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

cholesterol was clearly the most important.
However, many heart attack patients have
none of these risk factors and about half
have normal or low cholesterol values.

Furthermore, in the Framingham 30-
year follow-up report, cardiac death rates
showed no relationship to cholesterol. Men
over 47 with low cholesterol died just as
frequently as those with high values;
elevated cholesterol was not a risk factor for
women and was actually associated with
reduced mortality in the elderly. A variety of
drug trials also failed to show that lowering
cholesterol had any benefits.

We were subsequently told that the
real culprit was LDL "bad" cholesterol and
that a new class of statin medications
effectively reduced LDL as well as heart
attack and death rates. The prestigious
National Research Council reported in 1989
that "LDL has the strongest and most
consistent relationship to individual and
population risk of CHD (coronary heart
disease)". A leading proponent of the
cholesterol-heart disease hypothesis
subsequently wrote, "Evidence is abundant
that elevated LDL is a major cause of CHD
and that lowering LDL reduces CHD risk."

Save for rare cases of rhabdomyolysis
and liver disease that were readily
detectable, statins were also allegedly

It's hard to go through the week
without learning about some sensational new
indication for statins or being updated on
their triumphs in lowering your "cholesterol
number" and preventing heart attacks. Small
wonder that some now view statins as some
sort of panacea. A constant barrage of
advertisements has also made them the
most profitable prescription drugs ever.
Lipitor sales are projected to hit $10 billion
in 2005 and Zocor is not far behind. While
statins may be useful medications there are
growing concerns about the guidelines for
prescribing them as well as repeated claims
that they are unusually safe and well
tolerated.

The Framingham study originally
found that heart attacks were largely due to
three controllable risk factors: high
cholesterol, hypertension and smoking
cigarettes. These were additive but
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remarkably safe. As detailed in prior
Newsletters, there was not only little to
support these claims but also abundant
evidence that they were erroneous and
dangerously deceptive. Recent reports
provide further proof that statins are
not as harmless as generally believed
and that their benefits are not due to
lowering LDL or other lipid effects.

The May 2003 Weston Price Conference
Many of these issues were discussed

at the recent Weston A. Price Foundation
conference entitled Heart Disease In The
21st Century: Beyond The Lipid Hypothesis.
Uffe Ravnskov's opening presentation, "High
Cholesterol Protects Against Disease"
reviewed a number of studies showing
higher rates of infectious disease, cancer,
and AIDS in patients with low cholesterol
levels. Higher death rates from respiratory
and digestive disorders were also associated
with low cholesterol. In the Framingham
follow-up study, subjects whose cholesterol
fell the most had the highest coronary and
overall death rates. In the only cholesterol
lowering trial that included autopsies,
atherosclerosis was more pronounced in the
treatment group. Ravnskov, author of The
Cholesterol Myths, has assembled an
international group of similar cholesterol
skeptics, (www.thincs.org) some of whom
also participated in this conference. Duane
Graveline, a retired physician and former
NASA scientist/astronaut recounted his
personal experience with Lipitor, which
caused global amnesia on two occasions. He
has collected a considerable number of cases
demonstrating the adverse cognitive side
effects of statins and is publishing a book
and some papers detailing these.

Kilmer McCully, who first
demonstrated that homocysteine caused
atherosclerosis in laboratory animals
decades ago, reviewed a subsequent wealth
of literature proving that increased
homocysteine is an independent risk factor
for vascular disease in humans. This is most
often the result of a deficiency of folic acid
and other B vitamins that can be readily
corrected. Recent research studies suggest
that the mechanism of action may involve
increased production of certain free radical
species. Further investigations could lead to

the development of compounds to retard the
development of cancer, atherosclerosis and
degenerative diseases associated with aging.

Peter Langsjoen, a Texas cardiologist
who specializes in the treatment of heart
failure, warned that this problem has
reached epidemic proportions, possibly due
to statin depletion of coenzyme Q10. Biopsy
studies show that the severity of heart
failure is directly correlated with low CoQ10
levels. Numerous animal studies and clinical
trials have documented statin induced Co
Q10 depletion, which affects the heart more
than other structures since the heart has the
highest requirements of this essential
vitamin- like substance. This  can be prevented
by administering CoQ10 supplements, which
are readily available without a prescription.
Langsjoen has been using these with great
success over the past two decades for the
prevention and treatment of heart failure as
well as other cardiac problems. He is also a
member of the International Coenzyme Q10
Association (www.coenzymeQ10.org). They,
as well as other concerned groups, have
petitioned the FDA to put a black box label
warning on all statin containers.

Leslie Kevay, a prominent nutrition
researcher, noted that Western diets are
often low in copper and that this might
contribute to coronary heart disease. Copper
deficiency elevates cholesterol, uric acid and
blood pressure, impairs glucose tolerance
and promotes thrombosis and oxidative
damage. More than 80 anatomical, chemical
and physiological similarities between
animals deficient in copper and ischemic
heart disease patients have now been
identified. For additional coverage of this
conference, visit www.westonaprice.org

Statins, Cancer, CRP, CHD And Stress
My own presentation was devoted to

explaining why statins are not as safe as
generally claimed and that they work by
reducing inflammation rather than lowering
LDL. Current therapy goals of reaching
arbitrary LDL levels that are difficult to
achieve are dangerous. They will only lead to
higher doses and longer duration of
treatment, both of which will result in
increased complications. In addition to
rhabdomyolysis and liver dysfunction, these
include: muscle pain, weakness and fatigue,
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bi o p s y ev ide n c e o f m yo pa th y  a n d
te n d in o pa th y  i n  t h e  ab s e n c e  o f a bn o r m al 
bl o o d t es ts ,  m em o r y  lo s s , g lo bal  a m n e s i a,
po o r  c o n c en t r a tio n ,  in s o m n i a,  er ec til e
dy s f u n c ti o n ,  p r o b le m s  wi th  te m pe r a tu r e
r e gu lat io n  ( fe eli n g  h o t o r  c o ld,  h avi n g 
s w ea ts ) , dif fi c u l ty  in  m an a gi n g di abe te s ,
an d per ip h er al  n e u r o pa th y. I n  o n e r ep o r t,
th e in c id en c e o f n e w c as es  o f  pe r i ph e r a l
n e u r o pa th y w as  1 6  t im e s  h ig h e r  i n  pat ie n ts 
ta ki n g s t ati n s .

Al l sta ti ns ha v e b e en sh own  t o b e
c a r c ino g e nic  i n e xp er i m e nta l ani m a ls in 
d o sa g es  t hat  a p p r ox im a te  th os e g iv en
to  p ati en ts.  A lt h o u gh  th e lag  t im e  b etw ee n 
ex po s u r e to  a c ar c i n o g en  an d c li n i c al 
de te c ti o n  is  o fte n  a d ec ade  o r  m o r e, a
di s t u r b in g t we lve - f o ld  i n c r ea s e in  br ea s t
c a n c er  wa s  r ep o r t ed  in  o n e s t u dy  a n d m o r e
s k in  m a li gn a n c ies  w er e  n o te d in  an o th er .
St at in s  c an  c o n tr ib u te  t o  m al ign an t g r o wth 
by  b lo c ki n g th e p r o du c ti o n  o f  C o en zym e
Q 1 0  an d / o r  s qu ale n e . B o t h  o f th e s e 
in te r m e di ate  c o m p o u n ds  i n  t h e  s y n t h es is  o f 
c h o l es t er o l h a ve be en  s h o wn  t o  h av e
an ti c an c e r  e ff ec t s  in  an im a l an d  h u m a n 
s t u d ies . Sta ti n s  lo wer  D HE A , wh i c h  h a s 
an ti c an c e r  a n d  im m u n e s t im u la tin g eff ec ts 
an d r ed u c e b il e p r o du c ti o n .  T h is  c o u l d lea d
to  b o we l c an c e r  b y in c r e as i n g  th e tr a n s it
ti m e  o f  f o o d  i n  t h e  gu t.  I n  a ddi ti o n ,  s tat in s 
c a n  s ti m u lat e th e  g r o w th  o f  n ew an d
ex is tin g blo o d  ve s s els  t h at  c an c er s  r eq u ir e
to  p r o m o t e t h e ir  s p r ea d. 

St at in  c a r di o p r o t ec tiv e eff ec ts  ar e
s e en  fa r  to o  r api dl y t o  be du e t o  lo w er in g 
LD L an d  a r e ac h ie ve d r eg ar d le s s  o f  ba s e lin e
LD L lev el s  o r  th e  d egr ee  to  w h ic h  th e y ar e 
r e du c ed . Fin al ly,  i f s ta tin s  wo r ke d b y
lo we r in g LD L  t h er e s h o u l d b e s o m e lin ea r 
do s e - r e s p o n s e r el at io n s h ip.  T h is  h as  n e ver 
be en  s h o w n  i n  an y  s tu d y. 

C a r d io p r o tec ti ve be n ef it s  a r e  s e en  in 
th e eld er ly,  w h er e LD L  i s  n o t  a C H D  r is k
fa c t o r .  S tat in s  a ls o  p r e ven t is c h e m ic  s tr o ke ,
an o t h er  d is o r d er  th at is  u n r e lat ed  to  L D L
le ve ls .  A c c o r d in g  t o  r ec en t  r epo r t s , s t ati n s 
ar e n o w  a lle ge dly  b en e fi c ia l fo r  e ver yt h in g
fr o m  Al zh eim er ' s  an d a tr ial  f ibr il lat io n  t o 
m u lt ipl e s c l er o s i s .  St at in s  e ven  r edu c e 
s t r e s s  as  as s e s s e d by lo wer  h o s t il ity ,
depression an d anxiety score m ea s u r em en t s . 
N o n e  o f  t h e s e  c a n  b e  e x p l a i n e d  b y 
l o w e r i n g  L D L . 

Reducing inflammation, thrombotic
factors and endothelial damage would be a
much better explanation. In the CARE trial,
CRP levels were found to be the best
predictor of recurrent coronary events. The
efficacy of statin therapy was directly related
to the degree of inflammation and
completely independent of any lipid
response. Atherosclerotic plaque has all the
hallmarks of an inflammatory response to
infection and there is considerable evidence
to support such an etiology in many cases,
particularly for Chlamydia pneumoniae.
Homocysteine, angiotensin II, aldosterone
and a host of other inflammatory agents
have also been implicated.

Stress can contribute to coronary
heart disease via increased catecholamine
secretion and other neuroendocrine
activities. For what it's worth, stress has a
much more profound influence on cholesterol
levels than dietary fat intake. Stress can
similarly contribute to hypertension, smoking
and increased homocysteine. With respect to
inflammation, most conditions associated
with high CRP levels are also seen with
increased stress. CRP concentrations
correlate best with abdominal obesity, which
has been shown to be largely due to cortisol
activities that promote visceral fat cell
production of inflammatory cytokines. These
have been shown to contribute to coronary
disease, hypertension, diabetes and other
manifestations of metabolic syndrome.

Unlike the U.S., Canadian ads for
statins must state they lower CoQ10
and have not been shown to prevent
heart attacks. They can only claim
reduction in "relative risk", which is
deceptive and very different than "absolute
risk". A good illustration is provided by the
preposterous "Polypill" proposal.

The Phenomenal Polypill Panacea
For get abo u t th e alc h em is t's  m agical

"Elixir of Life" and Po nc e D e Leo n' s  "Fo u ntain 
o f Yo u th ". Th es e fan tas ies  h ave r ec ently been 
r eplac ed by a c o mbin ation  pill co nc o cted no t
by so m e "ko ok", bu t two  distin guish ed
s cien tis ts , N ic h olas  Wald, P ro fes so r  and Head
o f th e W olfso n I ns titute o f Pr eventive
Medic ine in  Lon don  an d Malco lm  Law, a
P ro fes so r at th e Univer sity of Lo ndo n an d
Univer sity of Au cklan d in  New Zealand. These
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res earch ers believe they can  prevent almost
nin e out of ten heart attacks as well as fo ur
out of five s trokes in anyon e with
car diovascular dis ease and everyo ne age 55
and older. All you  need to do is to take th eir
powerful Polypill daily.

So what's in this latest magic bullet? A
statin to lower LDL, three different
antihypertensive drugs (a beta blocker, diuretic
and ACE inhibitor), aspirin to reduce clotting
tendencies and folic acid to prevent high
homocysteine levels. There is no vitamin C or
vitamin E, omega-3 fatty acids, Coenzyme Q10
or other ingredients that have also been shown
to reduce heart disease. There are no dietary
restrictions or recommendations nor any need
to exercise more and stop smoking.

The Polypill was introduced with much
fan fare in a lead artic le en titled "A strategy to
reduce h eart disease by more than  80%". It
appeared in the Ju ne 28  issu e of the British
Medical Journ al ac companied by two
enthusiastic edito rials . Ric hard Smith , the
editor, started ou t by stating th at th is was
pos sibly the most impor tant issue of the
jou rnal in th e las t 50 years . He suggested that
everyone save their copy sin ce it would likely
bec ome a collector 's item because of the Wald
and Law contr ibutions. A guest editorial by
Anthony Roger s, co -director of th e Clinical
Trials R esear ch Un it, Univer sity of Au cklan d,
was  not quite as gushy. However, it also
seemed to endorse the author s' claim that the
Polypill would have "a greater im pact on th e
prevention of disease in the Western world
than any other kno wn in tervention "! No t
sur prisingly, the professors  filed a patent
application for th eir formulation  and a
trademar k application for th e nam e Polypill
over thr ee years ago

Their  co ntentio n  is that o ne in  thr ee
peo ple o ver  the age o f 54  co uld loo k for war d
to an  additio nal 1 1 o r 12  year s  o f life free
fro m c ar dio vasc u lar dis eas e by takin g a daily
P olypill. All th e in gredients are r eadily
available and n o t pr o tected by paten t so  th e
price of th e pill wo u ld be m in imal, es pec ially
when pur ch ased in hu ge qu antities . There ar e
appar ently few c on cer ns  abou t s afety
bec au s e of th e r elatively lo wer  than  n or m al
dos ages us ed. Alth ou gh all antihyper tens ive
dru gs  ar e presc r ibed at "h alf s tandard do ses",
effic acy is  pres um ably maintain ed becaus e o f
s om e s yn er gis tic  effect.

These conclusions seem somewhat
premature, if not preposterous, for several
reasons. The first is that no studies have
ever been done with the Polypill since it does
not exist. It is not clear if this will be
manufactured as a tablet, capsule containing
powder or gelcap, and the various different
fillers required or formulation of the covering
may not be compatible with all the
constituents. Proximity to meals and time of
day of administration may influence efficacy.
Simvastatin and beta blockers are more
effective when given in the evening, but a
thiazide diuretic taken at the same time
could significantly interfere with a good
night's sleep. Some of the ingredients have
significant side effects or are relatively
contraindicated in common conditions like
diabetes and asthma. In addition, desired
responses may be suppressed and/or
unwanted actions augmented when certain
of these drugs are taken simultaneously.

The c laims  fo r the efficac y an d s afety
o f th e P olypill ar e bas ed so lely on  meta- 
analys es  an d statistical evalu ation s  o f m or e
than 7 50  c lin ic al tr ials involvin g s om e
4 00 ,0 0 0 par ticipan ts . Man y o f these study
gro ups  invo lved in dividuals with evidenc e o f
o r at in cr eas ed risk fo r c or on ary h ear t dis eas e
and h ypertens io n . Extrapo latio n  o f s uc h
r es ults to  a po pulation  with  n o  inc r eased r is k
for  c ardio vas cu lar  diseas e o th er th an havin g
r each ed th e age of 5 5  s eem s un war ran ted
and po tentially dangero us . They h ar dly ju stify
c on ver ting million s o f healthy people in to
per petual patien ts , s om e o f wh o m may well
develo p co m plain ts  like c h ro nic  c ou gh an d
bleeding tenden c ies.

Relative Versus Absolute Risk And NNT
The pr om is e that 8 8% of h ear t attac ks

and 8 0 % of stro kes  will be preven ted and
that a dec ade o r  m or e o f h ealth y life will be
added fo r tho se wh o take a daily Po lypill is
ver y appealin g. It is  als o  ver y m is leadin g
s in ce th er e are no  ac tu al studies  th at
dem on s tr ate this  as m an y m ay be led to 
believe. Th es e, as  well as  the claim s of
s afety, ar e bas ed so lely o n statistics  derived
fro m m eta- analys es  o f r an dom ized tr ials that
r eflec t relative r is k, wh ich  is  ver y differ en t
than abs olu te r isk. This is a great exam ple o f
Har ry Tr um an' s advic e, "I f you  can' t convince
them, confuse them".
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For example, your doctor tells you
that there is a new blockbuster statin drug
with no side effects and if you take it every
day for the next five years it will significantly
"reduce your risk" of heart attack. How likely
is it that you would take the drug based on
the following clinical studies?
1. Over five years, patients taking this drug

had 34% fewer heart attacks compared
to controls who took a placebo. (Sounds
pretty convincing)

2. Over five years, only 2.7% of patients
taking this drug had a heart attack
compared to 4.1% taking a placebo. (Also
not bad)

3. If seventy-one people take this drug
every day for five years it will prevent
one of them from having a heart attack.
However, there is no guarantee that you
will be that person. (These odds are not
very attractive)

All these scenarios are accurate and
are based on the same data but the statistics
have been presented in very different ways.
To avoid becoming confused, it is essential
for you to be able to distinguish between
relative risk reduction (RRR), absolute risk
reduction (ARR) and number-needed-to-
treat (NNT).
Scenario 1:

34% is the relative risk reduction.
4.1% taking the placebo had heart attacks;
compared to only 2.7% for those taking the
drug, a RRR of 34%.
Scenario 2:

1.4% is the absolute risk reduction.
When you compare the percentage of the
4.1% in the placebo group who had heart
attacks with the 2.7% of statin-takers who
had heart attacks, the ARR is 1.4%. That's
about 25 times less than the RRR figure
advertised.
Scenario 3:

Ho w m an y peo pl e n ee d t o  tak e th e 
dr u g  to  p r ev en t j u s t o n e  h e ar t a tt ac k ?  Yo u r 
do c t o r  wo u ld  h ave  t o  t r e at 7 1  pe o p le ju s t
li ke  yo u  fo r  f ive  y ear s  to  pr eve n t  o n e o f
th em  fr o m  h a vi n g a h ea r t  at ta c k bu t t h e r e
is  n o  w ay  o f  k n o w in g w h o  th is  wi ll  be . Th i s 
is  c all ed  th e n u m be r  n ee ded  t o  t r e at ( N N T) 
an d wo u ld  pr o b abl y n o t  p er s u a de m a n y
h e al th y  p ati en ts  to  ta ke  th is  pi ll  fo r  th e  r es t 
o f  t h ei r  lif e. 

The statin manufacturers are able to
persuade physicians to prescribe their
products by citing Relative Risk Reduction
statistics and these are also featured in
direct advertising to consumers, who may
not be aware of their true significance. The
fact is that none of the primary prevention
statin trials have demonstrated a decrease in
overall mortality rates and most show no
significant decrease in the incidence of heart
attacks or strokes.

The Polypill proponents have done the
same thing. Many will interpret their claims
to mean that taking a pill every day for the
rest of their lives will reduce the likelihood of
having a heart attack by 88 per cent and
lower their chances for stroke by 80 per
cent. If the meta-analyses results were
reported as absolute percentages (ARR) and
number needed to treat (NNT), quite a
different picture would be painted according
to a rapid response entitled "Patients before
populations" posted on the BMJ web site by
two British physicians. They wrote, "We are
duty bound to inform our healthy 55-year-
old that if he or she takes the Polypill for the
next 10 years there will be less than 1%
chance per year of benefit and a 6% overall
chance of side effects, some of which (e.g.
aspirin related GI haemorrhage) may be life
threatening. Furthermore if the Polypill is
successful, our patient's chance of dying
from cancer, trauma and degenerative brain
disease will increase pari passu with the
effectiveness of the Polypill, as sadly even on
the Polypill, mortality will remain stubbornly
around the 100% mark."

Not mentioned were the possible
adverse effects of statin induced Coenzyme
Q10 depletion, beta blocker fatigue and
impotence, etc. The selection of three
antihypertensive drugs at "half standard
doses" shotgun approach raises other
important objections.

Buckshot Or Bullets For Blood Pressure?
The Polypill authors make some

reckless presumptions with respect to
treating "essential hypertension" and
preventing its development in older
individuals. The decision to combine three
antihypertensive drugs is based on the belief
that most patients will eventually require
three or more medications to achieve

Anna


Anna


Anna
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satisfactory blood pressure control. These
drugs are administered at half their
customary doses in the hope that a
satisfactory synergistic response will result
but there are no studies to support this.
Lower doses may reduce individual side
effects but this could be offset by reactions
with other medications. Beta blockers can
deplete levels of CoQ10 and potentiate
adverse reactions to statins such as fatigue
and weakness and there may be other
unanticipated polytherapy perils. The
problem with the Polypill is that it is targeted
to treat a set of statistics rather than a
person.

When I graduated from medical school
a half century ago, "essential hypertension"
was often called "benign" hypertension since
most patients had no complaints and some
seemed to tolerate their condition for years
without suffering any ill effects. "Malignant"
hypertension meant that there was some
evidence of retinopathy, cardiac enlargement
or impaired renal function and the diastolic
pressure was over 120 mm. Hg. This could
arise without warning but in other instances
was a worsening of a previously benign
course. There were few safe blood pressure
lowering drugs available for such patients
and treatment was usually sodium
restriction, diuretics, or sedatives depending
on symptoms. If nothing worked and
diastolic pressures over 140 persisted,
bilateral sympathectomy was the only option
to prevent blindness, encephalopathy and a
certain and sometimes prompt death.

Whether or how to treat patients with
benign hypertension could also be
challenging. We suspected that most
patients would likely have problems down
the line but there was little we could do
about it. Because stress or psychogenic
factors were thought to play an important
role, the usual therapy was phenobarbital
along with advice to "slow down" and "take it
easy".

Reserpine, the first widely available
blood pressure lowering drug was isolated in
1952 from Rauwolfia serpentina, the
snakeroot plant. The plant's root had been
used in India for centuries to treat mental
disorders and insomnia and in addition to
having a tranquilizing effect, reserpine
(Serpasil) also promoted vasodilatation and

lowered heart rate. Unfortunately, it had
disturbing side effects such as severe
depression, especially at the higher doses
often required to achieve normal blood
pressure levels. It was difficult to justify
continued treatment that significantly
impaired the quality of life with no guarantee
that this would be offset by preventing
future problems.

A decade later, although there were
now around ten additional drugs that could
lower an elevated blood pressure, there was
no rush to use them in patients with no
complaints. Most doctors recognized that
many individuals had what was later called
"white coat hypertension" and that
measurements were probably normal outside
of the office. There were also numerous
instances of patients who had well-
documented and alarmingly high blood
pressures for a decade or more without any
related complaints. Arturo Toscanini, who
was still vigorously conducting at age 90,
allegedly had pressures in the 230/140
range for years with no signs or symptoms
other than evidence of left ventricular
enlargement.

The 1962 edition of Harrison's
Principles of Internal Medicine noted that
many physicians believed "Treatment of
hypertension per se is unjustified" and the
dangers and side effects of "specific" therapy
"may be worse than the natural course of
the disease." Authorities urged us to avoid
making patients "blood pressure conscious"
by prescribing drugs or diets that might not
be necessary. "The first principle of the
therapy of hypertension is the knowledge of
when to treat and when not to treat. . . . A
woman who has tolerated her diastolic
pressure of 120 for ten years without
symptoms or deterioration does not
need immediate specific treatment for
hypertension." Taking that advice today
would be grounds for malpractice since
everybody now knows that hypertension is
"The Silent Killer" and must be treated
immediately and aggressively.

Aggressive treatment should not be a
problem since we now have over 100
medications available and new ones in the
pipeline. You can choose from a variety of
diuretics that act at different sites, beta
blockers with varying degrees of
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c a r d i o s e l e c t i v i t y ,  A C E  i n h i b i t o r s ,  c a l c i u m 
c h a n n e l  a n t a g o n i s t s ,  a n g i o t e n s i n - r e c e p t o r 
a n t a g o n i s t s ,  a l p h a  b l o c k e r s  a s  w e l l  a s  a l l 
k i n d s  o f  c o m b i n a t i o n s  o f  t h e s e .  T h e 
p r o b l e m  i s  t h a t  a l t h o u g h  w e  m a y  h a v e 
s o m e  c l u e s  b a s e d  o n  r a c e ,  a g e ,  o r 
c o m o r b i d i t y  p r o b l e m s  l i k e  d i a b e t e s ,  t h e r e 
i s  n o  a l g o r i t h m  t o  p o s i t i v e l y  p r e d i c t  w h i c h 
p i l l  w i l l  p r o v e  b e s t  f o r  a n y  g i v e n  p e r s o n . 
P a t i e n t s  a r e  u s u a l l y  s t a r t e d  o u t  o n  a 
d i u r e t i c  o r  b e t a  b l o c k e r  a n d  d o s e s  a r e 
i n c r e a s e d  o r  d i f f e r e n t  d r u g s  a r e  a d d e d  o r 
s u b t r a c t e d  b a s e d  o n  l a c k  o f  a  s a t i s f a c t o r y 
r e s p o n s e  o r  d i s t u r b i n g  s i d e  e f f e c t s .  M o s t 
p a t i e n t s  e v e n t u a l l y  w i n d  u p  h a v i n g  t o  t a k e 
m o r e  t h a n  o n e  m e d i c a t i o n  a n d  o f t e n  t h r e e 
o r  f o u r . 

D e s p i t e  t h i s ,  w e  h a v e  n o t  b e e n  v e r y 
successful in either controlling h y p e r t e n s i o n 
o r  a l l a y i n g  t h e  f e a r s  t h a t  h a v e  n o w  b e e n 
f i r m l y  i n s t i l l e d  i n  o u r  p a t i e n t s .  A  s u r v e y 
p u b l i s h e d  i n  t h e  J u l y  9  i s s u e  o f  T h e 
J o u r n a l  o f  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  r e v e a l e d  t h a t  n e a r l y  o n e  i n 
t h r e e  U . S .  a d u l t s  n o w  h a v e  h y p e r t e n s i o n . 
O f  t h e  e s t i m a t e d  5 8  m i l l i o n  a f f e c t e d , 
" a l m o s t  3 0 %  w e r e  u n a w a r e  o f  t h e i r 
i l l n e s s ,  4 2 %  w e r e  n o t  b e i n g  t r e a t e d ,  a n d 
a t  t h e  t i m e  t h a t  t h e i r  B P  w a s  m e a s u r e d , 
6 9 %  d i d  n o t  h a v e  t h e i r  h y p e r t e n s i o n 
c o n t r o l l e d . "  T h i n g s  m a y  b e  w o r s e  i n 
E u r o p e ,  w h e r e  t h e  p r e v a l e n c e  o f 
h y p e r t e n s i o n  i s  5 0 %  h i g h e r  t h a n  i n  N o r t h 
A m e r i c a . 

A n o t h e r  s u r v e y  r e p o r t e d  i n  t h e 
B r i t i s h  M e d i c a l  J o u r n a l  t h r e e  w e e k s  e a r l i e r 
a l s o  f o u n d  t h a t  f o u r  o u t  o f  f i v e  p a t i e n t s 
t a k i n g  a n t i h y p e r t e n s i v e  m e d i c a t i o n s  h a d 
s i g n i f i c a n t  c o n c e r n s .  T h e s e  i n c l u d e d  t h e 
d e s i r e  t o  l o w e r  b l o o d  p r e s s u r e  w i t h o u t 
d r u g s ,  w o n d e r i n g  w h e t h e r  t h e y  s t i l l 
n e e d e d  m e d i c a t i o n ,  w o r r i e s  a b o u t 
n e g a t i v e  e f f e c t s  t h e y  h a d  n o t  b e e n 
i n f o r m e d  a b o u t  a n d  t h e  p o s s i b l e  d a n g e r s 
o f  l i f e  l o n g  t r e a t m e n t .  A  t o t a l  o f  9 7 % 
h a d  s u f f e r e d  f r o m  s i d e  e f f e c t s  a t 
s o m e  t i m e  a n d  1 7 %  c o n t i n u e d  t o  d o 
s o .  T h e  f a c t s  a r e  t h a t  t h i n g s  h a v e 
b e e n  g e t t i n g  p r o g r e s s i v e l y  w o r s e 
r a t h e r  t h a n  b e t t e r  a n d  h y p e r t e n s i o n 
a n d  s t r o k e  r a t e s  w i l l  p r o b a b l y  r i s e 
e v e n  m o r e  a s  t h e  o b e s i t y  e p i d e m i c 
p e r s i s t s  a n d  t h e  o v e r  8 0  p o p u l a t i o n 
c o n t i n u e s  t o  s w e l l . 

T h e m o s t l i k el y  p er s o n  t o  p r o v i d e a 
s o lu t i o n  t o  th i s  di s m a l s t a te  o f  a f f a ir s  i s 
J o h n  L a r a g h .  H e  h as  l o n g  m a in t a i n e d  t h a t 
m o s t  p a ti e n t s  w i t h  e s s en t i a l h y p er t e n s i o n 
c a n  b e  pe r m a n e n t l y c o n tr o l l ed  w i th  o n e
d r u g  b y  d e t e r m i n i n g  w h et h e r  t h e  pr o b l em 
i s  p r i m ar i l y  s o d i u m  ( v o l u m e )  r e l at e d  o r  d u e
t o  i n c r ea s e d  r e n i n  a c t io n s .  T h e  ke y  t o  t h i s 
i s  b e i n g a b l e t o  m e a s u r e  r e n i n  a c t i v i ty ,  a 
p r o c e d u r e  t h at  h e  a n d  Je a n  Se a l e y
p i o n e e r ed  o v er  t h r e e  d ec a d e s  a g o . H i s 
c r ed e n t ia l s  ar e  i m p e c c ab l e .  H e  f o u n d e d t h e 
A m er i c a n  S o c ie t y  o f  H y pe r t e n s i o n , i s 
E d it o r - in - C h ie f  o f t h e  A m er i c a n  J o u r n a l  o f 
H y pe r t e n s i o n ,  pa s t  pr e s i de n t  o f  t h e
I n te r n a ti o n a l S o c ie t y  o f  H y pe r t e n s i o n  a n d 
D i r e c t o r  o f  th e  C ar d i o va s c u la r  C en t e r  a t  t h e 
N e w Y o r k P r e s b y t e r i a n  Ho s p i ta l - C o r n e l l
M e di c a l  C e n t er .  T h e  a u th o r  o f  o v er  9 0 0 
a r ti c l e s  a n d  s e v e r a l  t ex t s ,  h e  h as  b e en  t h e
r e c i p i e n t  o f  n u m e r o u s  aw a r d s  a n d  w a s  o n 
T i m e  m ag a z i n e ' s  c o v e r  i n  1 9 7 5  f o r  h i s 
d i s c o v e r y  o f  t h e  r o l e  o f  t h e r e n in - 
angio ten sin -aldo ster o ne s ystem  in  r eg u l a ti n g 
b l o o d  p r e s s u r e . 

Th er e h av e b ee n  a  n u m b er  o f 
de ve lo p m e n ts  s in c e th e n  th a t s u p po r t wh at
is  n o w r e fer r e d t o  as  th e " La r ag h  Met h o d". 
Ma n y  au th o r i ti es  ar e c o n vin c e d t h a t w id er 
im pl em e n t ati o n  o f  t h is  t r ea tm en t  a ppr o a c h 
wo u l d s ig n if ic an t ly  r e du c e th e p r e val en c e o f 
po o r ly c o n tr o l led  h ype r t en s io n  a s  wel l as  it s 
c o m p lic at io n s  an d  c o s t s .  I t  w o u l d c er ta in l y
im pr o ve  p ati en t c o m pli an c e an d q u a lit y o f
li fe . I  h ave  k n o w n  Jo h n  fo r  o ver  6 5  y ea r s 
s i n c e w e bo t h  gr e w u p in  N o r t h we s t 
Yo n k er s . He h a s  b ee n  a  m em b er  o f  t h e
Bo ar d o f Tr u s t ees  o f T h e  Am er ic a n  I n s ti tu t e
o f  S tr e s s  s i n c e i ts  fo u n din g an d  w e s h a r e
s o m e  pe r s o n a l in t er es t s  lik e go l f as  we ll as 
pr o f es s io n al  c o n c er n s ,  s u c h  a s  h o w  th e
pr ac tic e o f m e dic in e h as  c h an ged . I  h av e
r e fe r r e d m an y pat ie n ts  t o  h im  o v er  th e
ye ar s  a n d  h a ve  al wa ys  fo u n d  h im  to  be  a 
ve r y  c a r i n g as  we ll  as  s kil le d c li n ic ia n .

I  am  fa m i lia r  wit h  s o m e det ai ls  ab o u t 
h o w th e  L ar a gh  Me th o d ev o lv ed  bu t in 
tr yi n g to  ex pl ain  t h is  t o  y o u , t h o u gh t it be s t
to  a s k Jo h n  a few  q u es ti o n s  t o  f il l i n  s o m e
bl an ks .  H is  r e s po n s es  we r e il lu m in ati n g  n o t
o n ly  wi th  r e s p ec t  t o  s h e ddi n g  li gh t o n  th e 
tr ea tm e n t  o f  h ype r t en s io n  b u t  al s o  o t h e r 
pr o b lem s  th a t pla gu e p r a c ti c i n g ph ys i c i an s .
More about this in a subsequent N e ws l e t te r . 
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The  L ar a g h  M e th od  Of  T r ea tin g 
H y p e r te ns ion  A nd  Pr ev e nt ing  I ts F a tal 
C o m p lic at ion s

As indicated, the complete interview
will appear in a subsequent Newsletter since
there is only enough space left for me to
summarize a few key points. The Laragh
Method is based on the hypothesis that
essential hypertension is either salt-volume
related or caused by renin-angiotensin. The
key to differentiating these is the plasma
renin activity (PRA) assay developed by
Sealey and Laragh. Salt-volume (V)
hypertension is associated with low renin
values (PRA less than 0.65) and is seen in
about a third of patients with high blood
pressure. It is treated with natriuretic and
anti-volume drugs such as spironolactone,
thiazides, calcium channel blockers and
alpha blockers. Renin-angiotensin mediated
vasoconstrictive (R) hypertension is twice as
common and is also more likely to result in
heart attacks, congestive failure, strokes,
and kidney failure. These patients are
treated primarily with one of three types of
antirenin medications, an angiotensin
converting enzyme inhibitor, angiotensin
receptor blocker or beta blocker. More
details to follow but the bottom line is that
blood pressure can be controlled with
one drug for life in over half of both (V)
and (R) patients and probably in 60 -
80% of the total group.

The difficulty I and many other
physicians encountered 25 years ago was
that the PRA assay was not widely available
nor reimbursed by medical insurance and
seemed to be very labor intensive. At the
time, I served as a consultant for Paul
Brown, who had founded Metpath
Laboratories, and I recall hauling John over
to Hackensack to meet with him. Metpath

wa s  wel l o n  it s  w ay  to  b ec o m i n g th e l ar ges t
c l in ic a l lab o r ato r y  in  t h e U. S. an d w e
wa n t ed to  ad d r en in  te s t in g  t o  t h e 
h y pe r te n s ive  p r o f il e. N o th i n g  ap pa r en tl y
c a m e  o f  t h at  b u t Me tpa th  s u bs equ en tly 
be c a m e Q u es t  L abo r a to r ie s , wh ic h  n o w
o f fe r s  an  au to m at ed  di r e c t R e n in  a s s a y. 
Th is  h a s  o bv ia ted  s o m e  o f t h e  ea r l y
pr o b lem s  alt h o u gh  i t m ay  n o t be as 
s e n s iti ve  o r  a c c u r a te in  m e as u r i n g  lo w r en in 
va lu es . 

I t  i s  a ls o  p o s s ib le  to  b ypa s s  r e n i n 
te s t in g  b y s in gle  t r ia ls  o f  a  V o r  an  R  dr u g 
an d dis c o n ti n u in g  t h o s e th a t do n ' t  wo r k .
Ab o u t 2 0 %  m a y n ee d a V  a n d an  R 
m e di c at io n  b u t  th at ' s  s t ill  p r ef er abl e to  th e
la te s t o f fic ia l r ec o m m en dat io n s .  T h es e
ad vi s e s t ar t in g o u t  wi th  a th iaz id e d iu r et ic 
an d to  ad d o th er  dr u gs  u n ti l th e  b lo o d
pr es s u r e is  c o n tr o l led . Sin c e  di u r eti c s  ar e
c l ea r ly  n o t in dic at ed in  th e 2  o u t  o f  3 
pa ti en t s  wit h  h ig h  r en in  h y pe r te n s io n , m o s t
h a ve  to  k eep  a ddi n g  o t h e r  d r u gs  an d s o m e
c a n  win d u p ta kin g fo u r  o r  m o r e.  Pl ac ing 
hi g h  r e ni n h y p er t en siv es  on  p er p et ual 
an d  of t en  in c r eas in g  d os es of  d i ur eti c s 
le ad s t o p ot as siu m  d ep le tio n,  c a r d iac 
ar r h y th m i a a nd  a si g ni f i c an t inc r e ase  i n
d i ab ete s.  M o r e  im p o r ta nt ly ,  i t m ay  d e ny 
th es e p at ien ts  p r ot ec t io n f r o m 
c a r d iov as c ul ar  c o m p lic at ion s tha t
an ti r en in  m e d i c at io ns c a n p r o v id e. 

Hy pe r te n s io n  i s  e m e r gi n g  as  a 
c o m p lex  m eta bo lic  d is o r d er  wi th  ad ver s e 
ef fe c ts  n o t s o lel y r el at ed to  th e deg r e e a n d 
du r a tio n  o f el eva te d b lo o d pr es s u r e
m e as u r e m e n ts . Go v er n m e n t al gu ide li n es 
m a y be en dan ge r in g th e  l ive s  o f m i lli o n s  o f
h y pe r te n s ive s  u n n ec es s ar ily  a n d Jo h n 
La r a gh ' s  c o m m e n ts  s h o u ld  be  r equ ir ed
r e ad in g  f o r  an yo n e wit h  h ig h  blo o d 
pr es s u r e.  -  s t ay tu n ed !
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