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WHAT I WOULD DO DIFFERENTLY BASED ON THE JANUARY-JUNE 2004 ARTICLES

Administer a high dose of a stain drug immediately (with aspirin) for a patient with suspected
acute coronary syndrome. [6-1]

Discourage long-term use of donepezil and memantine for treatment of Alzheimer’s
disease [1-6] [6-11] [6-12]

Advise smokers that they are at increased risk of macular degeneration. [3-9]

Consider aromatase inhibitor therapy for breast cancer [3-9]

Use estrogen-progestin hormone replacement therapy more freely in younger healthy
postmenopausal women for symptom control [3-3]

Use estrogen alone in hysterectomized women for menopausal symptom control without undue
concern [4-4]

Use statin drug for primary prevention of stroke in high risk persons, and for secondary
prevention in all regardless of cholesterol levels [3-7]

Encourage fitness and loss of intra-abdominal fat in persons with the metabolic syndrome. [5-4]
[6-4]

Discourage coronary artery calcium score as a screening method for coronary disease
[1-11][6-2]

Point out the “actual” causes of death to patients: tobacco, alcohol abuse, poor diet, sedentary
lifestyle [3-1]

Consider statin therapy for all (or almost all) patients with diabetes [4-2]

Point out that, although the Atkin’s diet is associated with short-term weight loss, there is as yet
no evidence of long-term benefit. [1-12] [5-1]

Eradicate H pylori in all patients to prevent gastric cancer [1-9]

Gain a better understanding of the frequency and pathogenesis of diastolic heart failure. [5-2]

Be cautious of use of any NSAID in patient with heart failure and renal disese [5-13]

Advise use of home BP monitoring [2-1]

Remember use of “ring” prophylactic therapy with neuraminidase inhibitors in the forthcoming
influenza epidemic. [6-13]

Constantly improve my listening skills. Encourage patients to tell their life stories. [2-4]

Advise women who are at risk of pregnancy to take folic acid. [1-10]

Use alendronate for years (along with vitamin D and calcium) for continued protection against
osteoporosis [3-8]

Gauge severity of symptoms and recent onset of abdominal bloating, increased abdominal size
and urinary urgency as possible clues of ovarian cancer. [6-7]

Suggest to patients who fear “shots’ that they cough when receiving the injection. [2-11]

Be more circumspect when ordering PSA determinations [5-6] [5-7] [6-3]

Consider tamsulosin (F/omax) adjunctive therapy for renal colic due to stone lying near the
bladder [3-12]

Consider statin therapy for patients facing elective major non-cardiac surgery [5-5]

Consider carefully prescribing a newly introduced drug. Is it safer, more effective, less costly, or
more conveniently administered than already available drugs. [6-14]

Consider that carotid endarterectomy in asymptomatic patients with carotid stenosis is associated
with significant surgical mortality and may not lead to net benefit for 2 years.

Advise patients that compression + vein surgery is better than compression alone for chronic
venous ulceration. [6-6]



Statement from the Editor/publisher

This index is intended to be a reference document. Each medical subject heading is linked to one or
more “Highlights and Editorial Comments” of articles abstracted during the first 6 months of 2004. It
provides a means of recalling to memory, in an evening or two, what the editor considered new and
important for primary care presented in 6 flagship journals over the 6 months.

The numbers in the brackets refer to the full abstract. For example, [1-12] indicates the 12™ abstract
published in the January issue.

Each monthly issue for the past S years can be found on the website (www.practicalpointers.org). This
makes possible easy and speedy access to the full abstract and the journal reference of all articles
abstracted under an individual MeSH.

I hope you find the publication useful and interesting.

Richard T. James Jr. ML.D.

MEDICAL SUBJECT HEADINGS (MeSH) JANUARY-JUNE 2004

ACUTE CORONARY SYNDROMES
ATKIN’S DIET (See DIETS [1-12]; [5-1])

ALCOHOL

ALENDRONATE (Fosamax) (See OSTEOPOROSIS [3-8])
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VENOUS THROMBOEMBOLISM

VENOUS ULCERATION

VIRTUAL COLONOSCOPY (See COLONOPSCOPY [4-2])
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WAKEFULNESS



JANUARY TO JUNE 2004

HIGHLIGHTS OF ABSTRACTS AND EDITORIAL COMMENTS

ACUTE CORONARY SYNDROMES
4-3 INTENSIVE VERSUS MODERATE LIPID LOWERING WITH STATINS AFTER ACUTE
CORONARY SYNDROMES

Enrolled over 4000 patients (mean age 58) who had been hospitalized for an acute coronary syndrome (ACS)
within the preceding 10 days. ACS defined as acute myocardial infarction (with or without ECG evidence of ST-
elevation), or high risk unstable angina.

Randomized to: 1) moderate-intensity treatment with 40 mg pravastatin ( Pravachol ), or 2) high-intensity
treatment with 80 mg atorvastatin (Lipitor) daily.

Mean achieved LDL-cholesterol was 95 mg/dL in the pravastatin group and 62 in the atorvastatin group

Over 2 years, the more intensive regimen with atorvastatin resulted in a lower risk of death and major
cardiovascular events as compared with the moderate pravastatin regimen. The NNT for 2 years to prevent one
death, myocardial infarction, angina requiring rehospitalization, revascularization, or stroke = 53

“Although prior placebo-controlled studies have shown that a standard-dose statin is beneficial, we
demonstrated that more intensive lipid-lowering significantly increases this clinical benefit.”

Although both drugs were “generally well tolerated”, there were significantly more liver-related side effects
with high-dose atorvastatin. About 1/3 of all patients in both groups dropped out over the 2 years.

“Our results suggest that after an acute coronary syndrome, the target LDL-cholesterol level may be lower
than that recommended in the current guidelines.”

This was a secondary prevention trial in a very high risk group. Benefits would be considerably less if high-
dose atorvastatin were used in primary prevention. Certainly, these results cannot be extrapolated to primary
prevention.

The authors suggest that the high-dose regimen “significantly” increased clinical benefit. Primary care
clinicians must ask—is this “clinical” benefit applicable to every day practice? Patients with an acute coronary
syndrome and their doctors must decide if one chance in 53 over 2 years is worth while, Note that harms (liver
disturbance) were statistically significant, and, I believe, as clinically significant as the reported benefits in the
high-dose patients. Cost, adverse effects, and likelihood of discontinuation of treatment must be considered.
Some patients, knowing they are at very high risk of death or recurrence, would be inclined to accept the high-
dose.

The high drop-out rate because of an adverse event, or the patient’s preference, or “other reasons” is
disturbing. This occurred despite patients’ knowledge that they were at high risk of recurrence and death. Drop-
outs would likely be higher still in primary care practice.

Pravastatin has the advantage of not being significantly metabolized by the P450 system in the liver.

Thus, concern about interactions between pravastatin and concomitantly administered drugs is much less than

with atorvastatin, which is metabolized by the P450 system. RTJ



6-1 ASSOCIATION OF STATIN THERAPY WITH OUTCOMES OF ACUTE CORONARY
SYNDROMES: The GRACE Study

Statin drugs may have effects in addition to their effect on lipids. These include modulation of inflammation,
inhibition of platelet function and thrombosis, and enhancement of endothelial function. The ability of statins to
immediately affect basic pathophysiologic mechanisms has increased interest in their potential role in acute
coronary syndromes. (ACS)

This study examined the association between previous and early in-hospital statin therapy and outcomes of
ACS.

Patients who presented with an ACS who were already taking statins were less likely to present with ST-
segment elevation MI, experience a large infarct, and have important clinical complications, or die.

Much of the observed effect was lost if statin therapy was not continued during hospitalization. Such patients
had death rates similar to patients who had never received statins. Withdrawal of statins reduces the protective
effect of statin pretreatment.

In statin-naive patients, early statin therapy was associated with an improvement in outcomes.

Should primary care clinicians act on these conclusions? Primary care clinicians often act on inconclusive evidence if
the putative benefit/harm-cost ratio of the intervention is high. Although the outcomes of the study require confirmation and
further experience, I believe the benefit/harm-cost ratio of immediate statin therapy (as of immediate aspirin therapy) for
patients with ACS is potentially high. The benefit is potentially life-saving.

The harm and cost of short-term therapy is very low. I would give a high-dose statin immediately on presentation of a
patient with presumed ACS.

Those on statins long-term should be continued on statins when admitted for ACS. Those not on statins should start them
immediately. And, of course, continue after discharge.

A study “Lipid-Lowering Therapy And In-Hospital Mortality Following Major Non-Cardiac Surgery” (See Practical
Pointers May 2004 ) also presents evidence of immediate protective effects of statins given within the first 2 days after major

surgery. RTJ

ATKIN’S DIET (See DIET [1-12]; [5-1])

ALCOHOL
4-6 ALCOHOL INTAKE AND RISK OF INCIDENT GOUT IN MEN

Health Professionals Follow-up Study followed over 47 000 male subjects (mean age 55 at baseline) for 12
years. None had gout at baseline

Compared with men who did not drink alcohol, the relative risk (RR) of incident gout increased linearly as
consumption rose from 1 drink daily (RR compared with none = 1.3) to 2.5 in those imbibing 5 or more drinks
daily.

Beer consumption showed the strongest independent association with risk of gout. The RR per each 12 ounce
serving per day = 1.49 (Beer is the only alcoholic beverage that contains a large amount of purine.) Consumption

of spirits was also associated with increased risk. (RR per each drink daily = 1.15.) Wine consumption was not



associated. (RR = 1.04 for each 4-ounce serving daily.) The null association persisted regardless of the type of
wine.

Risk of gout was greater in men with a body mass index (BMI) over 25 compared with a BMI under 25:

In subjects with a BMI under 25, RR of gout was 2.5 in heavy drinkers. In subjects with BMI over 25, RR
increased to 5.6..

“Prospective data indicate that alcohol intake is strongly associated with incidence of gout. The risk varies
substantially with the type of alcoholic beverage. Beer confers the greatest risk, moderate wine drinking does not
increase risk.”

Both genetic and environmental factors play a part in the pathogenesis of gout. As with atherosclerotic
disease, hypertension, obesity, and type Il diabetes, gout can be considered a disease of “civilization "—part of
the epidemic of overnutrition and sedentary lifestyles. Gout is associated with a high intake of meat and seafood,
and low intake of dairy products.. Now this study reinforces the long-observed relation with alcohol.

As with obesity, gout is becoming more prevalent in developing countries as they become more

"Westernized”. . RTJ

ALENDRONATE (Fosamax) (See OSTEOPOROSIS [3-8])

ALTERNATIVE/COMPLEMENTARY MEDICINE
2-15 SEX, LIES, AND NIAGRA

All capsules of an “all natural” remedy for erectile dysfunction (4Actra-R) contained sildenafil (Viagra), an
average of about 55 mg per capsule.

Charlatanism remains alive. Nostrums fill the shelves of our pharmacies. Fraud pervades
“alternative/complementary” medicines and the “all-natural herb” industry. Some products have been found
toxic (eg, ephedra). Some are ineffective (eg, echinacea for upper respiratory infections in children). I remember

one report of an “all natural” topical preparation for dermatitis which was found to contain hydrocortisone. RTJ

ALZHEIMER’S DISEASE
1-6 MEMANTINE TREATMENT IN PATIENTS WITH MODERATE TO SEVERE ALZHEIMER
DISEASE ALREADY RECEIVING DONEPEZIL

In October 2003, the FDA approved memantine (Namenda) for treatment of moderate to severe AD.
Memantine is a blocker of the receptor for aspartate. It is a new class of drug.

This study hypothesized that adding memantine (Namenda) to donepezil (Aricept ) would result in clinical
benefit and would be well tolerated.

Memantine resulted in significant statistical, but only slight clinical benefit when added to donepezil. It
appeared safe.

Investigators, as in this report, often stress statistically significant improvement, not clinical improvement.

This may be misleading. In my view, the outcome of this study is disappointing.. The investigators place a spin on



benefits by noting the statistically significant outcomes. This may appear to be an impressive result, but it is not
clinically important. RTJ

6-11 LONG TERM DONEPEZIL (Aricept) TREATMENT IN 565 PATIENTS WITH ALZHEIMER’S
DISEASE (AD 2000)

All three available cholinesterase inhibitors produce small improvements in cognitive and global assessments
in selected patients mild-to-moderate AD over 3-12 months. Little is known about long-term effectiveness, or
their usefulness in patients with severe AD. Nonetheless, the demand from clinicians and patients remains strong.

This study asked whether the cholinesterase inhibitor donepezil (4ricept) is cost effective and produces
worthwhile clinical and social improvements.

Compared with placebo, donepezil group achieved a slightly higher score on the mini-mental-examination
within the first 36 weeks (about 1 point above baseline on a 30-point scale). Thereafter, scores deteriorated back
to baseline at 48 weeks and to minus 4 points at 112 weeks. The placebo group lost points continuously
during the 112 weeks.

Comparatively, over 112 weeks, donepezil group (compared with placebo) maintained a slightly better score
(a fraction of one point) despite declining in absolute terms.

Donepezil was associated with no improvement in activities-of-daily living scale at any time up to 2 years,
although, compared with placebo, decline in ADL score was slightly slower.

No significant benefits were seen vs placebo in institutionalization, progression of disability, behavioral and
psychological symptoms, psychopathology of carers, formal care costs, adverse events, or deaths.

No evidence that costs of caring for patients with Alzheimer’s disease in the community are reduced by
donepezil. Any effect of donepezil on informal caregiver time is likely to be small.

Benefits of the acetylcholinesterase inhibitor, donepezil, are “below minimally relevant thresholds”. It is not
cost effective “The disappointingly little overall benefit from donepezil cannot be taken lightly.” Clinicians can
validly question whether other uses of scarce resources allocated for dementia would provide better value than
routine prescription of cholinesterase inhibitors.

1 believe many patients are continuing to receive Cls far beyond the time of any hope of benefit.

COST: about $1600 per year quoted by drugstore.com. As is often the case, the 10 mg dose costs just a few
dollars more per year than the 5 mg dose. A pill cutter may cut cost in half. There is no statistically significant
difference in effects of 10 mg vs 5 mg. Adverse effects (eg, gastrointestinal) are greater with the 10 mg dose. RTJ
6-12 AD 2000: DONEPEZIL IN ALZHEIMER’S DISEASE

Patients seen in everyday practice differ from those selected for inclusion in drug-company-sponsored trials.
Drug companies use highly refined selection criteria, often include specialized tests to aid diagnosis, restrict
allowable comorbidity and concomitant medications as well as the extent of behavioral or functional impairment.
They pay for all protocol-related care, including medications. “Typical selection criteria for industry sponsored
trials would exclude over 90% of out-patients with mild-to-moderate Alzheimer’s disease in California who
would otherwise be eligible to receive treatment. The controversy about effectiveness, costs, and the clinical

meaning of trial results has been fueled by the use of participants who do not represent typical patients.”



In the trial, donepezil and placebo were both associated with a worsening over time. The mean differences on
the MMSE and activities of daily living scale represent a delay in symptom-worsening of about 3 months.

This commentary presents a clinically important point. It emphasizes the gulf which may separate results of
randomized controlled trials from benefits evident in primary care practice. There may be a large difference
between results reported by a clinical trial for AD and clinical benefits for Mr. Jones, whose family brings him
into your office because of memory loss. A practical office-based, “real world” trial is more meaningful and

convincing. Beware of “spin”. RTJ

AROMATASE INHIBITOR (See BREAST CANCER [3-9])

ASPIRIN
1-14 EFFICACY AND SAFETY OF LOW-DOSE ASPIRIN IN POLYCYTHEMIA VERA

The increase in the red cell mass in PV causes hyperviscosity of the blood, a major determinant of circulatory
disturbance. PV is associated with an increase in thromboxane synthesis. This suggests that thromboxane-
dependent platelet activation is a major cause of thrombosis.

Thrombotic complications are a major cause of illness and death in untreated patients.

Long-term, low-dose aspirin, used as primary prevention, safely prevents thrombotic complications in
patients with PV. NNT to prevent myocardial infarction, stroke, major venous thrombosis, pulmonary embolism,
or death from cardiovascular causes over 3 years = 21 to 34.

Major bleeding events associated with low-dose aspirin occurred in one in 26.

PV is the most common of the chronic myeloprolipherative disorders. Primary care clinicians will likely refer
patients to a hematologist, but may be responsible for long-term follow-up. RTJ
1-15 DAILY ASPIRIN—ONLY HALF THE ANSWER

Thrombosis causes much of the illness and death in patients with polycythemia vera. No part of the vascular
system is spared. Thrombosis develops in about 40% of patients, most often before or at the time of diagnosis.
Rates of fatal thrombosis may be high.

Increased blood viscosity is a paramount cause of large-vessel arterial and venous thrombosis. Attempts to
control erythrocytosis by phlebotomy often fail to diminish the high rate of thrombosis.

An apparently normal hematocrit may not be normal in patients with this disease.. A safe target is under 45%
in men and under 42% in women. Viscosity of the blood rises dramatically at hematocrit levels above 45%.

This indicates treatment with both aspirin and adequate hematocrit control. RTJ

BLINDNESS
3-5 SMOKING AND BLINDNESS

Age-related macular degeneration (MD) is related to smoking.



Three cross-sectional studies of over 12 000 patients reported that current smoking leads to a 3- to 4-fold
incidence of MD compared with non-smokers. Indeed, the relative risk of smoking associated with MD is higher
than the relative risk with ischemic heart disease. A dose-response relationship has been established.

Observational studies show a protective effect of smoking cessation on development of MD.

I was unaware of this association. Informing patients may be a powerful incentive to quit. RTJ

BODE INDEX (See CHRONIC OBSTRUCTIVE PULMONRY DISEASE

BREAST CANCER
2-14 HABITS (Hormonal Replacement Therapy After Breast Cancer—Is It Safe?)

In this 2-year randomized study, 12% of women in the HRT group experienced a new BC vs 4% in the no-
HRT group. In the HRT group, 11 were local recurrences; 5 were contralateral BC; and 10 were distant
metastases. In the no-HRT group 2; 1; and 5. (One in 8 women taking HRT developed recurrence of BC vs 1 in
25 in the no-HRT group.)

Women with a history of BC should not receive HRT. Those already receiving HRT should be advised to
discontinue.

For women with history of BC, what can be advised for menopausal-symptom relief other than HRT? The
North American Menopause Society suggests several non-hormonal therapies:

Antidepressants venlafaxine (Effexor), paroxetine (Paxil), and fluoxetine (Prozac; generic). Start at very low
doses and gradually increase. Cessation requires gradual tapering off-

Gabapentin (Neurontin) may be considered in women older than 65

Clonidine is less effective than gabapentin. RTJ
2-18 ANTIBIOTIC USE IN RELATION TO THE RISK OF BREAST CANCER

This case-control study compared 2266 cases of primary invasive breast cancer (BC) with 7953 matched
controls without BC in regard to their use of antibiotics. Antibiotic use was ascertained by computerized
pharmacy records. Observation period ranged from 10 years to 23 years.

Increasing cumulative days of antibiotic use were associated with increased incident BC.

The investigators report the risk as odds ratios of breast cancer. By this measure, the chance of developing BC
in high-dose uses of antibiotics is twice that of non-users.

Is this a clinically important point? Certainly, other risks are more important. To make clinical sense,
readers must take the time and trouble of converting odds ratios into absolute risk. Few do. According to my
unadjusted calculations, an extraordinarily high use of antibiotics use was associated with a 1% higher risk of
developing BC. Patients using antibiotics for less than 500 days (the great majority) had an increased risk of 2 in
1000. Editors and investigators should plainly state absolute risks in their discussion. And editors should insist

upon it. RTJ)



3-9 A RANDOMIZED TRIAL OF EXEMESTANE (an aromatase inhibitor) AFTER TWO OR THREE
YEARS OF TAMOXIFEN THERAPY IN POSTMENOPAUSAL WOMEN WITH PRIMARY BREAST
CANCER

Aromatase is the enzyme that catalyses the conversion of androgens to estrogens in females. Exemestane is a
3" generation aromatase inhibitor. It inhibits aromatization almost completely.

Exemestane therapy, begun after 2 or 3 years of tamoxifen therapy, significantly reduced risk of metastatic
recurrence and contralateral breast cancer as compared with continued tamoxifen. [NNT (3 years exemestane to
benefit one patient) = 21]

This is consistent with the hypothesis that BC frequently becomes resistant to tamoxifen within 5 years.

1 included this abstract because I believe therapy with aromatase inhibitors will continue to improve BC
survival. Primary care clinicians should be aware of developments even though they may not be directly involved
in this therapy. RTJ
4-13 DUCTAL CARCINOMA IN SITU OF THE BREAST: Review Article

Prevalence of DCIS has markedly increased since screening mammography has become routine (one case
detected for every 1300 screening mammograms).

DCIS consists of the clonal proliferation of cells that appear malignant and that accumulate within the lumens
of mammary ducts. There is no evidence of invasion beyond the epithelial basement membrane into the adjacent
breast stroma. It is a precursor of invasive ductal carcinoma.

The crucial task of pathological assessment is to distinguish DCIS from invasive cancer. Classification
remains a challenge due to differing pathologic criteria, interobserver variability, and the heterogeneous nature of
tumor growth.

The natural history of untreated low-grade DCIS has been defined in long-term, follow-up studies of women
who underwent diagnostic biopsy in the era before widespread screening mammography. After 10 years of
follow-up, 14 to 60 percent of the women had received a diagnosis of invasive cancer in the affected breast. Such
a risk is widely thought to justify the present treatment approaches.

Simple mastectomy is highly effective—curing at least 98% of lesion—and is a potential treatment option for
all patients.

Women with DCIS in one breast are at risk for a second tumor (either invasive or in situ) in the contralateral
breast—about 0.5% to 1% per year. This warrants follow-up mammography in the opposite breast.

Women with DCIS have considerable deficits in their knowledge of the disease. Their levels of
psychological distress and fear of recurrence and death are similar to those among women
with invasive breast cancer.

Because incidence of DCIS is related to hormone replacement therapy, and is benefited by tamoxifen, I would
guess that aromatase-inhibitor therapy would be efficacious. Undoubtedly, studies will be forthcoming.

The generally favorable prognosis should be emphasized. Women with DCIS should be repeatedly reassured.

This is an important responsibility for primary care clinicians. RTJ

BUPROPION (See SMOKING [2-10])



CANCER (See organ: BREAST CANCER, PROSTATE CANCER, CERVICAL CANCER, ETC.)

CAPSAICIN
4-7 SYSTEMATIC REVIEW OF TOPICAL CAPSAICIN FOR THE TREATMENT OF CHRONIC
PAIN

Six randomized, double-blind, placebo controlled trials (656 patients) compared topically applied capsaicin
(0.075%) with placebo in adults with neuropathic conditions. And 3 trials (368 patients) reported use of capsaicin
(0.025%) in patients with musculoskeletal conditions.. Capsaicin was applied 3 times daily

Patients had moderate or severe chronic pain.

Primary outcome = number of patients with at least 50% reduction in pain.

At 8 weeks, for those with neuropathic pain the relative benefit of capsaicin vs placebo was 1.4. NNT = 6.
(Ie, one of 6 patients would achieve a reduction in pain of 50%.) At 4 weeks, for those with musculoskeletal pain,
the relative benefit of capsaicin vs placebo was 1.5. NNT = 8.

There was a substantial response to placebo—25% to 42%.

Topical capsaicin maybe useful as an adjunct or sole therapy for a small number of patients who are
unresponsive to, or intolerant of, other treatments.

“Systematic Review of Topical Rubifacients Containing Salicylates for the Treatment of Acute and
Chronic Pain”, a companion article in this issue of BMJ (pp 995-98), reports efficacy for
musculoskeletal pain was moderate to poor. Adverse effects were rare. There was, however, a lack of
good clinical trials.

1 believe, in some patients topical applications may be helpful. No way to find out without trying.

First inform the patient about possible benefits and harms. Over-the-counter availability is a plus. The placebo

effect is an added benefit. RTJ

CARDIOVASCULAR DISEASE
1-5 OMEGA 3 FATTY ACIDS AND CARDIOVASCULAR DISEASE—Fishing For A Natural Treatment
Omega 3 fatty acids from fish and fish oils can protect against coronary heart disease. In this era of
polypharmacy, many persons believe that simple dietary interventions or nutritional supplements may be a more
natural and acceptable method of providing benefits.
The American Heart Association recommends:
Patients without documented CHD should eat a variety of fish (preferably oily) at least twice weekly. Diet
should also include vegetable oils.
Patients with documented CHD should consume 1 g of O3FA and O6FA daily.
Physicians may prescribe 2-4 g/d of O3FA and O6FA daily, provided as capsules, for patients with
hypertriglyceridemia.



3-3 EVALUATION OF CARDIOVASCULAR EVENT RATES WITH HORMONE THERAPY IN
HEALTHY, EARLY POSTMENOPAUSAL WOMEN

Two large randomized trials have evaluated adverse cardiovascular effects of hormone replacement therapy
(HRT) in postmenopausal women. The average age of the subjects in these two studies was 63 years, well past
onset of the menopause. Overall, the studies concluded that HRT results in net sarms. The greatest risk of adverse
effects occurred in the first year.

This was contrary to older observational studies which reported considerable benefit in reducing
cardiovascular morbidity and mortality. It led to reevaluation of the use of HRT.

It is important to determine if adverse events occur in younger women. Most women with menopausal
symptoms take HRT at an earlier age, relatively soon after the menopause. This article reviewed 2 other large
clinical trials of younger women (mean age 54). It asks—What is the risk of adverse events at this age?

Conclusion: In young, healthy postmenopausal women, the adverse effects of HRT on the cardiovascular
system in the first year of use were no greater than the expected harms in women not taking HRT.

What should primary care clinicians advise their patients about HRT?

A. Risks of adverse events during the first few perimenopausal years are low in younger, healthier women

taking combined HRT, and even lower in those taking estrogen alone.

B. These risks can be further reduced by therapy aimed at reducing cardiovascular risk: smoking

cessation, low-dose aspirin; lipid, weight, and BP control; and using the lowest effective dose of
estrogen and progesterone. Indeed, I believe it likely that women who, at the age of 50 adopt these
protective measures and take HRT will be less likely to experience cerebrovascular events than women
who do not take HRT and do not adopt these protective measures.

1 believe that recent reports overemphasized the adverse effects of HRT, and that many women who would
benefit by symptom relief are being denied treatment. RTJ
3-7 EFFECTS OF CHOLESTEROL-LOWERING WITH SIMVASTATIN ON STROKE AND OTHER
MAJOR VASCULAR EVENTS IN 20 536 PEOPLE WITH CEREBROVASCULAR DISEASE OR
OTHER HIGH-RISK CONDITIONS

In a large group of patients at high risk of vascular disese, statin therapy rapidly reduced risk of ischemic
stroke with no apparent increase in risk of hemorrhagic stroke. Benefits occurred even among those who did ot
have high cholesterol concentrations. Statin therapy also reduced the risk of major vascular events among people
who had previously experienced a stroke or other cerebrovascular event.

A reduction in LDL-cholesterol from about 154 mg/dL to about 115 mg/dL reduced risk of stroke and other
major vascular events by about one-quarter. Lowering it from about 115 mg/dL to about 77 mg/dL also reduced
risk by about one quarter. “Current guidelines could, therefore, lead to substantial undertreatment of high-risk
patients who present below, or close to, particular targets for LDL reduction.”

“These results have important implications for revising treatment guidelines which do not currently take into
account cerebrovascular disease risk reduction when considering the initiation of statin therapy.”

“Statin therapy should now be considered routinely for all patients at high risk of stroke, irrespective of their

initial cholesterol concentrations.



This study confirms the widely-held belief that statin therapy reduces risk of stroke as well as coronary
disease. It also strengthens the observation that lowering LDL-cholesterol below levels usually considered
“satisfactory” will further reduce risk of atherosclerotic disease.

The risk of events associated with cardiovascular risk factors increases linearly. There are no artificial cut-
points dividing “satisfactory” levels vs “unsatisfactory” levels. RTJ
3-11 URIC ACID AND DIET—INSIGHTS INTO THE EPIDEMIC OF CARDIOVASCULAR DISEASE.

The effects of diet are relevant to the epidemiology of hyperuricemia and gout. Gout and obesity have become
epidemic among native people, such as the Maori of New Zealand, since the introduction of Western culture and
diets. The immigration of non-Western peoples to Western countries—for example that of Filipino and Japanese
to North America—has been associated with increases in the incidence of gout in parallel with the shift in diet to
higher intakes of meat and saturated fats. Gout was rare among blacks in the USA until the 1940s when changes
in diet led to the rapid development of obesity, diabetes, and hypertension. Now, gout is more common among
blacks than in whites. It is also becoming more common in urban communities of Africa in association with an
increasing frequency of hypertension and cardiovascular disease.

Gout is no longer a disease of the wealthy; rather its appearance reflects a worldwide increase in fatty meats
and a decrease in intake of dairy products associated with Westernization.

Gout should be considered a part of the current epidemic of obesity, hypertension, and diabetes.

The preceding articles convincingly reinforce the view that lifestyle is indeed important in the pathogenesis of
gout. RTJ
4-4 EFFECTS OF CONJUGATED EQUINE ESTROGEN IN POSTMENOPAUSAL WOMEN WITH
HYSTERECTOMY

This study reports the conjugated equine estrogen (CEE)-alone phase of the Women’s Health Initiative trial
which was continued for 7 years. Mean baseline age = 63.

The burden of incident disease events was equivalent in the CEE-alone and placebo groups. There was no
significant difference in risks other than a slight increase in incidence of stroke. The absolute excess was 12
additional strokes per 10 000 person-years. And an absolute reduction of hip fracture of 6 per 10 000 person-
years.

The estimated excess risk for all monitored events (CHD, stroke, pulmonary embolism, colorectal cancer, hip
fracture, and deaths from other causes). was a non-significant 2 events per 10 000 person-years.

This differs importantly from the WHI trial of combined estrogen/progestin in which the risk of CHD was
significantly elevated.

Women and their health-care professionals now have usable risk estimates for the benefit/harm ratio of
CEE-alone in treatment of menopausal symptoms. “Women can be reassured that incidence of CHD and breast
cancer is not increased at least for 6.8 years”. But, the data reinforce that there is no overall benefit of CEE for
chronic disease prevention.

Nevertheless, CEE-alone cannot be recommended for disease prevention. CEE should be used only for

menopausal symptoms at the smallest effective dose for the shortest possible time.



The study reported a lower risk of breast caner in the CEE-alone group vs the placebo group This is contrary
to other observational studies in which risk of BC is increased. I believe clinicians should remain wary and
should consider that HRT in any form increases risk of breast cancer.

1 believe risks of CEE-alone as well as combined estrogen/progestin have been overemphasized, and that
many women are being unnecessarily denied relief from their menopausal symptoms. RTJ
5-4 CARDIORESPIRATORY FITNESS ATTENUATES THE EFFECTS OF THE METABOLIC
SYNDROME ON ALL-CAUSE AND CARDIOVASCULAR DISEASE MORTALITY IN MEN

The estimated prevalence of the “metabolic” (“insulin-resistance”) syndrome is over 20% among adults in the
USA. Middle-aged men with the metabolic syndrome have significantly elevated risk of all-cause and
cardiovascular disease (CVD) mortality.

It is defined by the National Cholesterol Education Program among persons with 3 or more of 5 risk factors:

1. BP at or over 130/85

2. Central obesity—waist circumference > 40 inches in men
3. High triglyceride levels—>150 mg/dL

4. Low HDL-cholesterol— < 40 mg/dL

5. High fasting plasma glucose—at or above 110 mg/dL

After adjustment for age, smoking status, alcohol consumption, and parental CVD, the relative risks (RR) of
all-cause mortality and CVD mortality were higher in men with the metabolic syndrome who were unfit
compared with the fit men. (RR =2.0 and 2.3)

There was a graded increase in deaths according to fitness categories. Men in the middle tertile of fitness had
2.0 times the CVD death rate as those in the upper tertile of fitness Those in the lower tertile of fitness had 3.5
times the risk.

The estimated population-attributable risk for CVD deaths in males with the metabolic syndrome is 11%.
This suggests that about 1 in 10 CVD deaths are directly attributable to the metabolic syndrome. The public health
burden is considerable.

Low cardio-respiratory fitness was an important risk factor for premature mortality in men with the metabolic
syndrome. Being fit provides a strong protective effect.

As expected, physical fitness attenuated risk of death in men without the metabolic syndrome as well as those
with. I omitted this data.

The study is a reminder of the definition of the metabolic syndrome and its importance as a health risk. I have
to periodically jog my memory about the definition lest I forget the 5 requirements. Not all 5 risk factors carry
equal weight.

Fitness also attenuates risks of adverse outcomes in smokers; and in patients with obesity, coronary disease,
hypertension, and diabetes. It is a basic health measure about which we continue to advise patients, but which

they do not often follow. RTJ

CAROTID ENDARTERECTOMY (See STROKE [5-11])



CHOLESTEROL (See STATIN DRUGS)

CHRONIC OBSTRUCTIVE PULMONARY DISEASE (COPD)
3-13 THE BODY-MASS INDEX, AIRFLOW OBSTRUCTION, DYSPNEA, AND EXERCISE
CAPACITY INDEX IN CHRONIC OBSTRUCTIVE PULMONARY DISEASE: the BODE index
A simple multidimensional grading system predicted risk of death better than the FEV1 alone.

B Body mass index (Low BMI— weight in kg/height in meters *; cutpoint under 21)

O FEVI as a percentage of predicted (Obstruction)

D Score on a dyspnea scale (Dyspnea scale 0 to 4)

E Distance walked in 6 minutes. (Exercise)

This simple grading system is a better predictor of death from any cause and death from respiratory causes
than the FEV1 alone. Mortality increased progressively with quartiles of the score. The highest quartile (score = 7
to 10) was associated with a mortality of 80% over 4 years.

Despite its importance as a public health problem, COPD is vastly underappreciated. It is underdiagnosed,
and when diagnosed, is commonly undertreated. Although it is not a single entity, all patients share a common
physiological abnormality—Ilimitation of expiratory airflow. It is a complex disorder, affecting far more than a
single organ system. Patients with a similar FEV1 can have obvious and marked differences in body habitus,
exercise performance, and oxygenation. Additional information complements the assessment by spirometry alone.

1 believe primary care clinicians will rarely calculate this index. They will rely for prognosis on their general
assessment of the patient. A patient who is wasted down from his normal weight to a BMI under 21 (probably, in
old parlance, a “pink puffer”), who can do little without dyspnea, and who cannot walk even slowly for 6 minutes
without stopping, has a very dim prognosis indeed. Assessment of the general condition may lead primary care
clinicians to advise oxygen at an earlier stage, to treat more vigorously with inhalation therapy, and to use

antibiotics earlier and more frequently. RTJ

CLONING
2-16 FACTS VERSUS IDEOLOGY IN THE CLONING DEBATE

HUMAN CELLS FROM CLONED EMBRYOS IN RESEARCH AND THERAPY.

Korean investigators recently reported derivation of stem cells from a cloned human embryo. This may lead
to development of ability to study genetic diseases in entirely new ways. “Experience will be needed to learn how

such cells should best be used.” The investigators strongly condemned efforts to clone a human.

COLONOSCOPY
4-12 COMPUTED TOMOGRAPHIC COLONOSCOPY (VIRTUAL COLONOSCOPY)
This study assessed the accuracy of CTC vs conventional colonoscopy in a large number of participants.
45% to 61% of the lesions were missed by CTC. (False negative tests.) 10% of the CTC patients were
diagnosed falsely as having a 6 mm or larger lesion. (False positive tests)

Accuracy to CTC varied considerably between centers.



Patients expressed no clear preference for either technique.

CTC is not yet ready for widespread clinical application.

1 abstracted this article mainly because enthusiasts in local communities are investing in costly scanners and
advertising CTC to the general public as well as to professionals.

A study abstracted in Practical Pointers December 2003 (12-10) reported the experience of the Uniformed
Services University of Health Sciences. This group has had considerable experience with CTC, and uses
sophisticated equipment. They claimed that CTC detects polyps of 6 mm or larger as accurately as conventional
colonoscopy. If a polyp of this size is detected, conventional colonoscopy is required to remove it.

A critical issue remains. Should all polyps detected be referred for conventional colonoscopy? If not, what is
the cut-point size? How should smaller polyps be followed? Patients with smaller polyps (not removed) would be
required to undergo screening at shorter intervals than patients whose polyps are removed.

As noted, the bowel-cleansing preparation is the same in both procedures. In observational studies,
arrangements for immediate conventional colonoscopy can be made beforehand. In usual practice settings, many
patients would require a second bowel cleansing.

1 do not believe community-based primary care clinicians should advocate CTC at this time. RTJ

CONGESTIVE HEART FAILURE (See HEART FAILURE)

CONTRACEPTION
6-9 WAITING FOR PLAN B—THE FDA AND NONPRESCRIPTION ON EMERGENCY
CONTRACEPTION

The proposal to switch to levonorgestrel emergency contraception (EC; Plan B) to over-the-counter status is
in limbo. In May, the FDA rejected the application for non-prescription sales. The acting director, wrote that the
company had “not provided adequate data to support a conclusion that Plan B can be used safely by young
adolescent women for emergency contraception without the professional supervision of a practitioner licensed by
law to administer the drug”. In rejecting the application, the FDA also rejected the advice of its medical review-
staff. (A vote of 23 to 4 in favor of nonprescription status.)

I would be willing to wager that this decision will be reversed. RTJ

CORONARY ARTERY CALCIUM SCORE (See CORONARY HEART DISEASE [1-11]; [6-2] ))

CORONARY ATHEROSCLEROSIS (See CORONARY HEART DISEASE)

CORONARY HEART DISEASE

1-5 OMEGA 3 FATTY ACIDS AND CARDIOVASCULAR DISEASE—Fishing For A Natural Treatment
Omega 3 fatty acids (O3FA) from fish and fish oils can protect against coronary heart disease (CHD). In this

era of polypharmacy, many persons believe that simple dietary interventions or nutritional supplements may be a

more natural and acceptable method of providing benefits.



The American Heart Association recommends:
Patients without documented CHD should eat a variety of fish (preferably oily) at least twice weekly. Diet
should also include vegetable oils.
Patients with documented CHD should consume 1 g of O3FA and O6FA daily. Physicians may prescribe
2-4 g/d of O3FA and O6FA daily, provided as capsules, for patients with hypertriglyceridemia.
1-11 CORONARY ARTERY CALCIUM SCORE COMBINED WITH FRAMINGHAM SCORE FOR
RISK PREDICTION IN ASYMPTOMATIC INDIVIDUALS.

In an intermediate-to-high-risk cohort of patients with coronary risk factors, the risk of a non-fatal MI or CHD
death in those with a FRS risk score over 20% was 14 times that of those with a FRS of less than 10%.

The CACS significantly modified the risk prediction in all categories of the FRS score of at least 10%,
but not when the FRS was less than 10%. When the CRCS was more than 300, the increment in predicted risk
was equal to a 3% to 9% increase in the 10-year event risk compared with FRS alone for every category of FRS
estimate. The risk of a non-fatal MI or CHD death in those with a CACS over 300 was 4 times that of participants
with a CACS of zero.

Would adding CACS determination modify my approach to the patient? [ believe it would have no effect. My
advice about risk-factor control would remain the same as that predicted by the FRS alone.

Primary care clinicians have a broad base of risk factors to estimate prognosis. We do not yet adequately
apply them to individual patients. I do not believe adding another factor will bring any clinical advantage. RTJ
3-6 EFFECT OF INTENSIVE COMPARED WITH MODERATE LIPID-LOWERING THERAPY ON
PROGRESSION OF CORONARY ATHEROSCLEROSIS. (REVERSAL)

Is there any benefit in lowering LDL-cholesterol below the recommended 100 mg/dL?

This study, in patients with established coronary atherosclerosis, compared the effect of moderate lipid-
lowering by 40 mg pravastatin (Pravachol) with intensive lowering by 80 mg atorvastatin (Lipitor). Final mean
LDL-c was 110 in the Pravachol group and 79 in the Lipitor group.

The main outcome (progression of coronary atherosclerosis as determined by intracoronary ultrasound)
favored atorvastatin. Over 18 months, the atherosclerotic burden in the Pravachol group increased by +2.7%
compared with — 0.4% in the atorvastatin group.

“These findings have considerable implications for treatment guidelines for patients with dyslipidemia and
established CAD.”

Note this was a study of lipid-lowering and atherosclerotic progression in patients with established CHD (a
high risk group). It did not report any clinical benefits. The extent of coronary atherosclerosis is not the most
important determinant of occurrence of acute coronary syndromes, plaque instability is.

The larger problem of primary prevention is unanswered.

The benefit/harm-cost ratio of intensive statin therapy is not known.

We are becoming a nation of statin takers. Should the recommended dose be the highest demonstrated to
produce surrogate end-point benefits? Should primary care clinicians now recommend 80 mg of atorvastatin for

all? I believe not. The excess cost would be considerable. And, despite the report that the drug “was well



tolerated”, there will be serious adverse effects. Indeed, higher doses of all statins are related to higher risk of
adverse effects.

Note that LDL-c reached a level below 100 mg/dL in 65% of the group receiving 40 mg Pravachol. I believe
it reasonable to start with a moderate dose and gradually increase if needed.

6-2 THE SEARCH FOR THE “HOLY GRAIL” OF CLINICALLY SIGNIFICANT CORONARY
ATHEROSCLEROSIS.

In some individuals, coronary atherosclerosis (CA) is stable for years, and in others it is very unstable, with
rapidly progressive lesions that result in sudden death or an acute coronary syndrome. The diagnostic “Holy
Grail” of coronary atherosclerosis is not to be able to identify coronary atherosclerosis (which almost all
Americans have eventually) but to identify individuals with unstable coronary atherosclerotic lesions.

The editorialist describes the evolution of our understanding the pathophysiology of CA—from the concept of
a gradual process that over decades narrows the arteries, to silent CA diagnosed by treadmill exercise testing, to
coronary angiography, and finally to efforts to detect unstable plaques.

More myocardial infarctions occur in the larger sub-population with negative results on a treadmill test than
in those with positive results. More myocardial infarctions are caused by hemodynamically insignificant lesions
than from high grade stenosis.

This editorial was written in response to a meta-analysis in this issue of Archives (pp 1285-92) which
concluded that the coronary artery calcium score detected by electron-beam computed tomography is an
independent predictor of coronary events.

The point of the editorial was to state that fast computed tomography as a screening tool is not ready for
prime time. While scanning may reveal calcification, individuals with unstable coronary disease are not always
identified. A patient with potentially unstable coronary atherosclerotic lesions may have mildly calcified or non-
calcified arteries. Patients with stable and unstable coronary atherosclerosis may have similar calcium scores.

Prevention of an essentially universal disease must be universal. Must we wait for screening tests to detect
“higher risk”, and only then encourage patients to change his or her lifestyles?

6-4 ABSENCE OF AN EFFECT OF LIPOSUCTION ON INSULIN ACTION AND RISK FACTORS
FOR CORONARY HEART DISEASE.

Abdominal obesity (increased abdominal subcutaneous fat, and increased visceral fat) is associated with
insulin resistance and other risk factors for coronary heart disease (CHD).

This study asked: Which of these fat deposits is associated with insulin resistance and increased risk of
CHD?

Liposuction in 15 grossly obese women reduced volume of subcutaneous abdominal fat by 44%. Weight loss
= 10 kg; total body fat decreased by 18%.

Liposuction did not significantly alter insulin sensitivity (assessed by stimulation of glucose uptake in
muscle); did not suppress glucose production by the liver; and did not suppress lipolysis of adipose tissue.

Levels of C-reactive protein and other indicators of inflammation did not change.

Other risk factors for CHD were unchanged (BP, plasma glucose, insulin, and lipid concentrations).

Large-volume reduction in subcutaneous abdominal fat mass did not have any beneficial metabolic effects



despite a considerable decrease in body weight, waist circumference, and plasma leptin concentrations.

This provides insight into the mechanism by which conventional weight loss improves insulin sensitivity.
Induction of a negative energy balance, not simply a decrease in the mass of fat tissue, is critical for achieving the
metabolic benefits of weight loss. Even small amounts of weight loss induced by a negative energy balance affect
many variables pertaining to body-fat composition and lipid metabolism—variables that contribute to metabolic
abnormalities associated with obesity. Conventional weight loss decreases visceral fat mass, intrahepatic fat, fat-
cell size, and the rate of release of fatty acids from intra-abdominal adipose tissue. Liposuction does not.

Fat loss by conventional obesity treatment decreases plasma concentrations of C-reactive protein, interleukin-
6, and tumor necrosis factor. It improves insulin sensitivity and inhibits vascular inflammation.

1 abstracted this article mainly to point out the risks associated with intra-abdominal fat accumulation.
Visceral fat drains directly into the portal circulation and into the liver; subcutaneous fat drains into the general

circulation. There is a vast metabolic difference. RTJ

CULTURE OF CONSUMPTION
1-17 SHOPPING ‘TIL WE DROP

This article is based on a collection of essays edited by Allen Kanner and Tim Kasser--Psychology and
Consumer Culture: the Struggle for a Good Life in a Materialistic World.

“A culture of consumption, which exalts the acquisition of material goods over almost all other values, is
causing severe psychological harm” “People who orient their lives in pursuit of the goals that consumer society
tells us to pursue are less happy.”

People who are materialistic report less satisfaction with life, less feeling of vitality, and lower energy
compared with those who prize “intrinsic” values (personal development, family relationships, and community
involvement). They report more problems with depression, anxiety, and alcohol and tobacco use.

Conversely, people who place a higher value on self-knowledge, family, and friendship, are happier and have
higher quality relationships, and a greater sense of freedom.

Since the 1950s, as our economy has grown, happiness has not changed at all. And depression and anxiety
have gone up. More wealth is not going to make us happier. It’s about improving other aspects of our world.

1 asked myself—Why did I abstract this article? What has it to do with primary care medicine? I am not sure
of the answer. Perhaps it may provide some guidance to physicians and their families. It may enable some

primary care clinicians to provide guidance to troubled patients. RT.J

DEATH AND DYING
3-1 ACTUAL CAUSES OF DEATH IN THE UNITED STATES, 2000

This article defines the “actual” causes of death as underlying-modifiable-behavioral risk factors which
predispose to the “disease” which is labeled as the cause of death.

About half of all deaths could be attributed to a limited number of largely preventable behaviors: tobacco,

poor diet and physical inactivity, alcohol, firearms, sexual behavior, and illicit drug use.



Interventions to prevent and increase cessation of smoking, improve diet, and increase physical activity must
become a much higher priority in the public health and health care systems.

The most striking finding is the substantial increase (to about 400 000) in the number of estimated deaths
attributable to poor diet and physical inactivity. The gap between deaths due to poor diet and inactivity and those
due to smoking has narrowed substantially. “It is clear that if the increasing trend of overweight is not reversed
over the next few years, poor diet will likely overtake tobacco as the leading cause of mortality.”

In addition to premature death, years of lost life, diminished productivity, and decreased quality of life are
strongly associated with the actual causes.

One important cause of death not directly related to obesity is the deficiency of calcium and vitamin D in the
American diet. This leads eventually to death and disability as a complication of hip and other fractures.

Primary care clinicians bear a responsibility and opportunity to: 1) follow a healthy lifestyle themselves as an
example to patients, and 2) to constantly encourage patients to do likewise. RTJ
3-2 THE IMMEDIATE VS THE IMPORTANT

“One of the most difficult challenges is to ensure that the urgent does not crowd out the important. That
challenge is especially difficult because urgent matters can be so riveting.”

Every death has a definable history that usually can be traced back to decades and sometimes even
generations. Reporting of deaths, diseases and disabilities in traditional diagnostic categories tend to obscure the
importance of factors that often play determinant antecedent roles in the occurrence of reported conditions. When
it comes to ranking health problems and committing resources, attention seems more naturally drawn to the
conditions most proximate to serious illness or death.

5-9 DYING AND DECISION MAKING—Evolution Of End-Of-Life Options
The editorialist reviews decision-making options at the end of life:
Option Legal Status Ethical Consensus  Decision maker
1. Proportionately intensive symptom management Legal Consensus Patient or surrogate.
2. Stopping (or not starting) potentially life-

saving therapy Legal Consensus Patient or surrogate

3. Sedation to unconsciousness to relieve

intractable symptoms Legal Uncertain Patient or surrogate
4. Voluntarily stopping eating and drinking Legal Uncertain Patient only
5. Physician-assisted suicide Illegal Uncertain Patient only

(except in Oregon)
The first question to ask—Is the patient mentally competent to make decisions about care? If so, this

simplifies the problem. If not, decisions fall on surrogates and become much more difficult. RTJ

DEEP VENOUS THROMBOSIS (See VENOUS THROMBOEMBOLISM [6-10] )

DIABETES
4-2 PHARMACOLOGIC LIPID-LOWERING THERAPY IN TYPE 2 DIABETES



Most adverse outcomes from diabetes are due to vascular complications, either micro-vascular or macro-
vascular. Macro-vascular complications are more common and severe. Up to 80% of patients with type 2 diabetes
will develop or die of macrovascular disease. Associated costs are 10 times greater than for microvascular
complications.

The foremost goal of therapy in type 2 diabetes should be prevention of cardiovascular disease through
optimization of risk factors. This includes aggressive treatment of hypertension, lipid-controlling therapy,
smoking cessation, and use of daily aspirin.

Current evidence suggests that lipid control leads to about a 25% reduction in major cardiovascular events.

For primary prevention (statins vs no statin in patients without established cardiovascular disease) the NNT
over 4 years to prevent one cardiovascular event = 35; for secondary prevention the NNT = 14 to prevent one
event over 5 years.

“Given the absolute risk reductions observed, treatment will probably be cost-effective under most
circumstances.” This simplifies and reduces the cost of treatment, and would be similar, for example, to simply
prescribing a daily aspirin for a patient with diabetes.”

Statins for all patients with diabetes? This article comes close to this recommendation. RTJ

This study presents a simplifying common- sense clinical approach. for primary care. We need more
guidelines like this. RTJ
5-12 INHALED INSULIN

Insulin can be effective given by inhalation. Two versions, a powder and an aerosol, may be nearing launch.

The bioavailability is 10-15%. The dose equivalent is about three times that of injected insulin. Advantages of
inhaled insulin relate to patient preferences. It may improve compliance and result in more patients achieving
glycemic control.

6-4 ABSENCE OF AN EFFECT OF LIPOSUCTION ON INSULIN ACTION AND RISK FACTORS
FOR CORONARY HEART DISEASE. (And Diabetes and Metabolic syndrome)

Abdominal obesity (increased abdominal subcutaneous fat and increased visceral fat) is associated with
insulin resistance and other risk factors for coronary heart disease (CHD).

This study asked: Which of these fat deposits is associated with insulin resistance and increased risk of
CHD?

Liposuction in 15 grossly obese women reduced volume of subcutaneous abdominal fat by 44%. Weight loss
= 10 kg; total body fat decreased by 18%.

Liposuction did not significantly alter insulin sensitivity (assessed by stimulation of glucose uptake in
muscle); did not suppress glucose production by the liver; and did not suppress lipolysis of adipose tissue.

Levels of C-reactive protein and other indicators of inflammation did not change.

Other risk factors for CHD were unchanged (BP, plasma glucose, insulin, and lipid concentrations).

Large-volume reduction in subcutaneous abdominal fat mass did not have any beneficial metabolic effects
despite a considerable decrease in body weight, waist circumference, and plasma leptin concentrations.

This provides insight into the mechanism by which conventional weight loss improves insulin sensitivity.



Induction of a negative energy balance, not simply a decrease in the mass of fat tissue, is critical for achieving the
metabolic benefits of weight loss. Even small amounts of weight loss induced by a negative energy balance affect
many variables pertaining to body-fat composition and lipid metabolism—variables that contribute to metabolic
abnormalities associated with obesity. Conventional weight loss decreases visceral fat mass, intrahepatic fat, fat-
cell size, and the rate of release of fatty acids from intra-abdominal adipose tissue. Liposuction does not.

Fat loss by conventional obesity treatment decreases plasma concentrations of C-reactive protein, interleukin-
6, and tumor necrosis factor. It improves insulin sensitivity and inhibits vascular inflammation.

1 abstracted this article mainly to point out the risks associated with intra-abdominal fat accumulation.
Visceral fat drains directly into the portal circulation and into the liver; subcutaneous fat drains into the general
circulation. There is a vast metabolic difference. RTJ
6-5 THERMODYNAMICS, LIPOSUCTION, AND METABOLISM

Hyperglycemia improves rapidly during caloric restriction. It outpaces the rate of weight loss. About half of
the improvements in glycemic control are achieved during the first week of a negative energy balance, although
the actual fat loss is typically quite small. Substantial proportions of the early benefits of weight loss on insulin
resistance and hyperglycemia in type 2 diabetes may be attributed to a negative energy balance.

Similar observations have been made concerning hypertension. Much of the decrease in BP occurs fairly
rapidly in response to a negative energy balance. There is, however, a return toward hypertensive levels once
weight has reached a plateau.

Visceral adiposity is strongly associated with insulin resistance. In animals, surgical resection of visceral fat
tissue yields marked and nearly immediate reduction in insulin resistance. The removal of an equivalent amount
of subcutaneous fat has little effect. The relation may be related, at least in part, to the release of fatty acids into
the portal circulation.

Adipose tissue has endocrine functions—synthesizing leptin, adiponectin, and cytokines such as tumor
necrosis factor, interleukin-6, and C-reactive protein.

During World War I type 2 diabetes practically disappeared in the Netherlands. This was related to the near

starvation conditions produced by the invasion by Germany. RTJ

DIASTOLIC HEART FAILUE (See HEART FAILURE [5-2]; [5-3])

DIET
1-12 EFFECTS OF AN AD LIBITUM LOW-FAT, HIGH-CARBOHYDRATE DIET ON BODY
WEIGHT, BODY COMPOSITION, AND FAT DISTRIBUTION IN OLDER MEN AND WOMEN.
This article describes what might be considered the obverse of the Atkins (high fat, low carbohydrate) diet.
The high carbohydrate-low fat diet consisted of 18% fat; 19% protein; and 63% carbohydrate.
Subjects on the HCLF diet consumed about 600 K/cal daily less than those in the liberal control diet.
“Low-fat, high-carbohydrate diets may reduce body weight via reduced food intake, since complex
carbohydrate-rich foods are more satiating and less energy dense than higher-fat foods.”

Food choices in the HCLF diet were limited—no sweets and few snacks allowed.



1 doubt many free-living overweight persons would adhere to the diet for very long.

1 consider this an interesting, but not a clinically significant study. It was performed under strict observation.
Food was provided by a metabolic kitchen. It lasted only 12 weeks. There were few subjects.

Weight-loss diets have become a multimillion dollar industry. There are many types of diet and approaches to
dieting. Gullible overweight persons in the USA seek a quick fix. There is none. Most individuals gradually gain
back any weight lost, regardless of the diet. A calorie is a calorie, is a calorie, is a calorie. RTJ
3-10 PURINE-RICH FOODS, DAIRY AND PROTEIN INTAKE, AND RISK OF GOUT IN MEN.

This study prospectively investigated the association between dietary factors and new cases of gout.

Higher intakes of meats and seafoods were associated with increased risk of gout. Higher consumption of
low-fat dairy products was associated with decreased risk. Those in the highest quintile of meat intake (beef,
pork, and lamb as main dishes), compared with the lowest quintile, had an elevated risk of developing gout
(relative risk = 1.4). Each additional daily serving of meat was associated with a 21% increase in risk

Corresponding RR associated with seafood was 1.5. Each additional weekly serving was associated with a 7%
increase in risk.

Higher intake of total protein and higher intake of purine-rich vegetables were not associated with increased
risk..

The investigators speculate that the risk associated with increased meat and seafood may be greater in men
who already have gout because they have impaired renal clearance of uric acid and the absorption of dietary
purines causes a steeper increase in blood uric acid levels than in persons with normal uric acid concentrations.
(Ie, diet is likely to be a secondary prevention measure.)

This was essentially a primary prevention study. It provides no information on risk of exacerbations due to
dietary factors in men with established gout. The authors, however, speculate that increased intake of meat and
seafood may increase risk of recurrence of acute gouty arthritis, and low-fat dairy products may decrease risk. 1
believe it prudent for primary care clinicians to advise these dietary limitations in patients with established gout.
RTJ
3-11 URIC ACID AND DIET—INSIGHTS INTO THE EPIDEMIC OF CARDIOVASCULAR DISEASE.

The effects of diet are relevant to the epidemiology of hyperuricemia and gout. Gout and obesity have become
epidemic among native people, such as the Maori of New Zealand, since the introduction of Western culture and
diets. The immigration of non-Western peoples to Western countries—for example that of Filipino and Japanese
to North America—has been associated with increases in the incidence of gout in parallel with the shift in diet to
higher intakes of meat and saturated fats. Gout was rare among blacks in the USA until the 1940s when changes
in diet led to the rapid development of obesity, diabetes, and hypertension. Now, gout is more common among
blacks than in whites. It is also becoming more common in urban communities of Africa in association with an
increasing frequency of hypertension and cardiovascular disease.

Gout is thus no longer a disease of the wealthy; rather its appearance reflects a worldwide increase in fatty

meats and a decrease in intake of dairy products associated with Westernization.

Gout should be considered a part of the current epidemic of obesity, hypertension, and diabetes.



The preceding articles convincingly reinforce the view that lifestyle is indeed important in the pathogenesis of
gout. RTJ
5-1 ALOW-CARBOHYDRATE, KETOGENIC DIET VERSUS A LOW-FAT DIET TO TREAT
OBESITY AND HYPERLIPIDEMIA: The Atkin’s Diet

Recently, the low-carbohydrate (“low-carb”; [LC]; Atkin’s) diet has gained recognition despite modest
supportive scientific evidence of efficacy. A popular version of this diet recommends extreme restriction of
carbohydrate intake to less than 20 grams daily. This level can induce ketosis and weight loss.

This randomized trial compared the effects of the LC, ketogenic diet vs a low-fat, low-cholesterol reduced-
calorie diet.

Over 24 weeks, otherwise healthy obese, hyperlipemic persons who followed a LC diet lost more body weight
and fat than those on a low-fat diet. Triglyceride levels decreased; HDL-cholesterol levels increased. The LDL-c
increased in some subjects. “Because the low-carbohydrate diet may adversely affect the LDL cholesterol level, it
is prudent to monitor the serum lipid profiles. .. .”

The drop-out rate in persons on the LC diet was lower. This is important because the value of any diet
depends on the degree to which patients adhere to it over time.

Weight loss in both groups resulted from reduced energy intake. The method of reducing energy intake
differed greatly. The low fat diet group received counseling to restrict intake of fat, cholesterol, and energy. The
LC diet group received counseling to restrict intake of only carbohydrates, not energy. “The voluntary reduction
in energy intake among recipients of the LC diet merits future research.”

Further observation is needed to determine the long-term (beyond 6 months) effects of the LC diet. Weight
loss may be difficult to maintain.

No matter what the diet, weight loss will vary considerably between individuals. An editorialist suggests that
we can encourage overweight patients to experiment with various methods for weight control, including the LC
diet, as long as they emphasize healthy sources of fat and protein and incorporate regular physical activity.

“We can no longer dismiss the very-low-carbohydrate diets. ”

The determining factor in diet therapy is its effect on long-term (years) weight control. We wait results of
these studies, Thus far, it seems doubtful that many persons on the LC diet will maintain their weight loss over
time.

1 believe studies of the LC diet will be forthcoming as related to diabetes, coronary disease, hypertension,

and the metabolic syndrome, as well as obesity. RTJ

DONEPEZIL (Aricept) (See ALZHEIMER’S DISEASE [1-6]; [6-11]; [6-12] )

DUCTAL CARCINOMA IN SITU OF THE BREAST (See BREAST CANCER [4-13 ]

EMERGENCY CONTRACEPTION



6-9 WAITING FOR PLAN B—THE FDA AND NONPRESCRIPTION ON EMERGENCY
CONTRACEPTION

The proposal to switch to levonorgestrel emergency contraception (EC; Plan B) to over-the-counter status is
in limbo. In May, the FDA rejected the application for non-prescription sales. The acting director, wrote that the
company had “not provided adequate data to support a conclusion that Plan B can be used safely by young
adolescent women for emergency contraception without the professional supervision of a practitioner licensed by
law to administer the drug”. In rejecting the application, the FDA also rejected the advice of its medical review-
staff. (A vote of 23 to 4 in favor of nonprescription status.)

I would be willing to wager that this decision will be reversed. RTJ

END OF LIFE CARE (See DEATH AND DYING)

ERECTILE DYSFUNCTION (See FITNESS [6-8] ; OBESITY [6-8] )

ESTROGEN (See HORMONE REPLACEMENT THERAPY [4-4])

FALLS
4-5 EFFECT OF VITAMIN D ON FALLS

This meta-analysis of randomized, controlled trials concludes that vitamin D supplementation reduces risk of
falling in elderly persons. Based on 5 of the trials in over 1200 persons, vitamin D, was associated with a
reduction in rate of falls by 22%.

In two studies, vitamin D plus calcium (compared with calcium alone) improved body sway by 9% within 2
months, and increased muscle function up to 11%.

What is a possible mechanism? 1,25-hydroxyvitamin D, the active metabolite, binds to a highly specific
nuclear receptor in muscle tissue. This may mediate de novo protein synthesis through this specific nuclear
receptor leading to an increase in the number, size and strength of muscle fibers. This benefit may occur within
several months. (Too early to be attributed to increased bone strength.)

1 considered this a weak study, but interesting. If indeed vitamin D strengthens muscle and thus prevents
falls, its benefit/harm-cost ratio (which is already high.) will be substantially increased.

Vitamin D and calcium intake is generally too low in the US population. I believe that supplementation is
warranted in persons of all ages to help maintain bone mass and strength. If muscles are strengthened, so much

the better. RTJ

FITNESS



1-1 TOTAL ENERGY EXPENDITURE AND PHYSICAL ACTIVITY IN YOUNG SCOTTISH
CHILDREN

The epidemic of childhood obesity has been attributed largely to a decline in total energy expenditure (TEE).
This study postulated that the lifestyle of contemporary young children is sedentary.

Levels of TEE were low at ages 3 and 5 in both sexes. Lifestyles in this sample of youngsters were sedentary.
This would increase risk of obesity. Their total energy expenditure was significantly lower than the UK estimate
average requirement for energy for children.

Children typically spent only 20-25 min per day in moderate to vigorous physical activity. Present
recommendations are that they should accumulate at least 60 min daily. “There is a widespread perception among
parents and health and educational professionals that young children are spontaneously active. Actually, modern
children establish a sedentary lifestyle at an early age.”

Prevalence of childhood obesity has increased strikingly in recent years.

1-2 PHYSICAL ACTIVITY AND OBESITY

The nature of human physiology is such that it is extremely difficult, if not impossible, to maintain a healthy
bodyweight with a low level of physical activity.

Obesity arises from an imbalance in which energy intake exceeds energy expenditure. This means that
sedentary people must maintain a low intake of energy to avoid obesity. Human physiology did not develop to
support restriction of energy intake. It is difficult for most people to do so consistently over time

We have to teach children (and adults) to use their intellect to push back against the environment. Such a
change can be done by eating a little less and being a little more physically active than ordinarily. Small changes
would counter the natural tendency to succumb to the environment.

“We suggest that weight gain in 90% of the US adult population could be prevented by reducing positive
energy balance by only 100 kcal per day.” Small and achievable changes in behavior can have a big impact.

Removing high fructose drinks from ready availability to youngsters is a good first step. RTJ
5-4 CARDIORESPIRATORY FITNESS ATTENUATES THE EFFECTS OF THE METABOLIC
SYNDROME ON ALL-CAUSE AND CARDIOVASCULAR DISEASE MORTALITY IN MEN

The estimated prevalence of the “metabolic” (“insulin-resistance”) syndrome is over 20% among adults in the
USA. Middle-aged men with the metabolic syndrome have significantly elevated risk of all-cause and
cardiovascular disease (CVD) mortality.

It is defined by the National Cholesterol Education Program among persons with 3 or more of 5 risk factors:

1. BP at or over 130/85

2. Central obesity—waist circumference > 40 inches in men
3. High triglyceride levels—>150 mg/dL

4. Low HDL-cholesterol— < 40 mg/dL

5. High fasting plasma glucose—at or above 110 mg/dL

After adjustment for age, smoking status, alcohol consumption, and parental CVD, the relative risks (RR) of
all-cause mortality and CVD mortality were higher in men with the metabolic syndrome who were unfit

compared with the fit men. (RR =2.0 and 2.3)



There was a graded increase in deaths according to fitness categories. Men in the middle tertile of fitness had
2.0 times the CVD death rate as those in the upper tertile of fitness Those in the lower tertile of fitness had 3.5
times the risk.

The estimated population-attributable risk for CVD deaths in males with the metabolic syndrome is 11%.
This suggests that about 1 in 10 CVD deaths are directly attributable to the metabolic syndrome. The public health
burden is considerable.

Low cardio-respiratory fitness was an important risk factor for premature mortality in men with the metabolic
syndrome. Being fit provides a strong protective effect.

As expected, physical fitness attenuated risk of death in men without the metabolic syndrome as well as those
with. I omitted this data.

The study is a reminder of the definition of the metabolic syndrome and its importance as a health risk. I have
to periodically jog my memory about the definition lest I forget the 5 requirements. Not all 5 risk factors carry
equal weight.

Fitness also attenuates risks of adverse outcomes in smokers; and in patients with obesity, coronary disease,
hypertension, and diabetes. It is a basic health measure about which we continue to advise patients, but which
they do not often follow. RTJ
6-8 EFFECT OF LIFESTYLE CHANGES ON ERECTILE DYSFUNCTION IN OBESE MEN

Erectile dysfunction (ED) is common, even in young men. Several modifiable lifestyle factors are associated
with maintenance of erectile function. Men with a body mass index over 28 have a 30% higher risk of ED. The
prevalence of overweight and obesity in men reporting ED may be as high as 79%, although vascular factors
associated with obesity may play an important role.

This study of obese men with ED determined if a long-term reduction in BMI and an increase in physical
activity would positively affect erectile functions.

At 2 years an intensive dietary-fitness program led to over 10% loss of body weight and an increase in
physical fitness. About 1/3 of the men regained erectile function.

For many patients, ED is a manifestation of more generalized pathology. Hypertension, hyperglycemia, and
dyslipidemia are common co-morbidities. Endothelial dysfunction is likely a pathogenic mechanism common to
these co-morbid states, risk of cardiovascular disease, and ED. The study demonstrated improvements in
endothelial function related to weight loss..

This is not, however, a practical application. Few patients in primary care practice would be able to complete
such a program

The main message is—maintain a healthy lifestyle, don’t wait to repair damage until after it is done. RTJ

FOLIC ACID (See NEURAL TUBE DEFECTS [1-10]))

FONDAPARINUX (See VENOUS THROMBOEMBOLISM [6-10] )



GASTRIC CANCER
1-9 HELICOBACTER PYLORI ERADICATION TO PREVENT GASTRIC CANCER IN A HIGH-RISK
REGION OF CHINA

Over 7 years, in a subgroup of patients without any precancerous lesions in the stomach, eradication
significantly reduced risk of developing GC.

Other investigators suggest that Hp-infected patients with normal findings on endoscopy are at risk of
development of GC. Therefore, in high-risk populations, all patients with H pylori infection with no precancerous
lesions should consider the use of eradication treatment for gastric cancer prevention.

Further studies are required to determine the role of eradication in those with precancerous lesions.

1 believe essentially all patients in the USA with demonstrated H pylori infection should receive eradication

therapy. RTJ

GOUT
3-10 PURINE-RICH FOODS, DAIRY AND PROTEIN INTAKE, AND RISK OF GOUT IN MEN.

This study prospectively investigated the association between dietary factors and new cases of gout.

Higher intakes of meats and seafoods were associated with increased risk of gout. Higher consumption of
low-fat dairy products was associated with decreased risk. Those in the highest quintile of meat intake (beef,
pork, and lamb as main dishes), compared with the lowest quintile, had an elevated risk of developing gout
(relative risk = 1.4). Each additional daily serving of meat was associated with a 21% increase in risk.

Corresponding RR associated with seafood was 1.5. Each additional weekly serving was associated with a 7%
increase in risk.

Higher intake of total protein and higher intake of purine-rich vegetables were not associated with increased
risk..

The investigators speculate that the risk associated with increased meat and seafood may be greater in men
who already have gout because they have impaired renal clearance of uric acid and the absorption of dietary
purines causes a steeper increase in blood uric acid levels than in persons with normal uric acid concentrations.
(Ie, diet is likely to be a secondary prevention measure.)

This was essentially a primary prevention study. It provides no information on risk of exacerbations due to
dietary factors in men with established gout. The authors, however, speculate that increased intake of meat and
seafood may increase risk of recurrence of acute gouty arthritis, and low-fat dairy products may decrease risk. 1
believe it prudent for primary care clinicians to advise these dietary limitations in patients with established gout.
RTJ
3-11 URIC ACID AND DIET—INSIGHTS INTO THE EPIDEMIC OF CARDIOVASCULAR DISEASE.

The effects of diet are relevant to the epidemiology of hyperuricemia and gout. Gout and obesity have become
epidemic among native people, such as the Maori of New Zealand, since the introduction of Western culture and
diets. The immigration of non-Western peoples to Western countries—for example that of Filipino and Japanese
to North America—has been associated with increases in the incidence of gout in parallel with the shift in diet to

higher intakes of meat and saturated fats. Gout was rare among blacks in the USA until the 1940s when changes



in diet led to the rapid development of obesity, diabetes, and hypertension. Now, gout is more common among
blacks than in whites. It is also becoming more common in urban communities of Africa in association with an
increasing frequency of hypertension and cardiovascular disease.

Gout is thus no longer a disease of the wealthy; rather its appearance reflects a worldwide increase in fatty
meats and a decrease in intake of dairy products associated with Westernization.

Gout should be considered a part of the current epidemic of obesity, hypertension, and diabetes.

The preceding articles convincingly reinforce the view that lifestyle is indeed important in the pathogenesis of
gout.

4-6 ALCOHOL INTAKE AND RISK OF INCIDENT GOUT IN MEN

Health Professionals Follow-up Study followed over 47 000 male subjects (mean age 55 at baseline) for 12
years. None had gout at baseline

Compared with men who did not drink alcohol, the relative risk (RR) of incident gout increased linearly as
consumption rose from 1 drink daily (RR compared with none = 1.3) to 2.5 in those imbibing 5 or more drinks
daily.

Beer consumption showed the strongest independent association with risk of gout. The RR per each 12 ounce
serving per day = 1.49 (Beer is the only alcoholic beverage that contains a large amount of purine.) Consumption
of spirits was also associated with increased risk. (RR per each drink daily = 1.15.) Wine consumption was not
associated. (RR = 1.04 for each 4-ounce serving daily.) The null association persisted regardless of the type of
wine.

Risk of gout was greater in men with a body mass index (BMI) over 25 compared with a BMI under 25:

In subjects with a BMI under 25, RR of gout was 2.5 in heavy drinkers. In subjects with BMI over 25, RR
increased to 5.6..

“Prospective data indicate that alcohol intake is strongly associated with incidence of gout. The risk varies
substantially with the type of alcoholic beverage. Beer confers the greatest risk, moderate wine drinking does not
increase risk.”

Both genetic and environmental factors play a part in the pathogenesis of gout. As with atherosclerotic
disease, hypertension, obesity, and type Il diabetes, gout can be considered a disease of “civilization "—part of
the epidemic of overnutrition and sedentary lifestyles. Gout is associated with a high intake of meat and seafood,
and low intake of dairy products.. Now this study reinforces the long-observed relation with alcohol.

As with obesity, gout is becoming more prevalent in developing countries as they become more

"Westernized”. There are more obese persons in the world now than hungry persons. RTJ

HEART FAILURE
2-5 B-TYPE NATRIURETIC PEPTIDE—A Biomarker For All Seasons?

Recently, natriuretic peptides have been introduced as biomarkers:



1) In patients presenting to the emergency department with acute dyspnea, elevated BTNP was helpful in
discriminating between heart failure and other causes of dyspnea (chiefly COPD)

2) In asymptomatic middle-aged persons, BTNP was prognostic of future death, heart failure, and stroke
over a mean of 5 years. Levels of BTNP higher than 20 pg/mL (above the 80" percentile) were
associated with an increase of over 60% in the long-term risk of death. There was also a significant
prognostic gradient of BTNP levels - low (under 4 pg/ml), intermediate (4 to 13), and high (over
13)—with respect to risk of heart failure, and stroke. This is remarkable because levels below 100
pg/mL are considered to rule out heart failure.

The first use may be of value to the primary care clinician in making triage decisions.

Regarding the second application—investigators struggle to find more meaningful and accurate risk markers
for cardiovascular disease. I doubt BTNP adds anything of clinical importance to risk assessment

1 believe we already have enough risk markers to act upon (and often do not) in order to improve prognosis.
When the BTNP is elevated what does one do to reduce risk? — simply revert to measurement and treatment of
the traditional risk factors. RTJ
4-11 EFFECTS OF TOLVAPTAN, A VASOPRESSOR ANTAGONIST, IN PATIENTS HOSPITALIZED
WITH WORSENING HEART FAILURE

Levels of arginine vasopressin (AVP; the water-retaining hormone secreted by the pituitary) are increased in
heart failure (HF). Water retention and hyponatremia result.

Tolvaptan is a non-peptide, orally administered, once daily vasopressin antagonist. It binds predominantly
with the AVP receptor in the kidney, resulting in decreased renal vascular resistance, increased renal blood flow,
improved glomerular filtration rate, and loss of free water. Rather than being classified as a traditional diuretic,
tolvaptan is more precisely characterized as an aquaretic.

This study assessed the clinical effectiveness of tolvaptan in patients hospitalized for HF.

Tolvaptan, vs placebo, given in addition to standard therapy (including diuretics) resulted in a greater net
volume loss. It produced a rapid and sustained increase of serum levels of sodium (due to loss of free water) in
patients with hyponatremia. It did not adversely affect BP, heart rate, electrolyte levels, or renal function.

When I started to study medicine, the treatment of HF consisted of rest, digitalis pills, salt restriction, and the
intramuscular mercury-containing diuretic, mercuhydrin. (How many out there remember mercuhydrin? )

Therapeutic advances have been remarkable—beta-blockers, ACE inhibitors and angiotensin Il blockers,
spirinolactone, and loop diuretics, as well as use of low-dose digoxin. Nevertheless, prognosis of patients with HF'
remains poor. These newer drugs are really “rear guard” therapies. It may well be that the main benefit of
vaptans is symptomatic relief. Lessening dyspnea and edema may make patients more comfortable. Certainly,
vaptans will make therapy easier by reducing worry about hyponatremia, hypokalemia, and renal dysfunction.

Note, the study assessed only systolic HF. The large issue of diastolic HF remains.

Primary care clinicians stay tuned. RTJ
5-2 DIASTOLIC HEART FAILURE—Abnormalities Of Active Relaxation And Passive Stiffness Of The
Left Ventricle.



This prospective clinical study analyzed measurement of diastolic function (pressures and volumes of the left
ventricle) in patients with HF who had a normal ejection fraction.

Patients with clinical HF and a normal ejection fraction (50%) had abnormalities in the diastolic properties of
the left ventricle that were sufficient to explain the occurrence of HF. Pressure-volume relations were abnormal
during ventricular relaxation in earliest diastole, and during the entire time of passive ventricular filling The term
“diastolic heart failure” can be appropriately used to describe these abnormalities in such patients.

Increased left ventricular stiffness in patients with diastolic heart failure makes them especially vulnerable to
the development of pulmonary edema. Significant changes in pressure may be seen with little change in volume
of the left ventricle. The ventricle is unable to accept venous return adequately without high diastolic pressures.
Such high pressures result in decreased lung compliance, increased work of breathing, dyspnea, and exercise
intolerance. Pulmonary edema is the direct consequence of increased passive chamber stiffness.

Patients with diastolic HF have a substantial increase in pulmonary venous pressures during exercise and a
significant limitation in exercise tolerance. The non-compliant stiff ventricle has limited ability to use the Frank-
Starling mechanism. During exercise, the left ventricle is unable to fill optimally, and despite the increased filling
pressure, the cardiac output cannot increase. Exercise intolerance is the direct consequence