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Since modern conventional medicine tends to treat 
symptoms and target biochemical markers, the latter 
based on the belief that increasing or decreasing them, 
consistent with observed correlations with risk, is an 
effective approach to prevention and treatment and what 
is called management. This approach is consistent with 
the very recent change in the modern challenges which 

were traditionally infectious diseases and are now so-called chronic diseases, 
a whole new ballgame that rapidly evolved after WWII. However, there is in 
general an absence of officially recognized, acknowledged, and approved 
cures for chronic diseases. Some diseases put into remission simply recur 
over time.  Standard practice mostly involves making patients comfortable 
and able to function in the presence of progressive diseases which modern 
therapies at best only modestly slow or arrest and frequently even fail. This 
has resulted in vast numbers of sick who have become desperate. There is 
significant failure present requiring a paradigm change. Of course there are 
exceptions, but the fundamental problem remains.  
 
If medications or invasive procedures frequently offer only a temporary 
reprieve from pain, disability, and death, it is no wonder that alternatives have 
such appeal and it is unsurprising that there is a constant chant about where 
are the randomized placebo controlled trials, i.e. alternative medicine is not 
evidence-based medicine (EBM). Patients are constantly told to adopt at their 
risk anything that has not crossed the high bar of EBM. Of course there are 
alternative treatments that also are promoted but do not work. However, 
when desperate, such arguments tend to carry little weight and when 
alternative therapies appear in book form written by well-known medical 
scientists working is institutions of solid if not very high reputation  such as 
Harvard (autism), University of California at Los Angeles (Alzheimer’s and 
mild cognitive impairment), University of Iowa, (multiple sclerosis) etc., those 
considering alternatives should feel comfortable.  There are now even major 
university medical schools that have programs in alternative and 
complementary medicine.  
 
What are the alternatives that offer hope to large numbers of patients? We 
are not talking about rare disorders; we are talking about cardiovascular 
disease, diabetes, Alzheimer’s disease and many forms of cancer. Success 
even with small numbers implies an approach of potential generality which of 
necessity is addressing a major aspect, causes, not symptoms. There are not 
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many. In fact it is hard to come up with more than a few. They include 
correcting diets unsuitable for an individual or even for modern humans in 
general, not smoking and avoiding  drug addiction, rejecting a sedentary 
lifestyle, addressing the highly prevalent problem of psychological stress, 
developing psychological resilience and last but certainly not least, 
dramatically increasing the focus on the gut (microbiome) and our millions of 
friends that live there. The recognition of the importance of a dysfunctional 
gut and progress in correcting the problem is probably the most significant but 
challenging medical event in the past decade. Dietary approaches include 
correcting nutritional deficiencies which, from national studies in a number of 
developed countries, appear to be widespread as well as adopting dietary 
patterns demonstrated to have high levels of benefit. Furthermore, the time 
has come for diet and nutrition to take its rightful place in medicine rather than 
being a very minor subject in medical school.  
 
In addition, the elements of many successful approaches recognize they are 
not independent but in fact can be strongly interrelated. It also involves 
avoiding foods that for a given individual are not tolerated and actually cause 
disease, and highlights the power of elimination diets as a combined 
diagnostic-therapeutic tool.  
 
The above point of view explains why there is so much emphasis in this 
newsletter on diet and nutrition. The need for this emphasis is nicely 
illustrated in the case histories that make up most of Susannah Meadows’ 
recent book “The Other Side of Impossible”. The desperately sick, from small 
children to a university professor all finding either cures or highly significant 
reversals in their conditions using alternative approaches that evidence-
based medicine would regard a priori as ill advised, and unproven.  
 
Wishing you and your family a safe and happy summer, 
 

William R. Ware, PhD, Editor 
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CURRENTLY POPULAR ACUTE CARDIOVASCULAR EVENT RISK 

CALCULATOR OVERESTIMATES 
 

International Health News (IHN) has covered the problem of overestimating 10-year 

risks of atherosclerosis associated cardiovascular disease events ever since the 

publication of the 2013 pooled risk analysis and calculator based on the joint efforts of 

the American College of Cardiology (ACC) and the American Heart Association (AHA). 

Within days of the publication a critical analysis appeared in the peer-reviewed literature 

and the accusation of serious overestimation continues to the present. This is important 

because at the same time influential guidelines were published which relied on this new 

calculator to obtain risks that were then used to judge the advisability of statin 

treatment. The calculator was quickly put on line so anyone familiar with their blood 

pressure and total and HDL cholesterol levels could quickly come up with a 10-year risk 

and explicit advice regarding the need for and intensity of statin treatment.  

 

Data used for challenging the validity of the calculator came from a large cohort of 

contemporary subject enrolled in one of the Kaiser Permanente health care programs 

and based on patient data.1 This comparison yielded a generalization that the ACC/AHA 

calculator overestimated 10-year risk by about a factor of 5, a huge discrepancy. The 

ACC/AHA calculator was adopted enthusiastically and has been used in a number of 

studies for stratifying risk and selecting subjects. The guidelines using the ACC/AHA 

risk estimates appear to now be in widespread use replacing older methods including a 

popular one based on the famous Framingham cohorts. It is hard to believe that the 

result has been other than an increase in statin use viewed as evidence-based but 

based on a controversial risk estimation tool combined with lowering the bar for 

intervention.  

 

The standard defense against accusations of overestimation involves the view that the 

Kaiser Permanente cohort was not representative of the general population for which 

the calculator was intended. However, a study by DeFilippis et al which appeared in 

mid-2017 has reinforced the view that ACC/AHA overestimates are serious but has the 

added feature of examining fully the role of ethnic background.2 The investigators view 

the Multi-Ethnic Study of Atherosclerosis (MESA) cohort as more representative of 

appropriate populations than the Kaiser cohort. They found in this comparison that there 

was still very significant overestimation and that there was a strong ethnic component, 

especially with the Chinese being strongly overestimated. The ACC/AHA only stratified 

for African Americans and White Americans and the other ethnic groups were lumped 

with the white American group. In the study by DeFilippis et al overestimation ranged 

from a factor of 1.5 to 3.0 for men and woman of white, black, Chinese or Hispanic 

ethnic background. This magnitude of overestimation has a serious impact on statin 

therapy decisions.  
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The report also provided graphic evidence of the role of the various risk factors in the 

overestimation but it seems to be informative to examine a specific example of 

hypothetical individuals of different ethnic backgrounds and over a significant age range 

for both genders. To this end, we will look at the 10-year risk for someone with total 

cholesterol of 180 mg/dL, HDL 55 mg/dL and systolic blood pressure of 140, free of 

diabetes and clinically evident heart disease with no family history of CVD and not on 

either lipid lowering or blood pressure medications. The ACC/AHA calculator does not 

allow the input of family history or lipid-lowering medication and as mentioned, lumps 

Chinese and Hispanics with white (Caucasian) subjects. However, the Mesa calculator 

does and thus the table presenting the results is not able to present a complete 

comparison. However, the general picture that emerges is still very disturbing.  

 

Table 1. Comparison of 10-year atherosclerosis associated CVD event risks (%) 

according to the ACC/AHA and MESA risk calculators stratified by race/ethnicity 

and gender. Based on total cholesterol of 180 mg/dL, HDL 55 mg/L, systolic blood 

pressure of 140 mm Hg, no diabetes, smoking, family history or blood pressure 

and lipid lowering medications. Adapted from DeFilippis et al2  

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
In this table, even though ACC/AHA merged data from Caucasians, Chinese and 
Hispanics into simply Caucasians, the large overestimations are evident, and there is a 
strong dependence on age. The ACC/AHA guidelines use > 7.5% 10-year risk as a 
threshold for concern and the need to consider statin therapy. In the above table only 
one value > 7.5% is noted for the MESA cohort, but many for the ACC/AHA group, and 
yet heavy users of statins are in the age group > 65. According to the MESA data, no 
women come even close to this threshold, even for those around 75 years of age. If one 
is at very high risk then the overestimation becomes less of an issue because the risk is 
high with both calculators. 
 
It would appear that anyone wishing to know their 10-year risk of adverse CVD events 
related to atherosclerosis should use the MESA online calculator. Google mesa risk 
calculator. It also takes into account family history, and the use of lipid-lowering or blood 

GE 55 65 75 

DATA BASE ACC MESA ACC MESA ACC MESA 

WOMEN (PERCENT RISK) 

WHITE 2.1 1.8 6.3 2.8 19 4.4 

BLACK 4.0 1.4 8.9 2.3 17 3.5 

CHINESE  1.1  1.7  3.5 

HISPANIC       

MEN (PERCENT RISK) 

WHITE 5.3 3.0 13 5.8 27 9.0 

BLACK 7.4 3.0 11 4.7 15 7.4 

CHINESE  2.3  3.5  5.5 

HISPANIC  3.1  4.8  7.5 
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pressure medications and if the user has a coronary calcium score, it can be used to 
refine the estimate. The results of validation of the current version of the MESA 
calculator have been published.3  The use of this calculator also would allow patients to 
counter advice to take statins, in most case pointing out that their risk is actually not 
high enough to warrant such actions, especially when there are serious side effects 
involved. Finally, it should be pointed out that there is far from unanimous agreement 
that 7.5% is a reasonable drug treatment threshold and some still like the 10% for 
significant but low risk and 20% for high risk. It is obvious that one need a risk calculator 
based on reliable event data in a comparable population. And these algorithms must be 
calibrated with contemporary, reliable and unbiased data.   
  
We are left with the interesting question, why does the Kaiser Permanente cohort used 
by Rana et al show up to a factor of 5 over-estimation vs. ACC/AHA but a lower 
incidence of the CVD events in question than in the MESA population which compares 
favorably in terms of risk factors with the group surveyed periodically by the National 
Health and Nutrition Examination Survey (NHANES)?2 Is the type and extent of 
preventive medicine practiced at Kaiser Permanente superior to that in less selected 
populations? The difference in overestimation between MESA and Kaiser is the 
difference between a factor of around 2 to around 5. Perhaps it is the combination of 
ethnic groups in ACC/AHA and not using other parameters such as drug treatment.  
 
A study just appeared which also finds overestimation when compared to ACC/AHA. It 
was based on 400,000 primary care patients in New Zealand. When compared with 
ACC/AHA, the latter was found to overestimate by 40% for men and 60% for women.4 
 
In using calculators to estimate heart attack and stroke risk, the limitations due to their 
limited scope should be kept in mind. Ignored are psychosocial stress, obesity, diet and 
nutritional deficiencies. The MESA calculator uses the extent of atherosclerosis, the 
coronary calcium score, when known. When it is unknown, the MESA calculator 
assumes some average value based on data entered in the form. See IHN March 2016 
for a discussion of zero coronary calcium and the factors that cause it to develop and 
the February 2016 issue for a perspective and commentary that includes zero calcium 
scores. Also, the heart attack and stroke risk estimated by the calculators  are due to 
atherosclerosis, not other causes such as” electrical” heart problems, simple heart 
failure,  or cerebral bleeding.   
 
Readers are referred to the IHN issues of March 2015, February 2016 (perspective on 
and commentary), and April, July and October 2017 for more information on 
overestimation and its consequences. It is clear that the issues being raised are 
seemingly studiously ignored by mainstream medicine. The conventional wisdom is that 
statins are a uniquely remarkable and effective drug, in fact a miracle drug. However, 
there is growing, but ignored, opposition to this notion, especially in primary prevention, 
and increased recognition of dangerous side effects. But the critical commentaries and 
reviews, some by world-renowned medical scientists, appear mostly in very low impact 
journals,5-8  and are almost never mentioned in the medical news services for 
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physicians. To question the conventional wisdom concerning statins is more or less 
taboo.   
 
 

EVIDENCE THAT FOOD ADDITIVES PRESENT HEALTH RISKS 
 

For a variety of commercial reasons the advent of prepared, manufactured food and the 
use of chemical additives started in earnest after WWII. Diets began to include 
substances never encountered by humans with only weak to meaningless evidence that 
they were safe. Studies required to provide sound proof were either too costly or not 
ethical. The diversity of subjects in question from the fetus in the womb to the young 
was also a huge barrier. Furthermore, even if studies could gain ethical approval, the 
duration needed to be unreasonably long to satisfy those who were concerned about 
long-term effects. A hopeless situation which gave commercial interests carte blanche 
to more or less do whatever they wished. These foreign substances initially ended up in 
the gut and only recently has medical science begun to take notice of the importance of 
the microbiome and its role in a remarkable variety of health issues, many which start in 
the gut, but become fully manifests in other locations within the body.  
 
Studies are now beginning to appear that should serve as a wake-up call and reinforce 
the view that it is dangerous to eat other than real food free of intentionally introduced 
additives and in fact food that is not contaminated with pesticides, herbicides and other 
toxins. Here are a few examples. 
 

     Antibiotic resistant clostridium difficile or so-called C. diff is a good example. 

Research has shown that the two most dangerous strains of C. diff have a 

unique ability to utilize the sugar called trehalose. Dietary trehalose also has 

been found to increase the virulence of one of these strains in a mouse model.9 

In the late 1990s new manufacturing methods made this sugar cheap and it 

became a popular stabilizer for processed foods, improving shelf life, improving 

texture and keeping the manufactured foods moist when desired. The 

researchers hypothesize that this additive has contributed to the hyper-virulence 

of C. difficile which has become a scourge of hospitals and responsible for much 

illness and mortality.  

     It is now well established that the gut is lined with a layer of mucus and when this 

is disturbed or damaged, problems develop including gut permeability and 

inflammatory bowel disease. Emulsifiers and detergents are thought to disrupt 

the mucus barrier. In mice, low concentrates of two emulsifiers used in the food 

industry, carbomethoxymethylcellulose and polysorbate-80 were found to induce 

inflammation, obesity and the metabolic syndrome and promoted colitis in mice 

predisposed to this disorder.10 Thus the researchers suggest that the broad use 

of emulsifying agents may contribute to the incidence of obesity/metabolic 

syndrome and chronic inflammatory diseases in humans.  

     The food thickener maltodextrin has been found to also damage the mucus 

barrier in mice and provide nourishment for a strain of E. coli which is linked to 
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Crohn’s disease. The ever-increasing consumption of polysaccharides such as 

maltodextrin in recent years has paralleled the increased prevalence of this 

disease.11  

     Non-caloric artificial sweeteners are among the most widely used food additives 

and are consumed by both lean and obese individuals desiring to eliminate 

dietary sugars.  It has been demonstrated that these additives drive the 

development of glucose intolerance through the induction of compositional and 

functional changes in the gut microbiome. The effects are also enhanced by 

antibiotic treatment.12 Thus the consumers have been fooled by the absence of 

calories and sugar and are ingesting chemicals that are associated with the 

disorders they are trying to prevent by eliminating sugar.  

   
There is obviously a need for much additional research, partly to lessen the 
dependence on rodent studies. What seems clear is that the belief among some that 
food additives are bad news and to be avoided seems justified. Those discussed above 
are in wide use. The above also reinforces the view that one must restrict one’s diet to 
real food as did our ancestors before Big Chemical started selling tons of chemical 
additives to Big Food. To translate labels frequently requires using Google. 
  
 

HEALTHY LIFESTYLE AND LONGEVITY 
 

Even though the US is one of the wealthiest nations worldwide, Americans have a 
shorter life expectancy when compared to other high-income countries. It ranks 31st in 
the world for life expectancy at birth, but ranks first for health care spending as a 
percent of gross domestic product. It may be that the focus is on drug discovery and 
treatments of disease including symptom relief in chronic disease rather than on 
prevention. There is ample evidence that an unhealthy lifestyle is the major risk factor 
for the common chronic diseases and premature death. Cancer and heart disease are 
the leading health problems but are significantly preventable.13 
 
An important study has just appeared in the journal Circulation that examines the impact 
of five lifestyle factors on life expectancy based on two large and famous US cohort 
studies.14 The studies are the Nurses’ Health Study (1980—2014) and the Health 
Professionals Follow-up study (1986—2014) with approximately 123,000 participants. 
The median follow-up was 34 years for women and 27 years for men. The lead 
investigators for both studies were from Harvard. The five low-risk lifestyle factors were 
never smoking, body mass index (BMI) 18.5 to 24.9 kg/m2 (neither overweight nor 
obese), 30 min/d or more of moderate to vigorous physical activity, moderate alcohol 
intake, and a high diet quality score. For the assessment of diet quality, there were 10 
components: high intakes of vegetables, fruit, nuts, whole grains polyunsaturated fatty 
acids and long chain omega-3 fatty acids and low intakes of red and processed meats, 
sugar sweetened beverages, trans-fat, sodium and as mentioned above, avoiding 
excessive  alcohol consumption. This is similar to the Mediterranean diet combined with 
some elements of the DASH diets.  
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For those who adopted all five low-risk factors, the investigators projected a life 
expectancy at 50 years age of 43 years for women and 38 years for men. These 
numbers were equivalent to an increase of 15 years for women and 12 years for men 
when compared to current values. For older individuals the benefits in terms of life 
expectancy obviously declined and disappeared at age 105. Based on the plots of life 
expectancy vs age stratified by risk factor ranges, the strongest factors for men were 
smoking, lack of physical activity and BMI in that order whereas for women smoking 
was the strongest with the other factors all similar in effect.  
 
Rather than attempt to summarize the many details, the reader is encouraged to 
download the study report which is free (Google Frank B. HU 2018) and in pdf format. 
Then it should be easy to personalize the examination of the results which are nicely 
presented graphically in Figures 1 and 2. 
 
This study is consistent with another US study published in 2013 which looked at four 
low-risk lifestyles, fat distribution, smoking, physical activity and diet.13 For diet, the 
Mediterranean diets score was used with the addition of points for less than the median 
for combined red and processed meat. They found that the larger the number of low-risk 
factors, the lower the risk of mortality, and estimated that 33% of premature deaths 
could have been avoided if all subjects had adhered to all the low-risk factors. The study 
discussed above went one-step further and did a detailed analysis in terms of life 
expectancy.  
 
Unfortunately, one cannot conclude from these results what to expect if changes are 
made by attempting to favorably modify the personal prevalence of the low-risk factors. 
Smoking, sedentary behavior, excessive alcohol consumption, being overweight or 
obese and eating an unhealthy diet will have most likely caused damage which may not 
be quickly rectified if ever. Furthermore, the studies discussed have mortality as an 
endpoint, and the leading causes of death most likely to be impacted seem to be heart 
disease, cancer, Alzheimer’s disease, diabetes (indirectly) and kidney disease. Actions 
directed at emulating the characteristics of the low risk group should have some impact 
on progression, directly or indirectly, for some of these disorders. No doubt, the earlier 
such low-risk living is initiated the better.   
 
However, reversals and cures of some chronic diseases are possible. The Newcastle 
diet with its large weight loss can return a patient to normal glycaemia if the diabetes is 
not long standing (< 8 years) and this reversal is durable if the weight loss is 
maintained. This has a healthy diet component, but it appears secondary to weight loss, 
attendant removal of fat from the pancreas and with careful calorie-intake control, 
preventing its redeposit. Curing diabetes should impact mortality but this has never 
been studied because mainstream medicine does not regard the disease as curable 
(discussed in IHN, October 2014, July 2015). Reversing Alzheimer’s disease using the 
UCLA protocol of Dr. Bredesen (discussed in IHN, May 2017) has a major dietary 
component which resembles the healthy diets discussed above, but has other 
components directly targeted to problems identified by laboratory tests.  
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It appears universally agreed that benefits derived from not smoking are very large and 
there is evidence that over time stopping  decreases the residual risks, but it is not clear 
by how much for diverse populations. Exercise is of course favored widely in 
mainstream medicine. A major component of heart disease is atherosclerosis. 
Individuals with heart failure frequently already have had a heart attack. Conventional 
medicine has not been particularly successful in arresting or in particular, significantly 
reducing atherosclerosis. The changes achieved are small and raise serious questions 
of clinical significance. Success in achieving low risk factor status is likely to influence 
inflammation status which can impact the progression or even incidence of coronary 
atherosclerosis. However, targeted interventions such as optimum magnesium status 
and consumption of aged garlic extract may have far greater impact but this is outside 
the guidelines (see IHN December 2017). One can have a low risk factor status and still 
for example be terribly vitamin D and/or magnesium deficient or carry a dangerously 
high iron level (high ferritin) with its attendant inflammation and other adverse effects, a 
problem generally ignored by mainstream medicine unless the ferritin level approaches 
that of hemochromatosis. Thus defining and counting conventional risk factors as 
discussed above omits and downplays the importance of some important risk factors.  
 
The two studies discussed above, perhaps for logistic or practicality reasons, have also 
not included environmental toxins including the severe air pollution is some major cities, 
psychosocial stress, the terrible state of affairs in mental health, and municipal tap water 
declared safe but containing an almost endless list of potential toxins, some of which 
may be significant when the issue is mortality. The healthy diet needs a better definition 
if one is to avoid the both unhealthy additives and toxic chemicals. The impressive 
results discussed above are in spite of these residual risks which, if taken into account, 
might have produced even more spectacular results.  
 
Reflect on the populations studied by Dr. Weston A. Price in his travels in the 1930s and 
those studied by Dan Buettner and associated researchers in the famous Blue Zone 
Study.15,16 Both have been discussed a number of times in IHN. By the metrics used in 
the above two epidemiological studies of a contemporary US population, these isolated 
populations would have been in the low risk group. In fact they would have been in a 
super-low risk category for all categories due to their highly healthy lifestyle, complete 
isolation from modern civilization and thus avoiding the presumably huge but never 
carefully studied impact of Big Agriculture, Big Pharma and Big Chemical on health and 
longevity. 
 
Thus the take home message appears to be that as early as possible in life, recognize 
the low-risk factors and attempt to maintain 100% low risk throughout life. Furthermore, 
recognize the omitted factors. Read the books of Price and Buettner. The above 
discussion illustrates the additive aspect of each risk factor which of course has been 
well known for some time. If in adult life, elevated risk of decreased life expectancy is 
apparent from considering the results of these studies, the indicated actions can be 
taken, but loosing significant weigh, understanding and implementing a really healthy 
diet, stopping smoking and exercising have been repeatedly demonstrated as difficult 
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for many to accomplish. However, when these issues are addressed early, success is 
much easier to achieve. The implications for public health are highly significant.  
 
It also seems clear that there is great need for more research on preventive medicine, 
conventional, integrative, and holistic. The above studies suggest many research 
projects which would have great importance. The conventional wisdom of eating less, 
exercising more, not smoking, lowering cholesterol  and getting vaccines has not  been 
particularly successful as a public health  preventive paradigm, especially when 
examined with the critical question, what is the absolute benefit and how many do not 
benefit? Countless examples have been discussed over the years in this newsletter and 
in critical articles in the peer-reviewed literature and other newsletters by MDs.   
 
 

SUGGESTIONS FOR SUMMER READING 
 

HEALTH ISSUES 
 

     The Magnesium Miracle, Carolyn Dean, MD, Second Edition. Discover the 

missing link to total health. 2017 

     The Mind-Gut Connection. Emeran Mayer, MD. How the hidden conversation 

within our bodies impacts our mood, our choices and our overall health. 2016 

     The Other Side of Impossible. Susannah Meadows. Ordinary people who 

faced daunting medical challenges and refused to give up. 2017  

     The End of Alzheimer’s. Dale Bredesen, MD. The first program to prevent and 

reverse cognitive decline. 2017 

     The Guide to Healthy Eating. David Brownstein, MD. Second Edition. Avoid 

chronic illness, chose foods with confidence, enhance your immune system and 

improve your family’s nutrition. 2010 

     Heal Your Leaky Gut. David Brownstein, MD. The hidden cause of many 

chronic diseases. 2017 

     Why We Sleep. Matthew Walker, PhD. Unlocking the power of sleep and 

dreams. 2017 

     Big Chicken. Maryn McKenna. The incredible story of how antibiotics created 

modern agriculture and changed the way the world eats. 2017 

 
RELAXATION AND ENTERTAINMENT 
 
Consider mysteries set in Victorian England by Charles Finch and Anne Perry. These 
are among the best and most popular in this genre.  Highly recommended as well are 
the mysteries by Jacqueline Winspear also set in England and those by Tasha 
Alexander set in England or Europe.  For detailed descriptions see Amazon listings. 
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