s w ho  m anu f a ct u re 
ch ol e s t e r ol  lo w e ri ng dr ugs  and  pr od uct s.  A s
t h e  di re c t o r of  th e  I ns t it ut e  adm it t e d , "I f
t h e s e  gui de lin e s  a re  fo llo we d,  ab o u t  6 5 
m i ll io n a du lt s  w il l b e  o n di e t ary 
t r e a t m e nt  a nd ab o u t  3 6  m il li o n  wi ll  be 
p r e s c r i b e d  a  c h o l e s t e r o l - l o w e r i n g 
dr ug ." 

Essentially, what this boils down to is
that the number of prescriptions for statin
medications would triple to almost one in
five U.S. adults. Statins would now be
indicated in any individual at "high risk". In
addition to patients with evidence of heart
disease, elevated cholesterol or LDL, this
would include anyone with diabetes,
evidence of atherosclerosis in other arteries
or multiple risk factors (cigarette smoking,
hypertension, low HDL, family history, or age
(men over 45 and women over 55). The
problem is that these are really "risk
markers" that are associated with
rather than bona fide causes of heart
attacks.

H a lf  o f h e a rt  at t a ck pa t ie nt s  do 
no t  ha ve  hi gh L D L  o r an y o f t h e 
s t an da rd ri s k fa ct o rs . T he  se v e n ye a r
M R F I T  (M u lt ipl e  Ri sk  Fa ct o r In t e r v e nt i on 
T r ia l)  st ud y  sho w e d no re d uc t i on in  ca rd ia c
m o rt al it y  by  e li m i nat in g e le v a t e d 
ch ol e s t e r ol , hy p e r t e n si on an d cig ar e t t e 
sm ok in g and  a su bs e t  of  hy pe rt e ns iv e s
gi v e n diu re t ic s ac t ua ll y  had  incr e a se d  de a t h
ra t e s.  Th e r e  are  som e  3 0 0  "r is k  f ac t or s"  f or
he ar t  at t ac k s,  inc lud in g a de e p e ar lob e 
cr e a se , pre m at ur e  ve r t e x  bal dn e ss  or a
po t b e l ly ,  but  th e s e  are  si m p ly  st at ist ic al 
as so ci at i on s, no t  cau se s.

The National Cholesterol Education
Program (NCEP) for the detection and
treatment of high blood cholesterol has an
interesting history. It evolved from a prior
educational effort designed to stamp out
hypertension. The general premise
underlying this program was that the lower
your blood pressure, the healthier you would
be and the longer you would live. That
turned out to backfire when aggressive
attempts were made to reduce blood
pressure to lower levels and was especially
disastrous for many elderly individuals.

The first NCEP report was issued in
1988. By a miraculous coincidence, it was
timed to the introduction of Mevacor, Merck's
new cholesterol lowering drug. In an
unprecedented action, it was also released to
the public directly, weeks before doctors
could read the scientific information on which
it was based. Prior to this, clinical trials with
available cholesterol lowering drugs had
shown some reduction in coronary events
but not in overall mortality rates. In addition,
they were associated with a variety of
adverse side effects, including violent
behavior, suicide, and possibly an increase in
deaths due to cancer. Mevacor (lovastatin)
was the first of a new class of statin drugs
that reduced cholesterol, seemed safer, and
reduced deaths from heart attacks without
any increase in mortality from other causes.

While newer statins like Lipitor may be
superior, these revised guidelines are
based more on speculation than solid
scientific research studies. While the
ostensible goal is to reduce coronary deaths,
one wonders how much increasing corporate
profits may have played a role in this recent
pronouncement.

Public Health Or Private Profits?
As The Wall Street Journal noted,

"Rarely have so few doctors
recommended so many drugs for so
many people - virtually overnight. For
t h e  fi rst  t im e  in eig ht  ye ar s,  th e 
go v e rn m e n t  has  pub lis he d ne w  chol e s t e r ol 
st an da rds . If  th e  mor e  rig or ou s gui de l in e s 
ar e  wi de l y  fol lo w e d, do ct o rs  coul d win d up 
w r it in g a st ac k  of  pr e s cri pt io ns th at  wo ul d
ne ar ly  tr ip le  - to  36  m ill io n pe o pl e  - t he 
nu m b e r  of  A m e r ic an s on cho le st e ro l- 
lo w e ri ng dr ugs . T h e  re co m m e nda t i o n s 
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wo ul d put  f ull y 18% of Americans on
'statin' drugs like Pfizer Inc.'s Lipitor,
Merck & Co.'s Zocor and Bristol-Myers
Squibb Co.'s Pravachol. And the new
guidelines could theoretically triple U.S.
sales of these medicines to $30 billion a
year."

Pr op on e nt s and  pha rm a ce ut i ca l
m a nu f a ct u re rs ar gu e  t ha t  t he se  dr ug s w il l
ul t i m a t e l y  low e r  he al t h  ca re  cost s be c au se 
t h e  nu m be r of  he ar t  at t ack s,  st ro k e s and 
di ab e t ic co m pl ic at ion s wil l be  re du ce d .
S o un ds  go od  bu t  th is re m ai ns  t o be  pro v e n. 
Wh at  w e  do kno w  is  th at  de s p it e  a 
s l ug gi s h e c o no m y , s pe nd ing  o n
pr e s cr ipt io n d ru gs  ha s  be e n ri s in g
ne ar ly  1 9 % a y e a r and  i s  e ve n hig he r
fo r ch o le s t e ro l dr ugs , whi ch  l e ad  t he 
pa ck  a s  n o t e d be lo w.

Lipitor is already the nation's leading
prescription drug with sales of $4.5 billion
last year, and it is no wonder that Pfizer
would like to see this triple. Spending
hundreds of millions of dollars to promote it

ethically as well as covertly may seem like a
lot of money, but is actually a paltry
investment in view of the immense potential
returns.

While cholesterol has been the biggest
bonanza, drug companies have been busy
finding ways to push other products;
hypertension is a good example. Last
January, the American Diabetes Association
decided to issue new and lower blood
pressure standards. The result is that more
diabetics will now be taking antihypertensive
medications and those already on them may
have to take more. In addition, over the past
few years, experts have recommended that
several drugs should be used to lower
elevated pressure rather than the usual
practice of simply increasing the dose of one
that has not achieved the desired effect.
Manufacturers are jockeying for position for
the over 70 products to choose from,
including calcium channel blocking agents,
diuretics, beta blockers and others.
Conflicting claims for superior efficacy and
safety can be confusing, especially since
manufacturers increasingly advertise directly
to the public. All patients who have had a
heart attack are now also advised to take
beta blocker drugs to avoid a recurrence,
even if blood pressure is normal.

T h e  im m e d ia t e  fi na nci al  re pe rc uss io ns
of  t he se  ag gre ss iv e  pro m ot io na l e f f ort s ar e 
st ag ge rin g and  t he re  is  li t t le  do ub t  t ha t  the 
co st s wil l be  pa ss e d on  to  con sum e r s. As 
on e  ex pe r t  not e d  " M an ag e d ca re  is  no
lo ng e r  tr y i ng to  cont ro l cos t s . I ns ure rs  w ill 
si m p ly  ta k e  wh at e v e r th e y  ha v e  to  pay  fo r
t h e s e  dru gs  an d pa ss th at  co st  al on g
di re ct ly  to  em pl oy e rs , who  w il l rai se  co -
pa y m e n t s an d de d uc t ib le s f or  t he i r
w o rk e r s."  A cco rd in g t o ano t h e r , t he  he al t h 
an d fi nan ci al be ne f it s of  in cr e as e d 
pr e s cr ipt io n dru g use , suc h as  he ar t  at t ac k s
an d st rok e s  pr e v e n t e d , cou ld  be  y e a rs
aw ay . Man ag e d ca re  co m p ani e s  w ill  be 
as k e d to pr ov i de  m ore  e x pe ns iv e  t re at m e n t 
t h at  ult i m a t e l y  mi ght  re du ce  M e di ca re  an d
M e di ca id co st s , bu t  t he re  is  no gua ran t e e  of 
w h e n  or if  thi s wi ll ha ppe n. 

Are LDL Levels The Best Criterion?
The available evidence suggests that

statin drugs like Lipitor can significantly
reduce the incidence of coronary events and
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deaths due to heart attacks in susceptible
i n di v i d u al s .  H o we v e r ,  t h e s e  b e n e f it s 
m a y b e  e nt i r e l y u n r e la t e d  t o  t h e ir 
a b il i t y  t o  l o w e r  c h o le s t e r o l  o r  L D L 
l e ve l s  a s  t h e  ne w  g u id e l i n e s  c l a im .  I f 
t h is  w e r e  t h e  re a s o n , w h y  do n ' t  ot h e r 
d r ug s  t h at  al s o lo w e r LD L  or  ch o le s t e r ol 
p r ov i d e  th e  sa m e  cl i ni c a l  re w a r d s?  Wh a t ' s 
t h e  di f f e r e n c e ? 

A s  e m p h a si z e d  in  pr e v i o u s 
N e w s l e t t e r s ,  cho l e s t e r o l  is a la rg e  in e r t 
m o le c u l e  an d  it  ha s  al w a y s  be e n  di f f i c ul t  t o 
u n de r s t a nd  ho w  it  co ul d  in f i l t r a t e  t h e 
a r t e r i a l  w a l l .  I n  ad di t i o n , t h e  li p i d  la d e n 
l e si o n s  se e n  in an i m al s  f o rc e  f e d on  hig h 
f a t  di e t s be a r  li t t l e  re s e m b l a n c e  t o  t he 
o b st r u c t iv e  at he r o s c le r o t i c pl a q ue  se e n in 
c o ro n a r y  ar t e r y  di s e as e .  T he s e  p l aq u e 
d e po s i t s  a r e  m o r e  r e m i n i s c e n t  o f  t h e 
t y pe  o f  re s p o n s e  o n e  m i g h t  s e e  t o  a n 
i n fe c t i o n,  w i t h f o a m  c e l l s  a n d  o t h e r 
s t ig m a t a  o f  i n fl a m m a t i o n .  Su p p o r t 
c o m e s  f r om  st u di e s  sho w i n g  t h a t  pa t i e n t s 
w i t h  he a rt  at t ac k s  and  st r ok e  du e  t o 
o b st r u c t iv e  at he r o s c le r o s i s ha v e  hi g h e r
t h an  no r m a l  an t i b o d y  t i t e r s t o  chl a m y d ia 
a n d ot h e r co m m on  m i c ro o r g a ni s m s  an d 
c h la m y d i a ha s  al s o  be e n  cu lt u r e d  f r o m 
t h e s e  le si o n s  ob t a i n e d  du r in g  su rg e r y  or  at 
a u t o p s y . 

I n  add it i on , t he se  pa t i e nt s ha v e 
hi gh e r  th an  no rm al  bl oo d le v e l s of  C-
re ac t i v e  Pr ot e in  (CRP ).  In  t he  ab se nce  of  an
ac ut e  inf e c t io n su ch as  to ns il lit is , a
si gn if ica nt ly  el e v at e d CRP  app e ar s to be  an
in de pe nde nt  ri sk  f act or  or  m ar k e r  f or th e 
ar t e ri al in f la m m at ion  asso ci at e d wi t h
at he ro scl e r ot i c pl aqu e .  Us in g a ne w  hi gh ly 
se ns it iv e  assa y  no w  av a ila bl e  at  mo st 
ac ad e m ic me dic al  ce nt e r s, CR P le v e l s ov e r
2 . 0  mg ./L  corr e l at e  w it h inc re ase d ris k 
pr ov id e d th at  ot he r cau se s  of  ele v a t io n ca n
be  e x c lud e d .

T h e  r e a s o n  t h a t  s t a t i n s  r e d u c e 
r i s k  f o r  h e a r t  a t t a c k s  a n d  s t r o k e s  i s 
b e c a u s e  t h e y  r e d u c e  i n f l a m m a t i o n , 
n o t  L D L  o r  c h o l e s t e r o l .  T h e  v a s t 
m a j o r i t y  o f  co r o n a r y  t h r o m b o e m b o l i c 
e v e n t s  oc c u r  w h e n  f i s s u r e s  in  pl a q u e 
c a u s e  se g m e n t s  t o  be  d i s l o d g e d .  T h i s 
t e n d e n c y  i s  re d u c e d  by  t h e  st a b i l i z i n g 
a c t i o n s  of  st a t i n s ,  w h i c h  oc c u r  f a i r l y 
r a p i d l y  af t e r  on s e t  of  t h e r a p y  an d  lo n g 
b e f o r e  e f f e c t s  on  LD L  ar e  se e n . 

A recent double blind study published
in Circulation, an Am e rican Heart  Association
journal, show ed that  all t hre e major s tat in
drugs  have  po te nt  anti-inflam mat ory
e ffects . It inv olve d 22 indiv iduals, av erage 
age  48, with elev at e d LD L or "bad" 
chole st e rol and high trigly ce rides who
f ollowe d a low fat die t and were  giv e n the
t hree  drugs alt ernat ely for six  we ek s. CRP
conce nt rat ions we re  me asure d three  time s at 
t he  beginning of the  study and twice  af te r
e ach six -w ee k  tre at m ent period. CRP lev els
w ere low ered in 73 perce nt of  patient s taking
Pravachol (prav astat in) and in 82 pe rce nt  of 
t hose  taking Lipitor (at orv astat in) or Zocor
(simv ast at in). The ave rage re duction ranged
f rom 20  to 28  perce nt. Although chole st erol
and LDL we re  also lowe re d, t he re  was no 
corre lat io n bet we en the reductio n in LDL
and reduct io n o f CRP .

W h il e  a hi g h  LD L  se e m s  t o  be  m o r e 
a s so c i a t e d  w i t h co r o na r y  e v e n t s  th a n  a
h i gh  ch o le s t e r ol ,  a  no r m a l  o r  l o w L D L 
h a rd l y  p re d i c t s  p r o t e c t i o n .  LD L 
c o nt r i b u t e s  t o  at h e r os c l e r os i s  w he n  it 
b e co m e s  ox i d i z e d  by  bo m b a r dm e n t  wi t h 
f r e e  ra d ic a l s  an d  ge ne r a t e s f o a m  ce l l s  in  an 
i n f l a m m a t o r y  re a c t i o n t h a t  at t r a ct s 
m a cr o p h a ge s  an d ot h e r sc a v e n g e r  ce l l s 
t h at  gr a du a l l y  bu i l d  up  pl aq u e .  Th u s , 
a t he r o s c le r o s i s  a l s o  s a t i s fi e s  t he 
c r it e r i a  f o r  a n a u t o im m u n e  r e a c t io n 
a n d is  of t e n  acc e l e r at e d  in su c h  di s o r de r s , 
i n cl u d i n g lu p u s,  an t ip h o s p ho l i p i d sy n d ro m e 
a n d rh e u m a t o i d  v a s c u li t i s .  E l e v a t e d 
a n t i b o d i e s  t o  o x i d i z e d  L D L  c o r r e la t e 
n o t  o n l y  w i t h  fu t u r e  h e a r t  a t t a c ks  a n d 
s t ro k e ,  bu t  a l s o  s u b s e q u e n t  b l o c ka g e 
o f  b l o o d  v e s s e ls  i n  by p a s s  a n d  o t h e r 
a n gi o p l a s t i c  p ro c e d u re s . 

Under the new guidelines, the dosage
and duration of statin therapy will be
determined by reducing LDL to new lower
levels. This implies that most patients will
be advised to take statins perpetually,
probably in ever increasing doses. That's
great for the drug companies, but is not
likely to result in corresponding clinical
improvement since it does not address the
infectious, inflammatory and autoimmune
factors that cause atherosclerotic plaque.
There is also good reason to believe that
this practice may cause unanticipated
adverse side effects.
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Side Effects, Toxicity And Safety
All medications have side effects. In

some instances, it may be difficult to
determine if an unsuspected or undesired
reaction or even a favorable response is due
to the drug, as opposed to a nocebo or
placebo response. That's why the gold
standard for clinical trials is a double blind
study in which the active agent is compared
with something that appears identical but is
inert, and neither physician nor patient is
aware of what is being administered.

Drugs with potent effects in one
area are also apt to have more side
effects not related to their therapeutic
activity. All drugs also have toxic effects
when excessive amounts are taken and the
ratio between effective and toxic doses can
vary considerably. In many instances,
adverse side effects are not detected in
clinical trials and may not surface until a
medication has been in widespread use for a
long period of time. Penicillin appeared to be
a panacea for pneumococcal pneumonia and
other infections when it first became
available and was generally considered to be
completely safe, even in massive doses. It
took years to recognize that it could cause
serious allergic reactions and even
anaphylactic deaths in sensitized individuals.
Phenylpropanolamine was recently removed
from numerous popular prescription and
nonprescription products because of its link
with stroke. It had been in widespread
use for over five decades before this
was recognized!

Ch ol e s t e r ol  is  a basi c bui ld in g blo ck 
f o r st e ro id s and  ot he r vit al  com p ou nds  and 
t h e  va st  ma jor it y  of  br ain  st r uct ur e s ar e 
co m p os e d of  li pi ds . I t  wou ld  be  nai v e  to 
as su m e  th at  dr ug s af f e c t in g it s m ak e up  or
m e t a bo lis m  wou ld  be  com ple t e ly  in no cuo us .
Wh il e  st a t i ns en jo y  a good  saf e t y  prof il e ,  it 
is  not  un li k e l y  th at  un de s ir ab le  or  ev e n 
da ng e r ous  side  e f f e ct s wil l em e rg e  wit h th e 
w i de sp re a d and  ind isc ri m in at e  lon g te r m 
us e  th at  is  ma nd at e d by  th e s e  ne w 
gu id e l ine s.  T h is  w o ul d be  m o re  li ke ly t o 
o c cu r if t h e  d o s ag e  a nd  du ra t i o n o f 
t h e r ap y i s  de t e r m i ne d  b y L DL  l e ve ls 
t h at  h ave  n o  c o r re lat io n w it h e ff ic acy  o f
t r e a t m e nt . I f L D L  co n t i nue s  t o  be  h igh ,
do ct o r s  w il l s im pl y i nc re a s e  t he  do s e  o f 
t h e  dr ug. 

Such problems may have already
started to surface. Last April, a reputable
syndicated health column reported the
following: "Several weeks ago we received a
letter from a reader with impeccable
credentials. A retired family doctor and
former astronaut started taking Lipitor
for elevated cholesterol and six weeks
later had a six-hour episode in which he
couldn't remember anything and didn't
even recognize his wife. A full diagnostic
workup did not show any neurologic
problems so he stopped the Lipitor.

According to 'Spacedoc', (who has
devoted a web site to this at
www.spacedoc.net) 'Believing that must
have been a simple coincidence, I
decided a year later to restart Lipitor.
Six weeks later I was brought to the ER
with a 12-hour episode of total global
amnesia.' Again he lost his memory.

One 39-year-old man reported: 'Six
weeks ago my doctor doubled my dose of
Lipitor from 20 mg. to 40 mg. For the past
four weeks I have had trouble with memory.
I couldn't remember my brother's phone
number, I couldn't remember a recent trip or
a restaurant I ate in, and I forgot to attend
an important meeting. This is totally out of
character for me.'

A woman reported that soon after
starting a cholesterol-lowering drug she
experienced pain in her chest, neck and jaw.
This was followed by six hours of
disorientation. 'I could not remember
things that were very ordinary such as
names of friends, their addresses or
phone numbers (including my own).'
She stopped the drug and memory gradually
returned with no further episodes.

Others have experienced muscle pain
and weakness. Although blood tests were
normal, many found they could not longer
exercise as they used to. According to one
patient: 'I became more and more inactive
until I hardly had the strength to get up in
the morning and bathe. When I became
debilitated with tremendous joint pain, I
stopped the medication. Since then, my
energy level has increased a hundred fold.
As I see it, this medicine ruined the
quality of my life. It caused severe
bouts of depression, short spells of
memory loss and debilitating pain.'"
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Other Observations, Including My Own
I  fo un d t hi s col um n int rig ui ng  fo r

se v e ra l re a son s.  I f  so man y  un sol ic it e d
co m p la int s had  be e n sub m it t e d to th is on e 
so ur ce , how  ma ny  ot he rs  of  a sim i la r nat ur e 
w e re  out  th e re  t ha t  had  no t  be e n re por t e d? 
A n d ju st  ho w  sig ni f ic an t  w e r e  the se 
an e c do t al  obse rv at ion s?  Af t e r all , Lip it or 
an d st at i n dru gs  are  pa rt i cu la rly  apt  to  be 
pr e s cr ibe d for  pat ie n t s  al re ad y  at  inc re as e d
ri sk  f or sm all  st r ok e s and  t ra nsi e n t  isc he m ic 
e v e n t s  th at  co ul d inc lu de  te m p ora ry 
m e m o ry  lo ss . Wit h so ma ny  el de rly  pe op le 
t a k i ng  th e s e  m e d ic at i on s, it  w oul d not  be 
un us ua l f or  su ch  com p li cat io ns  to  occu r.  T he 
on ly  w ay  to  de t e rm ine  if  st a t i ns we re 
re sp on sib le  wo ul d be  to  di sc on t in ue  th e 
dr ug  t o se e  if  t he  pr ob le m  qui ck l y 
di sa pp e ar e d  an d th e n re sum e  it  to 
de t e rm ine  if  it  re cur re d. Ho w e v e r , fe w 
pe op le  wo ul d t ak e  suc h a ris k . 

I  de ci de d  t o cor re spo nd  wi t h 
" S pa ce doc " ,  wh o tu rne d out  t o be  Du ane 
G r av e l ine , a re t ir e d ph y si ci an  bo ar d ce r t i f ie d
in  F am ily  Prac t i ce  as  w e ll  as in Pr e v e nt iv e 
M e di ci ne .  H is co nc e rn  w as th at  do ct ors 
w o ul d at t ri but e  an y  adv e rs e  re act io ns to 
ag e  or  se ni lit y  ra t he r tha n st at i ns  an d sa id
t h at  he  w ou ld ne v e r t ak e  ano t h e r
ch ol e s t e r ol -lo w e ri ng dr ug.  I n his  opin io n, 
" A n ev e nt  m ay  be  rare  by  any  de f i ni t io n, 
bu t  wh e n mi lli on s tak e  it ,  e v e n a one - in -a -
t h ou sa nd in cid e n ce  cr e a t e s  sw a rm s  of 
ca se s. "  A  f orm e r  m e m b e r  of  t he  as t r ona ut 
pr og ra m , he  i s  e s p e c ial ly  f e ar fu l t ha t 
do ct o r s  m ay  pr e s cr ibe  s t at in s  t o  pe o pl e 
wh e r e  m e m o r y l o s s  m ig ht  be  d is as t ro us 
no t  o n ly fo r t he m ,  bu t  po s s i bl y o t h e rs ,
as  c o u ld be  t h e  ca s e  fo r a n ai rli ne  pi lo t 
o r  s ch o o l  b us  dr iv e r.

I also talked with one of the
investigators at the University of California,
San Diego, who is involved in a study of the
central nervous system effects of statins.
The results will not be available until 2004,
but she said they were actively investigating
several disturbing reports of memory loss
and unusual fatigue while taking statins that
improved on cessation of therapy. She also
indicated that there was some evidence that
recovery was more rapid following the
administration of Coenzyme Q-10, a
powerful antioxidant that blocks free radical
damage, which makes sense.

Since starting his statin web site,
"Spacedoc" has received numerous
communications that confirm his concerns
that side effects may be much more common
than previously suspected. Most complained
that it had never occurred to them that the
problem might be due to statin therapy.
Even when this possibility was raised, it was
usually dismissed by their doctor or
neurological consultant as extremely
unlikely.

Some examples include, "I have been
a physician for 25 years. I have high
cholesterol and three years ago started on
Lipitor. It lowered my cholesterol level from
261 to 141 within months. A year ago, I
noticed severe calf pain and a progressive
loss of stamina in my legs while jogging or
playing tennis. I feared I was developing
intermittent claudication, a decrease in blood
flow to the muscles of the leg. An angiogram
demonstrated that my leg blood vessels
were clean and wide open. A surgeon friend
ruled out spine disease. I finally did some
research on Lipitor and found that it could
cause rhabdomyolisis, or destruction of
muscle cells. My doctor and I agreed to
discontinue Lipitor. Within weeks my muscle
pain was completely gone. Now leg cramps
never interrupt my tennis matches. I am
convinced that Lipitor was causing my
problem and worry that others may
suffer needlessly."

Lipitor is not the only offender and
muscle pain, amnesia and fatigue are not the
only side effects. One housewife wrote, "On
Zocor I experienced drastic mood swings and
literally kicked my dog and two cats as they
were waiting to be fed. I was yelling at my
husband for no reason. I was also
having problems with my short-term
memory. I told my husband that I would
kill myself if the rest of my life had to be
like that. My doctor switched me to
Pravachol after two weeks off Zocor. During
that time the mood swings and memory
lapses improved greatly and I did not feel
violent. Within a month of starting on
Pravachol, however, I felt extremely
fatigued. I began to have migraines almost
daily. All of my arthritis spots acted up at
once, and I had head-to-foot body aches.
Before long, I was fighting insomnia, muscle
weakness and short-term memory loss.
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Worst of all, I felt detached from myse lf, a
very spacey, lost fee ling. I returned to my
doctor and refused to take any more of these
drugs. Ov er the  next several mont hs the 
migraines disappeared, the arthritis came
under control and the  muscle ache s and
weakness left. My mood is back to normal. I
am happiest that I am again mentally
normal, with no more foggy, spaced out
feelings. I am 57 going on 45 in looks and
actions. While taking Zocor and Pravachol,
I felt like I was going on 90 instead!"

I have never been a proponent of the
high fat diet-high cholesterol-heart attack
hypothesis. We have included several
sessions at our annual International
Congress on Stress to debunking this
widespread misconception by distinguished
authorities in the field including Stewart
Wolf, George Mann, William Stehbens, and
most recently, Ray Rosenman. Stewart Wolf,
our first Hans Selye Award recipient and a
respected cardiologist, had a cholesterol that
approached 600 in his college days and has
always been elevated ever since. Although
now well in his eighties, he has no
cardiovascular problems and actively
continues his clinical research.

My wife, Marguerite, had been taking
Lipitor for about a year and after reading all
these accounts, I recalled that she had also
recently complained of increasing fatigue as
well as memory lapses. The latter were
laughingly dismissed as "senior moments",
even though she is still not eligible for
Medicare. Like many others of Mediterranean
extraction, Marguerite has always had a high
cholesterol but with a high HDL that puts her
in the very lowest risk category for a heart
attack. I had previously reassured her that
no treatment was necessary but when a
preoperative blood test for a colonoscopy
caused concerns, her physician correctly
prescribed Lipitor. Her cholesterol fell slightly
and the dosage had been increased.

Since stopping Lipitor several weeks
ago her feelings of fatigue have definitely
diminished. There is also some suggestion
that her memory complaints have also
improved but this is difficult to substantiate.
Based on the UCLA research group's
comments, she also takes Coenzyme Q-10 in
addition to her daily dose of Vitamins C and
E, and this may be a factor.

Putting Things In Perspective
As originally emphasized, statins are a

very promising class of medications that can
undoubtedly benefit millions at high risk for
coronary heart disease. However, this is
not due to lowering of LDL or total
cholesterol but rather their ability to
reduce inflammation and increase blood
flow by stimulating nitric oxide induced
vasodilatation.

In patients who have had a myocardial
infarction, mortality rates for those
treated with statins over the next
twelve months are less than half of non-
treated controls, regardless of LDL and
total cholesterol effects. This rapid
reduction in risk is achieved by
stabilization of plaque lesions rather
than reduction in lipid atherogenesis,
which would take years to achieve.

A t he ro scl e r osi s is  a co m pl e x  proc e s s
t h at  inv o lv e s bo m b ard m e nt  of  LD L wi t h fr e e 
ra di ca ls to  cr e a t e  an  inf l am m a t or y  re a ct io n
t h at  t he  bo dy ' s im m un e  de f e n se s re s pon d
t o , re sul t i ng in  plaq ue  fo rm at ion . The 
pr oc e s s of  pla qu e  fis su rin g an d rup t ur e  is 
re sp on sib le  fo r th e  v as t  m aj or it y  of 
co ro na ry  ev e nt s an d st a t in s ar e  e f f e ct iv e 
be ca us e  t he y  pre v e nt  th is,  not  be ca use  t he y 
lo w e r LD L .

The amount of statins required to
stabilize plaque may be much less than
that required to reduce LDL to the new
lower levels that have been arbitrarily
se lected .  Asp i r i n  has  s im i l a r
cardioprotective effects and it is now clear
that the effective dose is a small fraction of
the previously recommended amount used
for most indications.

If physicians use LDL levels or even
HDL-cholesterol ratios (which correlate
better with coronary events) as the target
goal for determining statin dosage,
numerous patients are apt to suffer adverse
effects needlessly. CRP concentrations are
superior predictors but are influenced by too
many factors not related to coronary
atherosclerosis. What we need is a more
specific and sensitive measure of arterial
inflammation. Until this is available,
prophylactic statin therapy should be
considered cautiously on an individual basis,
rather than blindly following blanket
guidelines like lemmings.
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C u s t o m e r  R e l a t io n s h i p M a n a ge m e n t 
( C RM )  &  P h a r m a ce u t i c al  M a r ke t i n g 

W h e n  I  e n t e r e d  pr a c t i c e  ov e r  f o u r 
d e c a d e s  ag o ,  p r e s c r i p t i o n  dr u g s  w e r e 
n e v e r  pr o m o t e d  di r e c t l y  t o  t h e  pu b l i c  an d 
t h e  on l y  i n f o r m a t i o n  a b o u t  t h e m  w a s 
u s u a l l y  f r o m  a  ph y s i c i a n ,  or  p o s s i b l y  t h e 
M e r c k  M a n u a l ,  w h i c h  w a s  av a i l a b l e  in  m o s t 
p u b l i c  li b r a r i e s .  D o c t o r s  ge n e r a l l y  le a r n e d 
a b o u t  ne w  dr u g s  f r o m  p h a r m a c e u t i c a l 
r e p r e s e n t a t i v e s  w h o  su p p l i e d  t h e m  w i t h 
s a m p l e s  an d  pr o m o t i o n a l  li t e r a t u r e  an d 
s o m e t i m e s  pe n s ,  f l a s h l i g h t s ,  k n i v e s  or 
o t h e r  it e m s  co n t a i n i n g  t h e  na m e  of  t h e 
d r u g  t o  k e e p  r e m i n d i n g  t h e m  ab o u t  it .  I 
w a s  re m i n d e d  a b o u t  t h a t  la s t  w e e k  on  a 
p l a n e  f l i g h t ,  w h e n  m y  m e a l  t r a y  in c l u d e d 
a n  ad v e r t i s e m e n t  f o r  A l l e g r a ,  w h i c h 
i n c l u d e d  a  re b a t e  f o r  up  t o  $ 1 0 . 0 0  on  an y 
A l l e g r a  pr e s c r i p t i o n  a n d  u r g i n g  m e  t o  as k 
m y  do c t o r  ab o u t  t h e  dr u g  o r  t o  ca l l  1 - 8 0 0 - 
A l l e g r a  f o r  f u r t h e r  de t a i l s .  T o d a y ,  pa t i e n t s 
c a n  qu i c k l y  be c o m e  ju s t  as  in f o r m e d  as 
t h e i r  ph y s i c i a n  ab o u t  an y  dr u g  by 
c o n s u l t i n g  a P D R  o r  su r f i n g  t h e  w e b , 
i n c l u d i n g  f r e e  ac c e s s  t o  a l l  s c i e n t i f i c 
p u b l i c a t i o n s  i n  t h e  N a t i o n a l  L i b r a r y  o f 
M e d i c i n e .  Ra d i o  an d  T V  ad s  ab o u n d  no t 
o n l y  t o  pr o m o t e  dr u g s ,  bu t  m e d i c a l 
e q u i p m e n t ,  ho s p i t a l s ,  as  w e l l  as 
o p h t h a l m o l o g i s t s  o f f e r i n g  t h e  la t e s t  l a s e r 
s u r g e r y . 

C u s t o m e r  R e l a t i o n s h i p  M a n a g e m e n t 
( C R M )  is  a  e u p h e m i s m  t o  de s c r i b e  t h e 
c o m p l e x  pr o c e s s  t h a t  n o w  e n t e r s  in t o 
p r o m o t i n g  ph a r m a c e u t i c a l s .  I t  in v o l v e s 
d e c i d i n g  h o w  m u c h  t o  a l l o c a t e  t o  d i r e c t 
m e d i a  ad v e r t i s e m e n t s ,  sa l e s 
r e p r e s e n t a t i v e s  w h o  ca l l  o n  ph y s i c i a n s , 
w h a t  m e d i c a l  j o u r n a l s  or  w e b  s i t e s  t o 
a d v e r t i s e  in ,  e t c .  T h e s e  p r i o r i t i e s  ar e 
c o n s t a n t l y  ch a n g i n g  as  ph y s i c i a n s  ar e  no 

l o n g e r  t h e  s o l e  so u r c e  o f  i n f o r m a t i o n  f o r 
p a t i e n t s ,  an d  i n  r e c e n t  y e a r s ,  D i r e c t  T o 
C o n s u m e r  p r o m o t i o n  ha s  a p p r o a c h e d  $ 2 
b i l l i o n  a n n u a l l y .  H o w e v e r ,  s i n c e 
p h y s i c i a n s  u s u a l l y  ha v e  t h e  f i n a l  sa y , 
s t a t i n  m a n u f a c t u r e r s  h a v e  l a u n c h e d  a n  a l l 
o u t  ca m p a i g n  t o  pr o v i d e  t h e m  w i t h 
r e w a r d s .  A s  T h e  W a l l  S t r e e t  Jo u r n a l 
r e c e n t l y  n o t e d ,  " M a n y  in s u r e r s  no w  g r a d e 
d o c t o r s '  p e r f o r m a n c e s  an d  d o l e  ou t 
m o n e t a r y  b o n u s e s  a n d  p e n a l t i e s  ba s e d  on 
m e a s u r i n g  an d  i m p r o v i n g  p a t i e n t s ' 
c h o l e s t e r o l  l e v e l s .  A n d  t h e  f a s t e s t  a n d 
e a s i e s t  w a y  f o r  do c t o r s  t o  l o w e r 
c h o l e s t e r o l  i s  t o  p r e s c r i b e  a p o w e r f u l 
s t a t i n  li k e  P f i z e r  I n c . ' s  L i p i t o r .  I n s u r a n c e 
p r o v i d e s  a l l  k i n d s  of  in c e n t i v e s  f o r  t h a t 
b e h a v i o r .  Y o u  g e t  a  b o n u s  p a y m e n t  t h a t 
i s  a b o u t  2 0 %  of  w h a t  y o u  ar e  o t h e r w i s e 
p a i d  f o r  c a r e . "  D r u g  c o m p a n i e s  e n l i s t 
d o c t o r s  a s  " c o n s u l t a n t s "  e v e n  a t  s m a l l e r 
c o m m u n i t y  ho s p i t a l s  a n d  p a y  f o r  m e d i c a l 
c o n f e r e n c e s .  A t  t h e  r e c e n t  A m e r i c a n 
C o l l e g e  o f  C a r d i o l o g y  m e e t i n g  P f i z e r  w a s 
t h e  le a d i n g  s p o n s o r  a t  a  co s t  o f 
$ 8 2 2 , 0 0 0 ,  in  ad d i t i o n  t o  ha n d i n g  o u t 
t h o u s a n d s  of  Li p i t o r  l o g o  b a g s  t o 
p h y s i c i a n s .  S a l e s  r e p s  b r i n g  p i z z a  o r 
l u n c h  f o r  t h e  o f f i c e  s t a f f ,  t r e a t  ph y s i c i a n s 
t o  d i n n e r ,  e t c . 

W i t h  t h e  i m m i n e n t  in t r o d u c t i o n  of 
n e w  st a t i n  dr u g s ,  co m p e t i t i o n  w i l l  be 
f i e r c e r  an d  pa t i e n t s  a n d  p h y s i c i a n s  w i l l  b e 
b o m b a r d e d  w i t h  of f e r s  an d  co n t r a d i c t o r y 
c l a i m s  t h a t  ar e  bo u n d  t o  b e  co n f u s i n g .  A s 
w i l l  b e  di s c u s s e d  in  a  f u t u r e  N e w s l e t t e r , 
m a n y  d o c t o r s  a r e  f i g h t i n g  ba c k  at 
w w w . n o f r e e l u n c h . o r g .  L e g i s l a t i o n  i s  al s o 
b e i n g  co n s i d e r e d  t o  ba n  m i s l e a d i n g  m e d i a 
a d s  t h a t  d o  no t  pr o v i d e  f u l l  d i s c l o s u r e  of 
a d v e r s e  si d e  e f f e c t s .  S t a y  t u n e d  t o  se e 
h o w  M a r g u e r i t e  m a k e s  o u t . 
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