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This editorial was inspired by an article in Orthomolecular 
Medicine News Service, Oct 23, 2018 by Dr. Ralph K 
Campbell, M.D. with the title “A serious matter: One in 
four falls in the elderly proves fatal”. The topic was also 
brought to mind by an elderly friend being temporarily 
disabled by two falls within a week resulting in a broken 
femur and arm. 

 
Falls are very common in the elderly, frequently with disastrous 
consequences. Fall-related mortality is common, both directly due to the 
injury, for example a brain injury or due to fatal complications associated with 
required repair or surgery. The US Centers for Disease Control and 
Prevention (CDC) predict that if the current trend continues, seven fall deaths 
will occur in the US every hour by 2030. Each year millions of older 
individuals—those 65 and older, fall. One out of five falls causes a serious 
injury such as a broken bone or a head injury. Each year, three million older 
people are treated in emergency department for fall-related injuries. In 
addition, almost a million are hospitalized, mostly from hip fracture or head 
injury. It is well known that hospitals in general are dangerous, especially for 
immune compromised individuals. It is not uncommon among the elderly that 
they cannot get up after a fall and if living alone, frequently have a device 
they wear which detects falls or has a button to summon help. These 
statistics (updated in 2017 by the CDC) obviously reflect as major health and 
lifestyle problem for the elderly and raise the question of prevention and risk 
reduction. 
 
Conditions that increase the likelihood of falling include lower body weakness 
and loss of muscle strength, vitamin D deficiency resulting in fragile bones, 
balance and walking problems, impairment due to medicines such as 
sedatives, tranquilizers or antidepressants, vision problems, foot pain, and 
unsuitable footwear. Around the house, risks include broken or uneven steps, 
small throw rugs or clutter that can be tripped over. Temporary loss of 
balance can be caused by benign paroxysmal positional vertigo (BPPV) 
which is due to an inner ear problem caused by calcium crystals which can 
become dislodged and move around, causing vertigo. In this particular case, 
a physician or physical therapist can provide help in mastering the so-called 
Epley maneuver which is very simple and safe if done properly. This condition 
is recurrent and the Epley maneuver is almost 100% successful in at least 
temporarily eliminating it. In addition, it can be repeated when necessary. It is 
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also important to be aware of dangerous situations. For example, some 
elderly lose walking control and fall when going down a steep incline. In 
addition, impaired vision or unsatisfactory glasses can clause misjudging 
steps and other hazards. Postural hypotension (e.g. feeling dizzy when sitting 
up to get out of bed) should be discussed with a physician.  
 
The listed causes provide a guide to actions leading to a decreased risk of 
falls. Houses can be made safer with handrails on both sides of stairs and 
bars in the bathroom for the tub and toilet. Non-slip mats are essential in 
showers and tubs. One of the most challenging problems is maintaining 
muscle strength as one ages and adopts a progressively more sedentary 
lifestyle. Exercise is the answer, but guidance is needed in order to focus on 
important muscle groups. Seeing a physical therapist to obtain an action plan, 
attending a well-directed exercise or Tai Chi group or both can be very 
helpful. Alternatively, search the internet for exercise instructions for muscle 
groups associated with balance, getting up from chairs, going up stairs etc. 
Walking 10 to 15 minutes is a highly desirable exercise even if is around the 
house. Many house designs allow making a circle while walking. Swimming is 
also excellent, but resistance exercises are also needed. For example, squats 
with hand-held weights help strengthen muscles which come into play as one 
starts to fall. Balance enhancing exercises are well-described on the internet. 
 
Other preventive actions include not multitasking when moving about and if 
possible have one hand free. Avoid carrying heavy objects down stairs and 
never fail to use the handrail. A cane can prevent many falls. In the house 
and when out, pick routes when moving about that maximize ways to stop or 
minimize a fall. Dietary recommendations commonly include eating a lower-
carb, but well-balanced diet, and limiting sugar to prevent bone mineral loss. 
Ridicule of supplements should be ignored since old age can be 
accompanied by a number of vitamin and mineral deficiencies simply due to a 
lack of enthusiasm for food in general, difficulty in shopping, and preparing 
meals, and because of the effort associated with preparing a variety of foods. 
The most common deficiencies among the elderly are magnesium, vitamin 
B12, vitamin C and vitamin D. However, dietary and supplemental 
interventions are always highly controversial.  
 
Wishing you and your family good health, 
 

William R. Ware, PhD, Editor 
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IS IT TRUE THAT NO AMOUNT OF ALCOHOL IS SAFE? 
 

A paper in the journal Lancet appeared August 23 online and has attracted huge media 
attention.1 It claimed to be the definitive study on the benefits and dangers of drinking. 
The study is authored by the GBD 2016 Alcohol Collaborators and was funded by the 
Bill and Melinda Gates Foundation. The list of authors goes on page after page in very 
fine print. They used 649 data sources of individual and population-level alcohol 
consumption along with 592 prospective and retrospective studies on the risk of alcohol 
consumption. In the final meta-analysis, 23 health outcomes were considered. The 
report of this monumental effort required supplemental material that is book length in 
PDF format—several hundred pages. The news media picked up the central 
message—there is no safe amount of alcohol. This will be confusing to many since 
moderate alcohol consumption is considered beneficial, for example, in the context of 
diabetes and heart disease. Recall the famous Mediterranean diet, which includes 
alcohol consumption, mostly red wine with meals. While the study identified increased 
risks for such diseases as cancer and tuberculosis they downplayed the fact that the 
probability of having diabetes and heart disease beneficially impacted by alcohol were 
much higher than the probability of cancer and tuberculosis being negatively impacted 
by alcohol consumption.  
  
The critical reader of this paper is confronted with the task of determining the absolute 
magnitude of the risks that prompted this dire warning, a daunting task with hundreds of 
tables and graphs. This task was done by Dr. Aaron E. Carroll, professor of pediatrics at 
Indiana University School of Medicine whose findings were published in the New York 
Times (!) August 28, and picked up by other media critics. Dr. Carroll points out that for 
each set of 100,000 people who have one drink per day, 918 can expect to experience 
one of the 23 alcohol-related problems in any year. Of those who abstain, the number is 
914. Only 4 in 100,000 people who consume a drink a day may have a problem caused 
by this action. For two drinks, the threshold of moderate drinking, the numbers are 977 
vs. 914. Dr. Carroll comments that even at five drinks per day, “the vast majority of 
people are unaffected.” Most would consider this absolute risk negligible and represents 
pushing statistical significance to the limit in making the health warning that the limit for 
a healthy life should be zero consumption. Statistical significance based on the famous 
P value for 95% confidence that the results are real, is generally assured when meta-
analyses include a very large number of studies. In this case the number of studies was 
huge, perhaps even unprecedented. Furthermore, the use of 23 primary outcomes also 
makes the meaning of statistical analysis questionable. In addition, applying the results 
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of a meta-analysis of huge populations to one individual trying to decide how much wine 
to have with dinner is also somewhat doubtful.  
 
The long-standing conventional wisdom, based also on studies, is that one drink for 
women and two to three for men is in general considered safe. In addition, for some 
disorders, the risk vs. dose is J or U shaped with a sweet spot of benefit seen in this 
consumption range with positive risk appearing frequently at > 5 drinks per day for men. 
Women consistently come out with lower limits and there is also the serious problem of 
alcohol fetal syndrome.  
 
Your editor declares bias, being a red wine fan.  
 
 

ASPIRIN VS. tPA, THE VERY EXPENSIVE DRUG FOR PREVENTING 
SERIOUS DISABILITY AFTER A MILD STROKE 

 
The early history of the now famous drug tPA (alteplase), a thrombolytic (clot busting) 
therapy was provided by Jeanne Lenzer in 2013 in the British Medical Journal as part of 
a paper titled Why We Can’t Trust Clinical Guidelines.”2 The drug was approved in 1995 
based on a trial that showed a 13% absolute risk reduction for disability.3 It made it into 
guidelines about 2013 but received low support from emergency physicians (16%). An 
earlier survey gave a higher percentage, but still about half viewed the drug as lacking 
scientific support. In 2002 claims that it reduced the risk of mortality were made by the 
American Heart Association and even an article in the New York Times but both were 
subsequently withdrawn due to lack of evidence. Studies following the study on which 
approval was based gave mixed results on efficacy and noted a significant increase in 
brain hemorrhage. In 2005 a new “grade A” recommendation was made by the 
American College of Emergency Physicians which was surprising because in the same 
year a survey of 1105 emergency doctors found 40% said they were not likely to use 
tPA. This was partly due to continuing concerns over brain hemorrhage. Nevertheless, 
proponents of the intervention instituted a very successful program of “stroke certified 
hospitals” and this was supported by professional organizations. An important study 
reporting in 2016 found that there were significantly lower brain hemorrhages with the 
lower dose.4 Incidentally, normal practice has been to quickly examine stroke patients 
with a scan to rule out the stroke origin as a bleed and when it was attributed to a clot, 
tPA is started within 3 hours. Thus the need for stroke hospitals, which continue to be 
popular today. 
 
In recent years in the US there has been a trend toward increasing use of tPA for 
individuals with milder strokes.5 Early this year a new study reported which compared 
tPA with a single dose of aspirin (325 mg) in patients with mild strokes. It was a 
randomized blinded study where either IV tPA was compared with a fake aspirin tablet 
or a real dose of aspirin was compared with a fake IV tPA treatment.6 The study was 
sponsored by a company making tPA and was multi-site. Among the authors of the 
report, 12 had direct conflicts of interest involving the company and 2 of the 12 were 
employees. Subjects were restricted to those with an acute ischemic stroke (clot) and 
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minor non-disabling deficits judged on presentation. A disabling deficit was defined as 
one that if unchanged would prevent the patient from performing basic activities of daily 
living or returning to work, what many would regard as a significant deficit.  Treatment 
was administered within 3 hours of the onset of the stroke. The trial was conducted in a 
number of hospitals in the US and had 152 stroke patients in each arm. Mean age 62 
years and about 50:50 male to female. Patients included all 5 levels of mild stroke.  
 
Neither tPA nor aspirin, when compared to a placebo proved inferior, i.e. the same 
results were obtained with either when judged by the likelihood of a more favorable 
functional outcome at 90 days.  Since there was no direct comparison with a placebo 
only arm, the actual efficacy could not be ascertained.  More definitive conclusions were 
not possible because the industry sponsor prematurely terminated the study on the 
grounds of financial costs. The claim was that this decision was made without 
knowledge of the above outcome. Some may find this hard to believe since even leaks 
from independent oversight committees who had the results are not inconceivable. This 
was, after all, basically an industry study and they make a nice profit on the use of the 
drug.  
 
In the US, tPA therapy comes with a drug price of about $6000 and emergency 
physicians are probably under intense pressure from family to use it independent of the 
severity of the initial impairment. This may be countered by equally intense pressure 
from the hospital bureaucracy and insurance industry not to use tPA it unless the stroke 
severity is clearly disabling. This must be a difficult decision since the evaluation and 
discussions all take place in the short period of time after the scan results are obtained. 
Family can demand speaking to some “higher-up” individual and create quite a scene 
including a threat to launch a lawsuit if the drug is not used and the outcome is 
unfavorable. We are probably talking about a 1-2 hour window since there is an 
ambulance ride perhaps after a significant delay in family responding to the emergency.  
With the limited time window and thus the need to rush the patient to the scan facility 
the stroke designated hospitals have been a great success. Door-to-image time in one 
recent analysis averaged 24 minutes and door-to-tPA time 81 minutes.   
 
Perhaps is goes without saying, but if one thinks they are having a stroke, never take 
aspirin and call the emergency phone number, e.g. 911. This gets you an ambulance 
that will take you to the nearest stroke hospital if the suspicion of a stroke is confirmed 
by the EMS. If the stroke is a bleed, aspirin may make it much more serious. Therefore 
it is critical to know the signs of stroke since every minute counts. The US CDC lists the 
following: 
 

     Sudden numbness or weakness in face, arms or legs, especially on one side 

of the body.  

     Sudden confusion, trouble speaking, or difficulty understanding speech.  

     Sudden trouble seeing with one or both eyes. 

     Sudden trouble walking, dizziness, loss of balance or lack of coordination. 

     Sudden severe headache with no known cause.  
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WAIST-TO-HIP RATIO. A MEASURE OF HEALTH RISKS 
 

This is a common way to quantify what is called central obesity or excess abdominal 
visceral fat. All that is needed is a tape measure. It must be used carefully. First locate 
the top of the hip bone by pushing in and down at the waist. Then locate the bottom or 
the rib cage. The waist in the context of the waist-to-hip (WHR) is halfway in between 
and when the measuring tape is placed, this will place it just above the belly button. For 
someone with abdominal obesity, it is not where the belt line is since the protruding 
belly makes this lower. For the hips, the tape should be at the largest point of protrusion 
of the hip line.  
 
This measurement may not be common in physical exams since the physician may be 
looking for an obvious abnormality. Some call it a beer belly. Sit in any shopping mall 
and observe. You may be surprised at the high percentage of older individuals, 
especially men, who have very pronounced beer bellies. If they were women instead, 
one would suspect pregnancy. Some men appear as being in the third trimester.  
 
Belly fat is generally both subcutaneous (under the skin) and visceral (intraabdominal 
including the fat surrounding the proximate organs). Obesity reflects excess of both 
types.  Gripping the belly in the belly button region and generally one gets a hand full 
skin which is subcutaneous.  Quantifying visceral fat is best done with an MRI scan but 
this is too expensive for general use. It is generally agreed that the size of the belly is a 
relatively reliable indicator of the health risks associated with visceral fat. The WHR 
provides a useful measure in home assessment and studies. Men store visceral fat 
more frequently than they do subcutaneous fat whereas women are the opposite until 
after menopause. There are also genetic factors that influence the distribution of body 
fat.  
 
Both types of fat store energy including excess energy over and above that needed for 
basal metabolism and every day activities. Both have endocrine functions and release 
various proteins and hormones into the system. The proteins and hormones which 
visceral fat releases are thought to have more pro-inflammatory properties than 
subcutaneous fat. This provides a mechanism for the correlation between visceral fat 
and cardiovascular and metabolic diseases. 
 
 In small isolated modern populations of hunter/gatherers, obesity and central obesity 
are not seen if the traditional diet going back eons is maintained. However it is an 
almost universal observation that when a member of this group migrates to a modern 
society, the risk of obesity increases dramatically as does excess visceral fat. While 
somewhat of an over-simplification, one theory is that the hunter/gatherer in the new 
(civilized) environment is exposed to highly refined carbohydrates for which they have 
an intolerance. This happens with all hunter/gatherers who migrate throughout the 
world: Canadian Inuit, Native Americans, Mexican Indians, Middle-eastern nomads, 
Pima Indians, South American Indians, Australian Aborigines, etc. The intolerance is 
reflected in the speed and severity of the transformation to obesity. Adaptation has 
reduced this carbohydrate intolerance but the adverse metabolic reaction to excess 
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foods which rapidly elevate circulating glucose (high Glycemic Index) remains. 
Furthermore, a number of health risks have been identified as associated with excess 
visceral fat. 
 
A normal WHR for men is 0.9 and for women 0.85. When this is exceeded, implying 
accumulation of visceral fat, the risk of serious disorders increases. Other metrics with 
which it is compared are the Body Mass Index (BMI—weight in kg divided by the square 
of height in meters) and waist circumference (WC). Online calculators avoid the need 
for unit conversion to get a BMI. The risk for various conditions associated with adverse 
WHR and BMI are summarized below.  
 

     A recent study examined the relationship between various measures of adiposity 

including WHR and BMI with cognitive function in older individuals (≥ 60 y). In 

one of the largest studies to examine this question, it was demonstrated that 

central adiposity as measured by WHR is associated with cognitive impairment in 

community-dwelling individuals. WHR was a much stronger indicator than BMI, 

highlighting the role of visceral fat. The effect size was sufficient to allow the 

authors to suggest that reducing obesity and thus the central adiposity could be a 

cost effective and effective public health strategy for the prevention of cognitive 

impairment and even dementia in older adults.7 

 

     A study involving a meta-analysis that included a number of studies, examined 

the question of which metric, BMI, WC (waist circumference) or WHR provided 

the best indicator of risk of type 2 diabetes. While WHR was appealing due to its 

focus on central obesity, all three had similar and statistically significant 

associations with diabetes with effect sizes measured by risk ratios in meta-

analysis ranging from 1.7 to 1.9. 8 This is perhaps not surprising since Taylor and 

coworkers have shown that the driver of diabetes involves pancreatic fat 

transported from the liver, and the liver fat reflects fat storage in the presence of 

excess energy intake, which would also produce increases in BMI and WC.9 

Cognitive effects as discussed above may have a strong dependence on 

inflammation and therefore have a stronger relationship with WHR.  

 

     A meta-analysis of nine nationwide British cohorts involving over 82,000 

individuals found that WC and WHR are associated with increased risk of 

cardiovascular disease (CVD) and all-cause mortality, with WHR showing the 

strongest association. Further analysis found that BMI was not associated with 

CVD risk and was in fact inversely related to all-cause mortality risk.10 In a study 

of WHR and long-term cardiovascular events in patients with existing coronary 

artery disease, WHR was associated with a higher risk of major cardiovascular 

events such as stroke and heart attack only in women.11  
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     In a study examining the relation between WC and WHR with all-cause mortality, 

cancer and sleep apnea, it was found that WC and WHR both related to 

increased risk in all-cause mortality throughout the range of BMI but this was 

particularly strong in younger adults and those with relatively low BMI. There was 

much less evidence for WC or WHR to replace BMI for cancer risk assessment 

mainly due to limited number of studies. For sleep apnea, obesity is a risk factor, 

and neck circumference gave the strongest association but the WHR was an 

especially strong risk factor in obstructive sleep apnea syndrome.11 

 
It seems clear that a high WHR and thus elevated visceral fat is an important indicator 
of future adverse health developments, apparently associated with the adverse effects 
of visceral fat, although the WHR is strongly correlated with obesity. This metric is easily 
measured at home and its elevation would be a warning, although simply looking down 
at one’s belly or viewing it sideways in a mirror would be almost as effective. The WHR 
simply quantifies the magnitude of the risk. 
   
 

LOW CARB DIETS AND MORTALITY 
 

A study concerning this issue just reported in the journal Lancet—Public Health involved 

about 15,500 participants and lasted 26 years.12 It was found that both low and high 

intakes of carbohydrates were associated with increased mortality over this period. The 

minimal risk was at an intake of 50-55% of total energy. The data was collected at the 

start of the study and at year 6. Mean age was just below 55 years and there were 

roughly an equal number of men and women. The study even made The Washington 

Post newspaper. The cohort for this prospective study was drawn from 4 locations in the 

Eastern and central US who also were participating in the Atherosclerosis Risk in 

Communities Study. Statistical analysis involved considering age, sex, self-reported 

race, energy intake, study center, education, exercise during leisure activity, income, 

smoking and diabetes.  

 

There are features of the study that raise concerns: 

 

     Dietary information was only collected twice, first at baseline in 1987-89 and the 

last time was just 6 years into the 26-year study. One can wonder about all the 

dietary changes that could have taken place between 1993-95 and 2013. This 

was the time when new diets were springing up like weeds. Dr. Robert Atkins 

was falsely being called an enemy of the people (his diet is used today as a 

control in studies), and the trend was to become more food conscious and 

consider going “organic.” At the same time, processed foods became much more 

popular and toxic and Big Chemical and Big Food formed an unholy alliance.  

The investigators admit this is a limitation.  
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     Carbohydrate intake as a percentage of total energy intake was presented in 

quintiles with the reference minimum risk at 50-55%. However the first quintile 

had only 3.5 (2%) of the trial population and the fifth 714 individuals (4.6%). Thus 

one questions a conclusion that includes these outlying quintiles, although 

statisticians would probably object. The difference between the reference quintile 

and the 30-40% quintile was an intake of 16% of total energy intake. As will be 

discussed below, the average intake was only about 1600 calories (technically 

kilocalories) per day so the 16% represents 256 calories or 64 g of carbohydrate, 

equivalent to 1.5 cups of pasta or 2 English muffins. Since we are ignoring the 

outlier quintiles, on the high consumption side there is only one quintile with a 

6.7% increase in carbohydrate intake. This is equivalent to 107 cal or 27 g of 

carbohydrates, i.e. 1.2 cup of rice or a medium potato.  

 

     The reported mean energy intakes per day and reported in two tables are close 

to 1600 cal/day which seems low. If weight is to be maintained, the conventional 

wisdom is that for US women 1600-2400 cal/day are required and for men 

between 2000 and 3000. Yet over the 6-year period when BMI was measured, it 

was creeping up when one would expect is would remain constant or decrease. 

The intake of 1600 cal per day is near or below the basal metabolism 

requirements of many individuals.  

 

     When energy from carbohydrates is treated as a continuous variable, the risk 

increases slowly between the reference of 50-55% to 80% with all the results 

apparently of no statistical significance.  This is not the case as one goes below 

the reference where the risk rises somewhat more rapidly. Thus the conclusion 

that both high and low carbohydrate diets put one at risk of a shortened lifespan. 

The dangers of the high intake appear small and perhaps not real.  

 

     This study, performed no doubt with the best intentions and careful statistical 

analysis, nevertheless illustrates a fundamental problem in nutritional science 

based on focusing on one macronutrient and relying on statistics to take care of 

confounding. It is hard enough to get results that won’t be contradicted down the 

road when studies are based on one baseline assessment with questionnaires 

and a duration of say 5 years, but this study had a period of 20 years when no 

new dietary data was collected. The difficulty of nutritional studies is seen where 

the focus on saturated fat led over a couple of decades—a complete flip-flop.  

 

 

CARDIOVASCULAR SAFETY OF ANTI-HYPERGLYCEMIC DRUGS 
 

Recently concerns have been raised about seven drugs or classes of drugs used to 
treat hyperglycemia (elevated blood sugar) in type 2 diabetics in the context of 
cardiovascular benefit and risk.13 Cardiovascular disease is the leading cause of death 
and one of the common diabetes-related complications. These drugs form the 
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foundation of diabetes therapy and in general terms are based on the hypothesis that 
diabetes is associated with the marker, blood sugar, and if hyperglycemia is reduced, it 
will be accompanied by benefits. The author, Dr. Milton Packer from Baylor University’s 
Heart and Vascular institute, lists seven drugs or drug classes where evidence exists 
concerning the issue of major cardiovascular risk. He calls for rethinking the concepts of 
macrovascular and microvascular disease in type 2 diabetes.  
 
First consider his analysis of cardiovascular benefit, i.e. the effect on cardiovascular 
death, non-fatal heart attack and non-fatal stroke.  
 

BENEFITS 

     Insulin: Neutral. In Type 2 diabetes, only essential when other interventions 

fail and the patient is starting to mimic a type 1 diabetic, i.e. insulin 

dependent.  

     Metformin: the classic drug used to reduce elevated blood sugar. It is 

regarded as reducing the risk of heart attack and stroke in obese individuals.  

     Sulphonylureas: Neutral or adverse effects when combined with different 

drugs in the class.  

     Thiazolidinedones. Probably neutral with rosiglitazone and modest benefit 

with pioglitazone.  

     GLP-1 receptor agonists: Highly regarded as a beneficial drug, e.g. Victoza, it 

nevertheless   fails to benefit 97 to 98% of users for composite endpoints 

related to cardiovascular events, cardiovascular mortality, all-cause mortality 

and hospitalization for heart failure or have a non-statistical benefit (see 

October 2018 IHN for the details of the benefit analysis) 

     DPP-4 inhibitors: Neutral 

     SGLT2 inhibitors: For example Jardiaince. See IHN October 2018. Same 

story as Victoza. 

 
Jardiaince and Victoza were trumpeted as sensationally effective in the above context. 
In fact, an editorial called for cardiologists to assume leadership and prescribe them to 
diabetics.14 This provides insight into the over-stating of small (called modest) benefits 
in general of anti-hyperglycemic drugs. It does not require a very large enhanced 
adverse side effect risk to balance or even overwhelm the benefit.  
 
Dr. Packer lists, discusses in some detail, and documents the following adverse side 
effects.  
 

ADVERSE EFFECTS 

     Insulin: Worsening heart failure and possible worsening kidney function. 

     Metformin: Increased diabetes-associated mortality when added to 

sulphonylureas. This is the standard second step when metformin does not 

provide the desired glycemic control.  
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     Sulphonylureas: Increased risk of heart attack, sudden death, stroke and 

cardiac arrhythmia.  

     Thiazolidinediones: Worsening heart failure and possible worsening kidney 

failure. 

     GLP-1 receptor agonists: Worsening heart failure, tachycardia. Worsening 

retinopathy with semaglutide.  

     DPP-4 inhibitors: Worsening heart failure reported with saxagliptin. 

     SGLT2 inhibitors: Worsening kidney function and possible increase in stroke. 

 
Citations backing up these warnings of risk will not be given since there are too 
many. Included in the evidence are randomized controlled trials and regulatory-
required statements on the drug so-called labels (the package insert patients rarely 
read). The time line for these side effects is also complex. Some adverse effects 
appear to be general to the class, others to specific members.  
 
Dr. Packer concludes that cardiovascular risk to patients with type 2 diabetes may 
be made worse rather than alleviated by the use of pharmacological efforts to 
achieve glycemic control. While he does not make the following point, it seems clear 
that a detailed examination of the issues raised above needs to be undertaken with 
emphasis on absolute benefits and absolute risk reductions. Considering the 
number of drugs involved, the required systematic review would be a major 
undertaking, especially if the absolute results are not in general provided for either 
risk or benefit, and in some cases would require acquiring unpublished patient data. 
In addition, possible inaccurate reporting of adverse results complicates the effort. 
For now, patients seem to have little choice but to be aware of the possible adverse 
events and be on alert for early symptoms which should prompt a change in 
medication. They should alert their physician to their concerns and request 
increased surveillance for kidney problems, heart failure, and retinopathy and 
understand how cardiac arrhythmia and tachycardia present.  
 
This is just one more example of why the Newcastle Diet approach needs to be 
implemented as a standard therapy since the above problems, including only 
modest drug efficacy and continued progression to insulin dependence, are 
obviously no longer an issue when diabetes disappears.15 Unfortunately long-
duration diabetes currently seems to offer a much smaller prospect for a cure. 
There is also the problem that the presence of prediabetes and then diabetes over 
a number of years may have resulted in permanent damage which is not reversed 
when the disease is eliminated.   
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