
Should ‘My Friend Arthur’ Have 
a Visit from the Scope?

A B S T R A C T S  &  C O M M E N T A R Y

Synopsis: Arthroscopic lavage or debridement is no better 
than a placebo procedure for improving pain and function 

in osteoarthritic knees.

Sources: Moseley JB, et al. N Engl J Med. 2002;347:81-88; 
Felson DT, et al. N Engl J Med. 2002;347:132-133.

In order to determine whether arthroscopic surgery ben-
efits patients with osteoarthritis (OA) of the knee, Moseley and

colleagues from Baylor recruited patients from the Houston Veter-
ans Affairs Medical Center. They used the American College of
Rheumatology’s definition of OA. Patients had to be younger than
75 and have pain severity at least 4 on a scale of 10. They assigned
each subject a radiological severity score of 0-12; subjects with
scores < 8 were included. From 324 consecutive patients who met
criteria, 180 agreed to participate. The study participants differed
from those that declined; they were younger, whiter, and more
severely arthritic. 

There were 3 arms to the study. In the first, the patients (61)
underwent arthroscopic lavage. In the second, they (59) had lavage
and debridement. The third group (60) had sham surgery. (The arti-
cle goes on at great length to describe the sham surgery and the
attempts to maintain blinding.) The patient characteristics were
similar across the 3 groups; they were overwhelmingly male and in
their early 50s. The groups were racially mixed, and there were
similar numbers in the mild, moderate, and severe OA groups.

The clinical end points were pain and function. These were
assessed at 2 weeks, 6 weeks, 3 months, 6 months, 12 months, 18
months, and 24 months postintervention. At all study points, the
sham surgery group had less than or no greater pain than the arthro-
scopic groups and greater than or no worse function.

■■ COMMENT BY ALLAN J. WILKE, MD
Well, if there is no improvement in pain or function, who ben-

efits from arthroscopic surgery? Moseley et al report that about
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650,000 scopes at $5000 a pop are performed annual-
ly. It has become standard teaching that arthroscopic
surgery is an option for patients who have OA of the
knee.1 In this age of “let’s do it, because we can,” it is
sobering to read an article that demonstrates no
improvement after a high-tech, high-cost procedure.
(Not that we have a lot medically to offer patients
who suffer from OA, beyond acetaminophen,
NSAIDs, or COX-2s.) 

This was not a perfect study. First, because this was
conducted at a VA facility, the subjects were mostly
men, despite the fact that most sufferers of knee OA are
women. Would the results have been different if more of
the participants were female? Next is the question of the
exclusion criteria. Would patients with more radi-
ographically severe OA have benefited? The size of the
study groups was large enough to detect large therapeu-

tic effects. Would an even larger study have detected
small differences? All the surgeries (including the sham
surgeries) were performed by one surgeon. Could a
more skillful surgeon have produced better results? No
subgroup analysis was done; maybe better patient selec-
tion would have produced results that are more favor-
able. Finally, would there have been a difference if the
study had extended beyond 24 months?

In 1997, it is estimated that 43 million Americans
had arthritis (not simply OA).2 Women suffer dispro-
portionately (19.5% vs 12.5%). The incidence increas-
es with age with over half of women older than 65
years having arthritis; for men it is slightly less that
half. Eight million Americans reported that arthritis
was a major limiting factor in their activity level. It
accounted for 744,000 hospitalizations and 44 million
ambulatory-care visits. It is the leading cause of dis-
ability in the United States and in 1992 cost an esti-
mated $65 billion.3 Obesity and occupations that
require frequent knee bending are preventable risk fac-
tors for OA. As primary care physicians, we need to
help our patients forestall arthritis by weight control
and injury prevention.   ■

References
1. Wise C. Osteoarthritis. In: Dale DC, Federman DG,

eds. Scientific American Medicine. 2002. Chapter 15,
section X.

2. MMWR Morb Mortal Wkly Rep. 2001;50:334-336.
3. MMWR Morb Mortal Wkly Rep. 1999;48:349-353.

A New Approach 
to an Old Problem
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: This study provides results of a prospective
study of dextromethorphan or memantine in treating
diabetic and postherpetic neuralgia.

Source: Sang CN, et al. Anesthesiology. 2002;96:1053-1061.

This trial evaluated the efficacy of dex-
tromethorphan or memantine in the treatment of dia-

betic or postherpetic neuropathy. The trial enrolled 23
patients with diabetic and 21 patients with postherpetic
neuropathy who had previously failed a trial of tricyclic
antidepressants. In a 3-phase design, subjects were ran-
domized to receive dextromethorphan, memantine, or an
active placebo consisting of lorazepam. Over 7 weeks,
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subjects were titrated up to a maximum tolerated dose,
followed by a 2-week maintenance period. The targeted
maximal daily doses were dextromethorphan 960 mg,
memantine 58 mg, and lorazepam 2 mg. The end point
was the mean score of the Gracely pain intensity scale
(0-16) during the last week of therapy. After a 2-week
wash-out period, subjects then received another of the 3
study drugs.

Eighty-three percent of diabetic patients and 85% of
postherpetic patients completed all 3 phases of the
study, with a mean dextromethorphan dose of 400
mg/d, memantine 35 mg/d, and lorazepam 1.3 mg/d. In
patients with diabetes, dextromethorphan reduced pain
intensity by 33% from baseline; there was a 17%
reduction from baseline with memantine. When com-
pared to the active placebo, there was a nonsignificant
trend toward improvement with dextromethorphan
(mean reduction, 2%; 95% CI, -5-1%) and memantine
(mean reduction, 2%; 95% CI, -2-1%). In patients with
postherpetic neuralgia, there was a similar but less
impressive reduction in pain.

In the second part of the trial, the minimum dose to
achieve relief was assessed. Subjects who responded to
one of the drugs were given different dosages of the
drug that provided relief in the first trial. Dosages were
25%, 50%, and 100% of the maximally tolerated dose.
In dextromethorphan-responders from the first trial, the
maximum dose of dextromethorphan resulted in a 35%
reduction in pain when compared to lorazepam.

■■ COMMENT BY JEFF WIESE, MD
Treatment of diabetic and postherpetic neuropathy

refractory to tricyclic antidepressants is a frustrating
problem for physicians and patients. This trial suggests
that for some patients, high-dose dextromethorphan may
be useful in the treatment of diabetic neuropathy.
Memantine showed only a modest benefit in a few
patients. There did not appear to be a benefit from either
drug in the treatment of postherpetic neuropathy.

The results of this trial should be interpreted with
caution. Although all patients given dextromethorphan
showed a reduction in pain intensity compared to base-
line, only a select few had relief greater than that expe-
rienced by lorazepam. In those who did respond, how-
ever, the effect was substantial. There was also consid-
erable dropout in the trial; 17% of those in the diabetic
arm and 15% in the memantine arm did not complete
the trial.

The effect of dextromethorphan may be underesti-
mated by this trial, as the wide confidence intervals sug-
gest that this study was underpowered. The lack of
power also prevents drawing conclusions about which

subgroups receive the greatest benefit from the drug.
Further studies with larger sample sizes will be required
to identify which patients are most likely to benefit from
dextromethorphan. In addition, most patients did not
come close to the maximum tolerated dose due to the
side effect of sedation.

The diabetic patients in this trial had reasonably
good control of their diabetes. The mean HgbA1c was
8%; a level below which most patients in the DCCT
trial did not have diabetic complications. A patient
population with more severe diabetes may have shown
greater benefit.

Other agents used for the treatment of diabetic neu-
ropathy include tricyclic antidepressants, gabapentin,
carbamazepam, and SSRIs.1 If a patient has failed
these medications, dextromethorphan may be a viable
option. Dextromethorphan is a non-specific MDMA
antagonist, and its primary side effect is sedation. At
the high doses (400 mg/d) required to achieve relief,
sedation should be expected.2 Future development of
specific MDMA antagonists may offer significant
improvement in neuropathy symptoms.   ■

References
1. Sindrup SH, Jensen TS. Pain. 1999;83:389-400.
2. Nelson KA, et al. Neurology. 1997;48:1212-1218.

Increased Physician-
Reported Sleep Apnea: 
The National Ambulatory
Medical Care Survey
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: In this retrospective analysis of the National
Ambulatory Medical Care Survey (NAMCS) from 1990-
1998, Namen and colleagues found a 12-fold increase in
the diagnosis of sleep apnea among outpatients. Sleep
apnea reporting was greatest among primary care
providers (37%), pulmonologists (24%), and otolaryn-
gologists (18%). 

Source: Namen AM, et al. Chest. 2002;121:1741-1747.

The incidence of sleep apnea (sa) in middle-age
adults is 2-4% and higher among the elderly. SA

puts the patient at risk for heart disease, hypertension,
increased mortality, increased motor vehicle accidents,
and increased work-related injuries. These conse-
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quences, along with their additional health care costs,
have highlighted the need for increased physician recog-
nition of SA. However, it has been reported that only
10% of patients with clinically significant SA are recog-
nized. A national consensus panel recommended that
efforts be made to educate physicians in order to
improve detection of the disease. These have included
increased hours of medical education dedicated to sleep-
disordered breathing, and advertisements and increased
reports in the lay press and medical literature. It is not
known whether this has led to any change in the fre-
quency with which physicians diagnose SA. The pur-
pose of this study was to assess changes in the number
of patients per year in whom physicians report SA, what
specialties are more likely to report SA, and what the
demographics are of patients in whom SA is reported.

To acquire the data, Namen and associates searched
the National Ambulatory Medical Care Survey
(NAMCS). NAMCS is a national survey of office-based
physicians conducted by the National Center for Health
Services and the Centers for Disease Control and Pre-
vention. The survey contains data on individual outpa-
tient office visits and is then weighted to reflect national
estimates. Data regarding patterns of disease reporting,
disease-specific patient characteristics, and diagnosis are
available. The data set from 1990-1998 contains
372,830 records and provides a weighted estimate repre-
sentative of 6.2 billion patient visits. The patients could
further be stratified by physician specialty. The database
was searched for all diagnostic codes used to describe
SA. Among patients with the diagnosis, a further analy-
sis was conducted regarding other diagnosis, patient age,
and gender. In addition, a search for any other primary
sleep disorder was conducted. To assess for changes in
the frequency of SA reported in the medical literature, a
librarian blinded to NAMCS data surveyed MEDLINE
and the Science Citation Index for the years 1990-1998.
The trend in the number of accredited sleep laboratories
from 1990-1998 was acquired from the database of the
American Academy of Sleep Medicine. 

During the 9-year period, there was a 12-fold increase
in the number of SA diagnosis reported per year (from
110,000 diagnosis/yr to 1.3 million [P < 0.0001]). In
contrast, the frequency of common diseases such as
upper respiratory tract infection (URI), hypertension
(HTN), and diabetes mellitus (DM) did not significantly
change (mean reporting frequencies: URI, 65 million/yr;
HTN, 52.2 million/yr; DM, 69 million/yr). The frequen-
cy of reporting parasomnias, restless leg syndrome, and
narcolepsy did not significantly change, but the frequen-
cy of insomnia diagnoses increased 4-fold (from
801,862 diagnosis/yr to 2,686,006 (P < 0.001]). 

The patients diagnosed were predominately male
(71%) and white (89%). Most diagnoses were made
from the ages of 30-69 (84%), with a peak in the 40-49
year age group (33%). Comorbidities included cardio-
vascular disease (16%), pulmonary disorders such as
COPD, asthma and respiratory distress (13%), and obe-
sity (6%). When stratified according to physician spe-
cialty, nearly 80% of SA was reported by 3 groups of
physicians. Primary care providers (internal medicine,
family practice, pediatrics) accounted for 37%, pulmo-
nologists 24%, and otolaryngologists 18%. This distrib-
ution did not change over the 9-year period. 

During the period from 1992-1996, there was a more
than 50% increase in the number of publications regard-
ing SA (from 202 articles per year to 344) cited in
MEDLINE. The Science Citation Index revealed a 21-
fold increase (data not shown) in the number of refer-
ences to SA publications from 1990-1998. There was a
strong association between the number of SA diagnoses
and the number of SA publications (RR = 0.93, P <
0.001), the number of references to sleep publications
(RR = 0.97, P < 0.001) and the number of sleep labora-
tories (RR = 0.90, P < 0.001) during 1990-1998.

■■ COMMENT BY DAVID OST, MD &
CHARLES SCOTT HALL, MD
SA is a common disorder with serious sequelae. It

has been estimated to be as common as asthma1 and
adds billions of dollars to health care costs.2 One report
estimated the prevalence in middle aged adults to be
2% with less than 10% of patients with SA actually
diagnosed.3 There clearly needs to be increased physi-
cian awareness of SA and the results of this study by
Namen et al are encouraging. Even though these data
are based on weighted estimates that may overestimate
or underestimate an effect and the overall rate of
reporting is still low, there is clearly a trend toward
increased diagnosis and awareness of SA. The relation-
ships between SA diagnosis and the medical literature
and sleep laboratory availability, while intriguing, do
not indicate cause and effect.   ■

Dr. Hall is a Fellow in Pulmonary and Critical Care
Medicine, North Shore University Hospital-NYU School
of Medicine, Manhasset, NY.
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Magnesium in 
Menstrual Migraines
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Low levels of serum IMg seem to be associat-
ed with menstrual migraines, although causal etiology
and pathogenesis have not been defined. 

Source: Mauskop A, et al. Headache. 2002;42:242-248. 

In this prospective study, 270 women seen at a
headache clinic, including 61 patients with menstrual

migraine, had measurements of serum ionized magne-
sium (IMg) levels and serum ionized calcium/ionized
magnesium ratios (ICa/IMg). The incidences of IMg defi-
ciency were 45% during menstrual migraines, 15% dur-
ing nonmenstrual attacks, and 14% during menstruation
without migraine (P < 0.01). Similarly, the ICa/IMg ratios
were elevated during menstrual migraine (P < 0.01).

■■ COMMENT BY BRIAN R. APATOFF, MD, PhD
In some series the incidence of menstrual migraines is

24%, and their management is often difficult. The decline
in estrogen occurring before menstruation has been impli-
cated as a precipitating factor, although benefits of hor-
monal manipulation with agents like danazol or tamox-
ifen are unclear. Magnesium supplementation for prophy-
laxis in menstrual migraine has met with some success. In
this study by Mauskop and colleagues, low levels of
serum IMg seem to be associated with menstrual
migraines, although causal etiology and pathogenesis
have not been defined. Possibly, subtle derangements in
levels of these divalent cations directly affects cerebrovas-
cular constriction or neurotransmitter release. ■■

Dr. Apatoff is Associate Professor of Neurology, New York
Presbyterian Hospital-Cornell Campus, New York, NY.

Pharmacology Update
NuvaRing®: A New Method
of Contraception?
By William T. Elliott, MD, FACP, 
and James Chan, PharmD, PhD

Organon has introduced the first monthly
vaginal ring for birth control. This flexible, trans-

parent, colorless, polymer ring provides a continuous
release of etonogestrel and ethinyl estradiol. The ring
was approved by the FDA in October 2001 and is mar-
keted by Organon as NuvaRing®.

Indications
The etonogestrel/ethinyl estradiol vaginal ring is indi-

cated for the prevention of pregnancy in women.

Dosage
The vaginal ring is inserted in the vagina by the

woman and is to remain in place continuously for 3
weeks. It is removed for 1 week at which time with-
drawal bleeding should occur. A new ring is inserted 1
week after the last was removed.1 The exact position of
the ring in the vagina is not critical for appropriate func-
tion. For women not on any hormonal contraception, the
ring should be inserted on or prior to Day 5 of the cycle.

An additional contraceptive is recommended until
after the first 7 days of continuous ring use. For those
switching from a combination oral contraceptive, the
ring may be inserted anytime within 7 days after the last
pill and no later than the day that a new cycle would
have been started.

No additional contraception is needed. For those
switching from progestin-only contraceptives, the ring
may be inserted any day of the month with no break
between the last tablet and the ring insertion, or the same
day the implant or IUD is removed, or the day when the
next contraceptive injection is due. 

If the ring is expelled or voluntarily removed it may
be reinserted (after rinsing with cool-to-lukewarm
water) if it has been out less than 3 hours.

If left out longer than 3 hours, an alternative method
of contraception must be used for 7 continuous days.1

Potential Advantages
The vaginal ring provides a convenient method of

contraception. It is effective for 1 month and can be eas-
ily inserted and removed by the woman.

The ring releases 120 µg of etonogestrel and 15 µg
daily of ethinyl estradiol and the amount of estrogen is
less than any combination oral contraceptive.

Potential Disadvantages
Etonogestrel is the active metabolite of desogestrel.

Third generation progestin such as desogestrel and
gestodene have been associated with increased risk of
venous thromboembolism, specifically deep vein throm-
bosis.2-4 Device-related side effects (~5%) included
expulsion, coital problems, foreign body sensation, and
male partner discomfort.2
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Decreased libido has been reported in 8% of patients
compared to 0% with levonorgestrel/ethinyl estradiol
combination OC.5

Twenty percent (20%) of women reported difficulty
in inserting the ring and 15% had difficulty removing it.2

Comments
NuvaRing is the first vaginal device that delivers a

combination of progestin and estrogen. The delivery
system provides a constant drug delivery avoiding fluc-
tuation associated with first-pass metabolism with oral
contraceptives. It is a nonbiodegradable, flexible,
transparent ring with an outer diameter of 54 mm and a
cross-section diameter of 4 mm. The ring has been
studied in 2 large, open-label, noncomparative trials,
one in Europe and Israel (n = 1145) and the other in the
United States and Canada (n = 1177). The combined
intent-to-treat Pearl Index (pregnancies rate per 100-
women years) was 1.23 (1.86 for the US study and
0.65 in the European study).1 The reason for the differ-
ence in efficacy is not known although US patients
were heavier at baseline.2 The Pearl Index for the ring
is similar to those reported for other combination hor-
monal contraceptives.8 In general, the ring was well
tolerated with good cycle control and a low incidence
(< 5%) of irregular bleeding.5-7 In a comparative trial
with a combination oral contraceptive (lev-
onorgestrel/ethinyl estradiol; n = 247) for 6 cycles,
NuvaRing provided at least comparable cycle control.5

The vaginal ring costs about $40 per month which is
more expensive than a typical cycle of an oral contra-
ceptive (about $30). 

Clinical Implications
NuvaRing provides a convenient, reversible, once-

monthly contraceptive alternative to other contraceptive
methods. It may not be an ideal method for patients at
risk for venous thromboembolic events. Women who
smoke and are considering this method of contraception
are strongly encouraged to stop smoking.   ■
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Attention Readers
Internal Medicine Alert is pleased to provide you

with a Special Supplement on the current controversy
surrounding the decision to stop the Women’s Health
Initiative (WHI) trial on July 9, 2002. Enclosed you
will find the article “WHI Trial Arm With E/P Finds
An Increase in Breast Cancer,” as it appeared in our
sister publication OB/GYN Clinical Alert with expert
commentary from Leon Speroff, MD, and Sarah L.
Berga, MD, both leading authorities on hormone
replacement therapy. We hope you find this both timely
and informative.    ■

CME Questions

7. In the study of arthroscopic surgery for osteoarthritis:
a. there were more women than men.
b. subjects with pain scores < 4 did significantly better.
c. debridement improved function at 24 months.
d. the control group had less pain.

8. Which of the following is true for a 50-year-old man presenting
with symptoms of diabetic neuropathy?
a. Dextromethorphan is the first-line drug that should be 

prescribed for this patient
b. Although the clinical effect will vary, dextromethorphan is 

likely to be effective in all patients.
c. Dextromethorphan may be used, but with particular caution to

the side-effect of agitation.
d. If the patient has failed a trial of tricyclic antidepressants, this

patient may receive some benefit from high dose dextromethor-
phan.

9. Which group of physicians accounts for the majority of SA
diagnosis?
a. Pulmonologists
b. Otolaryngologists
c. Primary care providers
d. OB/GYNs
e. None of the above

10. Which one of the following statements regarding NuvaRing 
is false?
a. Women who are considering this method of contraception are

not encouraged to stop smoking. 
b. If the ring is expelled or voluntarily removed it may be reinsert-

ed (after rinsing with cool-to-lukewarm water) if it has been out
less than 3 hours.

c. It may not be an ideal method for patients at risk for venous
thromboembolic events. 

d. The vaginal ring is inserted in the vagina by the woman and is
to remain in place continuously for 3 weeks. 

e. The exact position of the ring in the vagina is not critical for
appropriate function. 
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Comparative Efficacy
of Insect Repellents
Against Mosquito
Bites

Mosquitoes are typically
viewed as nuisance pests, though

in the United States they are responsible
for a variety of types of encephalitis,
and globally, for malaria. Since mosqui-
to bites are potentially consequential,
insect repellant (IRP) efficacy is a clini-
cally relevant issue.

Testing was performed by having
volunteers insert an arm into a cage con-
taining 10 unfed mosquitoes, and mea-
suring the time until a first bite was
received. For instance, subjects would
place an untreated arm into the cage,
record the time to first bite, and then
insert an IRP-treated arm. If the arm
was not bitten within 20 minutes, it was
reinserted for 1 minute every 15 min-
utes until a bite occurred.  

DEET provided the longest protec-
tion, but this was a concentration-relat-
ed phenomenon, with a 24% DEET
solution providing complete protection
for 302 minutes, compared with only
88.4 minutes for a 4.75% DEET formu-
lation. On the other hand, controlled-
release DEET did not appear to favor-
ably affect performance. 

Non-DEET formulations, such as
soy-based oil and citronella, were unable
to provide comparable protection to
high-concentration DEET. For instance,
citronella provided less than 20 minutes
protection. Repel Lemon Eucalyptus
Insect Repellant (marketed after this
study was completed), was also tested,
and provided substantially less protec-
tion than high-concentration DEET, but
more than citronella and soy-based prod-
ucts. Despite consumer assertions to the
contrary, Skin-So-Soft provided only 9.6
minutes of protection. Fradin and Day
conclude that DEET should remain the
gold standard for mosquito bite protec-

tion, and that the product is safe and well
tolerated when used as indicated.   ■

Fradin MS, Day JF. N Engl J Med.
2002;347:13-18. 

Reduction in Self-
Monitoring of Blood
Glucose in Type 2
Diabetes Results in
Cost Savings and 
No Change in
Glycemic Control

Nationally, in the us veterans
Administration (VA) population,

diabetes (DM) is responsible for 24% of
pharmacy costs. The Northern Califor-
nia Health Care System VA (data
source for this study) alone has expend-
ed as much as $450,000 annually for
glucose testing strips. In an effort to
examine the effect of reduced self-mon-
itoring of blood glucose (SMBG) in
type-2 diabetes (DM2), which compris-
es 95% of the diabetic population, the
VA instituted a policy of 50 SMBG
strips each 90-day period. This consti-
tuted an approximate halving of previ-
ous testing strip use. Clinicians were
able to “override” the reduced number
of testing strips for persons requiring
more frequent monitoring in special cir-
cumstances (eg, monitoring hypo-
glycemia, concurrent illness days). Ade-
quacy of control was measured by mon-
itoring of A1C over time for 1 year.

Reduced frequency of SMBG had no
measurable effect on A1C. Cost savings
averaged $8800 per month, even when
clinicians used their “override” privi-
lege to provide extra testing strips. The
ideal frequency of SMBG remains
uncertain, but prescribing of 50 strips
per 90 days does not appear to compro-
mise glucose control in a population
previously using twice that amount.   ■

Meier JL, et al. Am J Manag Care.
2002;8:557-565.

Vasectomy and Risk
of Prostate Cancer

Beginning about 1990, case-con-
trol data suggested that vasectomy

(VAS) was associated with an increased
risk of prostate cancer (PCA). Subse-
quently (1993), 2 large cohort studies
indicated a doubling of PCA risk when
measured 20 years postsurgery. Such
information prompted some clinicians to
screen vasectomized men for PCA with
greater vigor, and to suggest that men
with strong PCA family history consider
alternative contraceptive methods.

There remains still some public and
professional uncertainty about whether
VAS is associated with increased PCA
risk.

Because New Zealand has the high-
est VAS prevalence in the world, and
maintains a national registry of PCA, it
provides an appropriate resource for
clarification of the VAS:PCA relation-
ship. From 1996-1998, the New
Zealand National Cancer Registry iden-
tified 923 new cases of PCA in men
aged 40-74, which were compared with
1224 age-matched controls. Although
family history (first-degree relative)
was positively associated with an
increased PCA risk, VAS was not. In
fact, there was a trend toward PCA
being LESS frequent in those with his-
tory of VAS.

Cox and colleagues indicate that the
large size of the study population pro-
vided a statistical power of 99% to
detect a statistically significant relative
risk of 1.5 or greater. The fact that data
had followed patients up to 25 years is
additional reassurance that VAS does
not increase risk of PCA, even after an
extremely long lag period.   ■

Cox B, et al. JAMA. 2002;287:
3110-3115.

Clinical Briefs
By Louis Kuritzky, MD
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In Future Issues: Statins May Be Good for Everybody

Clinical Scenario: The telemetry tracing shown in
the Figure was interpreted as showing “bigeminy,” in
that every other beat was thought to be a PVC. Do you
agree with this interpretation? 

Interpretation: A bigeminal rhythm is one in which
every other beat is ectopic, with a fixed relation to each
preceding beat. This definition is satisfied in the Figure.
However, it is unlikely that the bigeminal rhythm seen
in this Figure reflects the presence of premature ven-
tricular contractions (PVCs). 

Although reference to the term “bigeminy” is most
often associated with a sinus rhythm in which every
other beat is a PVC, it is important to appreciate that
there are other causes of this type of patterned beating.
Thus, instead of ventricular bigeminy there may be atrial
or junctional bigeminy if every other beat on the tracing
is early and arises from a premature atrial contraction
(PAC) or premature junctional contraction (PJC). 

Rather than ventricular bigeminy, one should suspect
that the rhythm in the Figure represents atrial bigeminy.
The reason the QRS complex of early occurring beats
looks different than the QRS of sinus-conducted beats is
that each PAC in this tracing (ie, beats # 3, 5, 7, 9, 11,
13, 15) is conducted with aberration, a consequence of
PAC occurrence during the relative refractory period. 

The most helpful criterion for distinguishing
between PVCs and PACs that conduct with aberration
is detecting of a premature P wave preceding the
widened and abnormal appearing early QRS complex.

Sometimes identification of this premature P wave is
easy, as would be the case when there is an obvious
spiked deflection deforming the T wave that precedes
the anomalous beat. At other times, evidence of the
“telltale” premature P wave is much more subtle. Such
is the case in the Figure, in which the key clue to the
etiology of this bigeminal rhythm lies with inspection
of the T wave of beat #1 on the tracing. Note how the
amplitude of this T wave is smaller than that of each of
the sinus-conducted beats (# 2, 4, 6, 8, 10, 12, 14). We
suspect this may be due to the hidden presence of a
premature P wave in the T wave of each of the sinus
beats. Further support for a supraventricular etiology
for each bigeminal beat comes from the fact that
although different in appearance, the QRS complex of
bigeminal beats is only minimally widened. 

As is often the case, certainty of diagnosis is lacking
on the basis of a single rhythm strip. Additional
rhythm strips and ideally a 12-lead ECG obtained dur-
ing the bigeminal rhythm would be needed to confirm
QRS width and morphology of the bigeminal beats.
The slightly different appearance of the QRS complex
of beat #1 (which is taller and lacking the small initial
q wave of the sinus beats) raises other questions (junc-
tional etiology for this beat?). Nevertheless, the key
point to emphasize is that not all bigeminy is ventricu-
lar, and there are several indications on this tracing that
the bigeminal beats seen here are most likely to be
PACs with aberrant conduction rather than PVCs.   ■

ECG Review

By Ken Grauer, MD

Bigeminal Term Misuse

Figure. Telemetry tracing interpreted as showing a bigeminal rhythm. 



WHI Trial Arm With E/P Finds An Increase In Breast Cancer
S P E C I A L  R E P O R T

Editor’s Note: The recent lay media attention on the Women’s Health Initiative (WHI) trial and the hormone
replacement therapy (HRT) controversy has resulted in many queries from female patients to physicians. The basic

question they ask is if they should take, or continue to take, the therapy. We asked two noted authorities to share
their opinions. Leon Speroff, MD, editor of our sister publication OB/GYN Clinical Alert, has written more than 200

scientific articles, and authored what some call the “bible” of OB/GYN, “Clinical Gynecologic Endocrinology and
Infertility,” published in 1995. He also formerly hosted “Obstetrics and Gynecology” on Lifetime cable television. He

is professor of Obstetrics and Gynecology at Oregon Health Sciences University in Portland, Oregon. Sarah L.
Berga, MD, an associate editor of OB/GYN Clinical Alert, is associate professor of obstetrics, gynecology, and repro-

ductive sciences at the University of Pittsburgh School of Medicine, and serves as medical director of the school’s
General Clinical Center. She has published more than 250 articles, book chapters, abstracts, and magazine articles.

She has been included in Woodward/White’s “The Best Doctors in America,” and Good Housekeeping’s “401 Best
Doctors for Women.” —Stephen Brunton, MD

On may 31, 2002, the data and safety monitoring board (dsmb) made its 10th interim review of the
data accumulated by the Women’s Health Initiative (WHI). The DSMB made 2 recommendations that were

made public on July 9, 2002: 1) To discontinue the trial arm administering daily 0.625 mg conjugated estrogens com-
bined with 2.5 mg medroxyprogesterone acetate or placebo; and 2) To continue the trial arm comparing daily unop-
posed estrogen (0.625 mg conjugated estrogens) with placebo in hysterectomized women. The combined
estrogen/progestin arm was discontinued after an average of 5.2 years (range, 3.5-8.5 years) of follow-up because of
an increase in invasive breast cancer trending toward, although not achieving, statistical significance. The conclusions
highlighted by the WHI were derived from an unadjusted intent-to-treat analysis. The released results are shown in
Tables 1, 2, and 3.

The WHI enrolled participants between 1993 and 1998 at more than 40 sites and was scheduled to end in 2005.
The statistical parameters for benefit or harm were established in 1997 early in the study. When the increase in breast
cancer exceeded the predetermined boundary, the DSMB was obligated to recommend discontinuation of this arm of
the trial. The WHI concluded that this combination of estrogen/progestin should not be initiated or continued for the
primary prevention of coronary heart disease, and that there is a substantial risk of breast cancer (Writing Group for
the WHI Investigators. JAMA. 2002;288:321-333).

■■ COMMENT BY LEON SPEROFF, MD
The decision to terminate the combined E/P arm of the WHI was disappointing, disturbing, important, and neces-

sary. The initiation and conduct of the first large clinical trial of postmenopausal hormone therapy generated high
expectations, and I shared in the anticipation of solid, strong, and useful information. It is not without some trepida-
tion that I challenge the image of WHI as an unflawed study. I would rather avoid placing myself in a position that
can be viewed as defensive, but I cannot shirk my responsibility to formulate a response that hopefully will prove
helpful for clinicians and patients in balancing the initial emotional reaction to the WHI.

The National Heart, Lung, and Blood Institute concluded in its press release that combined hormone therapy
is unlikely to benefit the heart. In my view, the results do not justify a definitive conclusion. First of all, the
WHI is heralded as a primary prevention clinical trial of postmenopausal healthy women. The average age of
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the participants is 63, and the age range is 50-79 (45%
were in their 60s and 21% in their 70s). Although
only 7.7% of the women reported cardiovascular dis-
ease upon entry, a significant number of the partici-
pants, because of their age, already had existing ather-
osclerosis, and we are increasingly aware that the
beneficial effects of hormone therapy on the cardio-
vascular system are progressively diminished with
increasing atherosclerosis.1

Does the increase in cardiovascular events in the
treated group reflect an effect concentrated in older
patients with significant atherosclerosis? The WHI
answers this criticism by pointing out a lack of interac-
tion with age; at a presentation of the WHI data, the
investigator presented a graphic that indicated a simi-
lar difference between the treated and placebo groups
in participants in their 50s, 60s, and 70s.2 However, the
critical factor (results according to duration from
menopause) has yet to be analyzed. Women with sig-
nificant menopausal symptoms (especially hot flush-
ing) were excluded from the WHI, which means that
the numbers of women close to menopause had to be
relatively small. 

There remains, therefore, an important issue in
regard to cardiovascular disease: this may not be a pure
primary prevention trial. The WHI investigator in his
presentation claimed that “unhealthy” women would
have been balanced between the treated and placebo
groups, but if the cardiovascular effect of estrogen is
diminished in the presence of atherosclerosis, this
would have an effect on the results.

The information provided from the WHI does not
indicate the prevalence of new statin and aspirin use in
the participants. A year-by-year analysis of coronary
heart disease is of interest and importance. (See Table 4.)

It is easy to see that the coronary heart disease
results are influenced by the events in year 5. What
happened in year 5? Does this reflect new statin/aspirin
treatment in the placebo group, lowering the event rate
and providing a falsely high rate in the treated group?
Did a similar experience take place in years 1 and 2? It
is well recognized that the beneficial effects of statins
occur rapidly, acting to stabilize plaques within a few
months. Although statin use and aspirin use at baseline
were comparable in the treated and placebo groups, no
information is provided regarding new treatment dur-
ing the follow-up. There is good evidence that the ben-
eficial effect of estrogen on the cardiovascular system
is lost in women already being treated with statins.3

Keep in mind that the cardiovascular events did not
cross the pre-determined boundaries set by the WHI
requiring cancellation of the study. With the small
numbers involved, a shift of a few cases would have a
major effect on the conclusion.

The WHI identified 400 women with established
coronary heart disease upon entry. Among these
women, the hazard risk for cardiac events was 1.28, a
risk that did not reach statistical significance with a
confidence interval of 0.64-2.56 (19 vs 16 events).
When the remaining women were analyzed separately,
the hazard risk was also 1.28, and again the confidence
interval was not statistically significant (1.00-1.65; 145
vs 106 events). These numbers emphasize how small
the observed cardiac effect was, and how easily a shift
of a few cases could change the result. At a presenta-
tion of the WHI data, the investigator revealed that the
released results were based upon diagnoses in the field,
and that central adjudication of the cardiac diagnoses
was revealing what seems to me as an important level
of disagreement in 16% of the cases.2 It will be impor-
tant to keep an eye on the final calculations. 

When is the effect of a randomized, double-blind
trial compromised by the clinical behavior of the
patients? In the WHI, 42% of the treated group
stopped their hormone therapy and 38% stopped med-
ication in the placebo group. This drop out rate
“exceeded design projections.” Women in both groups
began hormone treatment provided by their primary

2 Special Report

Table 1

Overall Conclusions from WHI TRIAL

E/P Treatment Placebo Hazard Risk
Total women: 8506 8102 —
Invasive 
breast cancer 166 124 1.26 (1.00-1.59)
Noninvasive 
breast cancer 40 33 1.13 (NS)
CHD 164 122 1.29 (1.02-1.63)
CHD deaths 33 26 1.18 (0.70-1.97)
Stroke 127 85 1.41 (1.07-1.85)
Fatal stroke 16 13 1.20 (0.58-2.50)
Nonfatal stroke 94 59 1.50 (1.08-2.08)
Pulmonary 
embolism 70 31 2.13 (1.39-3.25)
DVT 115 52 2.07 (1.49-2.87)

Table 2

Attributable Risks for Daily 0.625/2.5 Conjugated
Estrogens/Medroxyprogesterone Acetate 

97.5% of women on treatment had no events.

+7 myocardial infarctions per 10,000 women per year

+8 strokes per 10,000 women per year

+8 breast cancers per 10,000 women per year

+18 cases of PE/DVT per 10,000 women per year
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clinicians sometime after the study began, 6.2% in the
treated group and 10.7% in the placebo group. This
“drop in” rate was also higher than design projections.
Also, 40.5% of the treated group (3444 women) and
6.8% of the placebo group were unblinded, mainly
because of vaginal bleeding. When is intent-to-treat
analysis inadequate in the face of unblinding drop
outs, and drop ins, especially when duration of expo-
sure is a critical factor?

Intention-to-treat analysis compares all individuals
in the treated group with all in the placebo group,
regardless of drop outs or drop ins. This is said to be
the best method of analysis for clinical trials because
it accurately reflects the randomization. One can’t
help but wonder how the long-term benefit of a treat-
ment can be assessed if subjects receiving treatment
for only a short period of time are included. The WHI
performed an “as treated” analysis, and this produced
“more modest changes.” The numbers and confidence
intervals are not provided. A high drop out rate
affects the numbers remaining and available for an as
treated analysis.

For several years, I have argued that the lack of
agreement, uniformity, and consistency among more
than 60 case-control and cohort studies is a strong rea-
son that the risk of breast cancer associated with hor-
mone therapy cannot be a large one. The WHI results
support that conclusion, amounting to a 26% increase,
8 cases per 10,000 women per year, and even this con-
clusion had a marginal level of confidence. I have fur-
ther argued that those studies reporting an increase in
risk could be reflecting hormonal acceleration of
growth in pre-existing tumors. Is that a possibility in
the WHI results? Here again, analysis by year is help-
ful. (See Table 5.)

It is apparent that the breast cancer results are
heavily influenced by years 4 and 5. Remember that

the growth of breast tumors is slow (it takes 10 years
for a malignant cell to become clinically detectable at
1 cm diameter). The WHI breast cancer results are
consistent with hormonal stimulation of pre-existing
tumors. Notice that the hazard risk returned almost to
1.0 in year 6! 

It is important to emphasize that a positive family his-
tory of breast cancer did not affect the results.

Case-control and cohort studies have uniformly
observed a reduced risk of dying of breast cancer in
women diagnosed during the use of hormone therapy.
This is not only due to greater use of mammography,
but it reflects lower grade and stage disease in hor-
mone users, a finding that is consistent with acceler-
ated growth of pre-existing tumors. In the WHI
results, there were only 3 deaths due to breast cancer
in the treated group and 2 in the placebo group. The
follow-up was not long enough to provide the out-
come of the breast cancers in the participants. The
health of the participants is supposed to be monitored
until 2005, so hopefully we will learn more about
breast cancer mortality.

There is some good news. The reduction in osteo-
porotic fractures answers those who emphasize the
lack of randomized trial data for the effect of estrogen
on osteoporosis and fractures. The size of fracture
reduction in the WHI is substantial because this popu-
lation was at low risk for osteoporotic fractures (for
example, women with previous fractures were exclud-
ed). The reduction in colorectal cancer is consistent
with a uniform story in a large number of case-control
studies. It is important to emphasize that the trial arm
with unopposed estrogen is continuing because no
increase in breast cancer has been recorded. Also keep
in mind that the risk of venous thrombosis is concen-
trated in the first two years of use,4 and thus there is no
reason to be concerned over this infrequent side effect
in long-term users. 

This will be an on-going story. We can expect peri-
odic publications from the WHI as the data are ana-
lyzed in greater depth according to specific diseases
and risk factors.

Table 3

Other Results Recorded in the 
Discontinued WHI Arm with Daily E/P

E/P Treatment Placebo Hazard Risk
Total women: 8506 8102 —
Hip fracture 44 62 0.66 (0.45-0.98)
Vertebral 
fracture 41 60 0.66 (0.44-0.98)
Other 
fractures 579 701 0.77 (0.69-0.86)
Endometrial 
cancer 22 25 0.83 (0.47-1.47)
Colorectal 
cancer 45 67 0.63 (0.43-0.92)

Table 4

Year-by-Year Analysis of CHD 

E/P Treatment Placebo Participants

Year 1 43 (0.51%) 23 (0.29%) 8435/8050

Year 2 36 (0.43%) 30 (0.38%) 8353/7980 

Year 3 20 (0.24%) 18 (0.23%) 8268/7888

Year 4 25 (0.32%) 24 (0.32%) 7926/7562

Year 5 23 (0.39%) 9 (0.16%) 5964/5566

Year 6+ 17 (0.33%) 18 (0.42%) 5129/4243
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What Are We To Tell Patients? 
Almost every patient will already have learned the

facts, heavily and prominently reported by the media.
One cannot deny the WHI results and their impor-
tance. They will change clinical practice, but I have
tried to highlight some meaningful observations that
will provide clinical perspective. It is appropriate to
point out that the risk of breast cancer is small, and
there is no major effect, but of course that is little
consolation to patients. Remember that 97.5% of the
participants in the WHI never experienced an adverse
clinical event. In regard to coronary heart disease, I
don’t believe we should discard a large body of bio-
logic (including the monkey experiments in Tom
Clarkson’s group) and epidemiologic evidence and
make decisions solely based upon the WHI. I will
continue to maintain that there is good reason to
expect a beneficial cardiovascular effect in younger
postmenopausal women without apparent atheroscle-
rosis. Nevertheless, we should aggressively encour-
age women at high risk for cardiovascular disease to
be treated with statins. There continue to be good rea-
sons to expect beneficial effects of hormone therapy
on menopausal symptoms, brain function, the skin,
and the WHI provides strong support for a reduction
in osteoporotic fractures and colorectal cancer. It
should be emphasized that despite the reported
increases in clinical events in the WHI, there was no
difference in the death rates comparing the treated
and placebo groups. Hopefully with time, a more
objective and less emotional understanding of post-
menopausal hormone therapy will be reached. 

Are the WHI results limited to one kind of hormonal
formulation? Of course, there is no way to know the
answer at the present time. Clinicians and women may
react to the WHI results by choosing other progestins,
other doses, and other routes of hormonal administra-
tion. These are reasonable decisions, but we must be
frank in our patient dialogues that there are little, if
any, data to guide us. 

The late Trudy Bush always argued that the objec-
tive of both basic and clinical science is to know the
truth.  And every epidemiologic study, no matter how
good or how large, gives only one view of the truth.5

She always cautioned that it takes many views to come
close to seeing the truth. The WHI is only one view of
the truth. Contrary to the impressions reported in the
media, the statistical calculations for coronary heart
disease, stroke, and breast cancer are not overwhelm-
ing in their strength. The cardiovascular results may
reflect new statin/aspirin use and the effect of hormone
therapy on pre-existing breast tumors (a so-called pro-
moter effect) may be the reason for the breast cancer
results. I think it is appropriate to share with patients
these alternative explanations for the WHI results. 

■■ COMMENT BY SARAH L. BERGA, MD
Do you have the facts on the recent analysis of the

WHI trial? First, please look at the absolute increases
in the key categories. Then look at the hazard ratios,
which convey the excess risk in each arm. It is helpful
here to refer to Figure 4 in the JAMA source document.
The hazard ratio was calculated, as were the confi-
dence intervals, for various outcome measures. Notice
that there are two columns for the confidence intervals,
unadjusted and adjusted. Please look at the column
with the adjusted confidence intervals. How many of
the ranges cross 1.0? The answer is all. This means that
none of the findings met criteria for statistical signifi-
cance. This is because there are so few cases. Usually
when both the adjusted and unadjusted confidence
intervals are presented, it is because there is some
doubt about the unadjusted ones representing “reality,”
thus greater weight should be given to the adjusted
confidence intervals.  

Now, for sake of argument, let’s assume that there
are actually statistically significant findings. Look at
the column with the unadjusted confidence intervals
and find the hazard ratio for dementia. Sorry. That is
not one of the outcome variables. Why? Because one
cannot answer the question as to whether “HRT”
reduces the risk of dementia in a study conducted for
only 5 years in women younger than 75. If fact, the
global index did not include any measures relevant to
the effect of sex steroids on brain function. 

What do you make of the fact that only the Prempro
arm was stopped and that the Premarin arm was
allowed to continue? First, it means that the risk of
breast cancer was not as high in the Premarin arm as
in the Prempro arm. Second, it likely means that there
was cardiovascular benefit in the Premarin arm. How
much? We have to wait. In the meantime, the media

Table 5

Year by Year Analysis of Breast Cancer

E/P Treatment Placebo Participants
Year 1 11 (0.13%) 17 (0.21%) 8435/8050  

Year 2 26 (0.31%) 30 (0.38%) 8353/7980 

Year 3 28 (0.34%) 23 (0.29%) 8268/7888

Year 4 40 (0.50%) 22 (0.29%) 7926/7562

Year 5 34 (0.57%) 12 (0.22%) 5964/5566

Year 6+ 27 (0.53%) 20 (0.47%) 5129/4243
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and others would have you believe that all HRT is bad,
even though the only arm that was stopped was the
Prempro arm. Another, more logical, interpretation is
that Provera counteracted the benefits of the Premarin
upon the cardiovascular tree. The concurrent use of
Provera in a continuous manner may even account for
the small, but statistically nonsignificant, increase in
the hazard ratio for breast cancer. Remember when it
was widely posited that Provera did oppose the benefi-
cial effects of Premarin? Maybe that hypothesis is
true. We await the results of the Premarin arm. 

Let’s get a little more theoretical. The study com-
pared Premarin, Prempro, and placebo. Would you
agree with the following interpretation? Premarin is
an estrogen and Provera is a progestin, therefore all
HRT formulations must be equally risky. In other
words, Prempro is a good proxy for all continuous
HRT preparations. I have written before about the
many reasons that not all estrogens are the same. Cer-
tainly, not all progestins are the same. Therefore,
although it is indeed tempting, in strict terms, one
cannot generalize from this study to all HRT formula-
tions. In other words, there is no scientific basis for
collapsing across categories and using the WHI
Prempro data to generalize to all other forms of con-
tinuous combined HRT—much less other regimens.
How do estrogens differ? Let me count the ways:
route of delivery, conjugated or not, bioidentical or
not, and metabolites. The same holds for progestins.
And not all women are the same. And not all tissues
within a given woman are the same. Are women to be
reduced to the sum of breast, bone, and cardiovascu-
lar tree? Hopefully not. Did all women get the same
dose regardless of body weight and concurrent condi-
tions? Yes. Would we really give a 100-pound woman
the same dose as a 250-pound woman? Would we
typically give a woman many years off HRT the same
initial dose as a woman who is just having
menopausal symptoms? It seems unlikely. Were
serum levels of estrogen conjugates or unconjugated
estrone measured to see if the women who suffered
adverse events had higher or lower serum levels? No.
In summary, no one study can arrive at truth and this
study provides only partial information. The recent
WHI results suggest that the use of Prempro may
minimally increase some risks. But it does not sug-
gest that all HRT preparations are dangerous or that
long-term HRT is dangerous. The WHI did not
address long-term risks. 

There is a bright side. Remember the pill scare of the
1970s? As a result of the initial worrisome results, what
happened? We got better, lower-dose pills. 

My prediction is that the results of the WHI will
lead us to the following practices:
1. We will learn to individualize HRT dose and we will

develop guidelines for individualizing intelligently;
2. We will discover exactly how estrogen preparations

differ from one another so that we can individualize;
3. We will discover whether the transdermal route of

delivery gives a better risk/benefit profile; 
4. We will determine, which, if any, progestins are safer

than Provera. If they all are risky, then we will more
widely use progestin IUDs for protecting the uterus
or we will develop better intrauterine alternatives.
My predictions are based on the premise that the con-

cept of ameliorating age-related disability has inherent
merit and that to do this we need to refine our approach
rather than abandon the attempt. In other words, it is the
present set of compounds rather than the concept that is
lacking. There is nothing wrong with wanting to age
gracefully. Sex steroids are likely to play a role in doing
so, but we need to refine how we give them in order to
minimize risk and maximize benefit.   ■
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Attention Readers
American Health Consultants is happy to announce

that we are opening up our Primary Care Reports author
process to our readers. A biweekly newsletter with
approximately 5000 readers, each issue is a fully refer-
enced, peer-reviewed monograph. 

Monographs range from 25-35 Microsoft Word doc-
ument, double-spaced pages. Each article is thoroughly
peer reviewed by colleagues and physicians specializ-
ing in the topic being covered. Once the idea for an
article has been approved, deadlines and other details
will be arranged. Authors will be compensated upon
publication. 

As always, we are eager to hear from our readers
about topics they would like to see covered in future
issues. Readers who have ideas or proposals for future
single-topic monographs can contact Managing Editor
Robin Mason at (404) 262-5517 or (800) 688-2421 or
by e-mail at robin.mason@ahcpub.com. ■
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CRITICAL CARE ALERT
A quick-read clinical newsletter, plus conve-
nient and free CE and CME programs.

Critical Care Alert is delivered every 30 days,
and with each evidence-based issue our team of
expert clinicians reviews nearly 30 relevant
journals in your specialty—so you don't have
to—extracting immediately useful information
that can improve the way you deliver patient
care for the best possible outcomes.  

What really makes this time-saving newsletter
unique is the expert commentary: our experi-
enced clinicians and academicians tell you
what they think, and what important articles
mean for you and your patients in day-to-
day clinical practice.  No other abstract ser-
vice provides this personal emphasis.

By subscribing to Critical Care Alert™, you are
connected to experienced clinicians and academicians. Here are more benefits of a 
subscription:

 Save $50 off the regular subscription price—you pay only $229.
  Earn approximately 16 FREE nursing contact hours.
  UP to 28 AMA Category 1 CME credits available.
  “Critical Care Plus”—a value-added monthly four-page section that expands 

your understanding of the latest developments in the hospitalist movement, 
discusses national payment and patient care trends that affect ICUs and 
technological advances, and shows you how institutions around the nation 
are handling ethical predicaments.

  Receive a FREE book: “New Methodologies in the ICU” (a $99 value).
  A monthly, one-page supplement, “Clinical Briefs in Primary Care,” a quick-

read insert designed to keep you abreast of hot topics in medicine.

Please call now: 1-800-688-2421 or 404-262-5476, to receive 3 free issues. 
(Please refer to free offer code: 62401) www.ahcpub.com

Recruitment Maneuvers May HelpEarly in ARDS but not Later
A B S T R A C T  &  C O M M E N T A R Y

Low tidal volume ventilation, as a way of reducingalveolar stretch injury in patients with the acute respiratorydistress syndrome (ARDS), may result in alveolar and segmen-tal lung collapse with a decline in oxygenation. Alveolarrecruitment maneuvers are used to help reverse this problem. Itis well recognized that some patients fail to respond to theseinterventions. This cohort studied the response of a group of 22patients to 40 seconds of continuous positive airway pressure(CPAP) at 40 cm H
2O and compared the responders to the non-responders. Patients were managed according to the ARDS Netprotocol (The Acute Respiratory Distress Syndrome Network. NEngl J Med. 2000;342:1301-1308), using 6 mL/kg tidal volumeand setting positive end-expiratory pressure (PEEP) above thelower inflection point, using static pressure-volume curvesdetermined during paralysis. Lung and chest wall complianceand elastance were separated using airway and esophageal pres-sure measurements. Responders (R) were defined as those whodemonstrated an increase in PaO

2/FiO
2 of greater than 50%when assessed 2 minutes following the application of CPAP,and nonresponders (NR) as those who showed less than thisdegree of increase.

The 11 nonresponders exhibited a 20 ± 3% increase in oxy-genation ratio while the 11 responders increased this ratio by175 ± 23%. There was no difference in initial oxygenation ratio,tidal volume (6.1 ± 0.1 mL/kg, R vs 6.0 ± 0.2 mL/kg, NR) orPEEP (9.4 ± 2.2 cm H
2O in R vs 9.1 ± 2.7 cm H

2O in NR)between the groups prior to the recruitment maneuver. Thegroups were similar in age, sex distribution and cause of ARDS.The time on mechanical ventilation was longer in the NR group,7.1 ± 1.5 days (NR) vs 1.0 ± 0.3 days (R); P < .001. Both lowerand upper inflection points were lower in the NR group,although only by about 1-2 cm H
2O. Respiratory system, lung,and chest wall elastance were all higher in the NR group. Themost dramatic difference was in chest wall elastance, 10.4 ± 1.8(NR) vs. 5.6 ± 0.8 (R) cm H

2O/L.

INSIDE
Daily

hemodialysis
improves 
survival
page 27

Propofol 
causes higher

RSBI in
weaning

assessment
page 28

Short-term
preoperative

smoking 
cessation and
postoperative
complications

page 29

Special
Feature:

Systemic fun-
gal infections:
Epidemiology

and 
pathogenesis

page 30

EDITOR
David J. Pierson, MD 
Professor of Medicine
University of Washington
Medical Director
Respiratory Care
Harborview Medical CenterSeattle

ASSOCIATE EDITORS
Francisco Baigorri, MD, PhDCorporacio Sanitaria
Parc Tauli
Sabadell, Spain

Kay Ball,RN,MSA
Perioperative Consultant/
Educator, K&D 
Medical, Lewis Center, OH.
Stephen W. Crawford, MD
Associate Professor of MedicinePulmonary Medicine
Naval Medical Center
San Diego, CA

Charles G. Durbin, Jr., MD
Professor of AnesthesiologyMedical Director 
of Respiratory Care
University of Virginia

Dean R. Hess, PhD, RRT
Assistant Professor of 
Anesthesia, Harvard MedicalSchool; Assistant Director 
of Respiratory Care, 
Massachusetts General 
Hospital, Cambridge, MA

Leslie A. Hoffman, PhD, RNProfessor 
Medical-Surgical Nursing 
Chair, Department 
of Acute/Tertiary Care 
University of Pittsburgh
School of Nursing

Karen Johnson, PhD, RN
School of Nursing, University ofArizona, Tucson, AZ

Uday B. Nanavaty, MD
Senior Research Fellow
Department of Critical
Care Medicine
National Institutes of Health
Grant E. O’Keefe, MD
Assistant Professor
of Surgery
University of Texas
Southwestern Medical CenterDallas

Gordon D. Rubenfeld, MD, MScAssistant Professor of MedicineDivision of Pulmonary and Critical Care Medicine
University of Washington, 
Seattle

Jun Takezawa, MD
Director of Emergency and
Intensive Care Medicine
Professor, Department of 
Emergency Medicine
Nagoya University
School of Medicine
Nagoya, Japan

Volume 10     •     Number 3     •     June 2002     •     Pages 25-36

American Health Consultants Home Page—http://www.ahcpub.com
CME for Physicians—http://www.cmeweb.com; CE for Nurses—http://www.ceweb.com

NOW AVAILABLE ONLINE! Go to www.ahcpub.com/online.html for access.



The number of vaccine shortages has been
unprecedented in the last year, but at least one

vaccine, tetanus-diphtheria (Td), is back in full pro-
duction. The Centers for Disease Control and
Prevention (CDC) has announced that they are
removing restrictions on the Td booster. Despite
the fact that there is only one manufacturer of the
vaccine, supplies are large enough to resume rou-
tine vaccination. The news is also good for child-
hood vaccines that have been in short supply,
including MMR, varicella, and PCV-7 (pneumococ-
cal) vaccine. All are expected to be in full supply by
the end of the year.

Cholesterol-Lowering Therapy OK for Seniors
What to do with the 75-year-old patient with a

cholesterol of 300, but no history of heart disease?
Primary prevention studies have shown a benefit for
treatment of younger patients, but there have been
few studies of primary prevention studies in the
elderly. Now data from the Cardiovascular Health
Study of patients age 65 or older suggest that choles-
terol-lowering therapy is useful in older patients as
well. After nearly 7.5 years of follow-up, elderly
patients with elevated cholesterol levels clearly ben-
efited from cholesterol-lowering treatment.
Compared with no drug therapy, statin use was
associated with a decreased risk of cardiovascular
events (multivariate hazard ratio [HR], 0.44; 95% CI,
0.27-0.71) and all-cause mortality (HR, 0.56; 95% CI,
0.36-0.8). This translates into a relative risk reduction
of 56% of incident cardiovascular events and a 44%
reduction in all-cause mortality. This was a prospec-
tive study, as pointed out in an accompanying edito-
rial; however, it does add to the body of medical
literature that suggests that the recent National
Cholesterol Education Program (NCEP) guidelines
should apply to those aged 65 or older (Arch Intern
Med. 2002;162:1395-1400; editorial 1329-1331).

Beta-Blockers and CABG Patients
Preoperative beta-blockers have been shown to

reduce operative complications and mortality in
noncardiac surgery, and now 2 studies confirm
the importance of beta blockade in patients
undergoing coronary artery bypass grafting
(CABG). In a large observational analysis of more
than 600,000 patients undergoing CABG, preop-
erative beta-blocker therapy was associated with
a small but consistent survival benefit in all
patients except those with a preoperative left ven-
tricular ejection fraction of less than 30% (JAMA.
2002;287:2221-2227). The most common postoper-
ative complication of CABG is atrial fibrillation.
A recent meta-analysis compares beta-blockers,
sotalol, amiodarone, and biatrial pacing to pre-
vent atrial fibrillation after heart surgery. All 4
modalities were effective (odds ratio compared to
placebo—beta-blockers 0.39, sotalol 0.35, amio-
darone 0.48, biatrial pacing 0.46). Each of the 4
drug modalities also significantly reduced length
of stay. Significantly, beta-blockers, which are safe
and easily administered were as effective as other
treatment modalities (Circulation. 2002;106:75-80).

Asthma Sufferers: Use Clarithromycin
Asthmatics with evidence of infection with

Mycoplasma pneumoniae or Chlamydia pneumoniae ben-
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No Shortage in Sight for Tetanus-Diphtheria Vaccine 



efit from a 6-week course of the macrolide antibiotic
clarithromycin, according to a new study. In 55
patients with stable asthma in the Denver commu-
nity, 31 were found to have evidence of mycoplasma
or chlamydia infections by PCR and culture. All 55
patients were randomly assigned to treatment with
either placebo or clarithromycin 500 mg p.o. b.i.d. 6
weeks. Patients who were PCR-positive and received
clarithromycin were found to have a significant
improvement in FEV1 (2.50 pretreatment, 2.69 post-
treatment; P = 0.05), while those who were PCR neg-
ative and those who did not receive antibiotic
showed no change (Chest. 2002;
121:1782-1788). In a related study, Turkish researchers
administered azithromycin 250 mg twice weekly to a
group of 11 asthmatics for 8 weeks. No change in
FEV1 was noted, but patients had a marked reduc-
tion in bronchial hyperresponsiveness as measured
by histamine challenge tests. These patients were not
evaluated for evidence of infection prior to initiating
therapy (J Asthma. 2002;39:181-185).

Good News: Antibiotic Use in Children Down
Meanwhile, efforts by the CDC and others to

curb the use of antibiotics in children seem to have
paid off. Researchers compared antibiotic prescrip-
tion rates from 1999-2000 to data from 1989-1990.
The number of prescriptions per 1000 individuals
age 15 and younger decreased from 838 to 503 a
decade later (P < 0.001). Prescriptions per 1000
office visits also fell during the same period of time
(JAMA. 2002;287:3096-3102).

Linezolid Successful in Treatment of MRSA 
Methicillin-resistant Staphylococcus aureus

(MRSA), the bane of hospitals coast-to-coast, is
effectively treated with linezolid. Previously van-
comycin has been the standard of care for treating
MRSA. A new study compares linezolid with van-
comycin in 460 patients with known or suspected
MRSA infections. Patients were treated with either
linezolid 600 mg twice daily (n= 240) or van-
comycin 1 g twice daily (n = 220) for 7-28 days.
Clinical cure rates and microbiological success
rates were similar for both groups, and both regi-
ments were well tolerated with similar rates of
adverse events. It is suggestive that linezolid is a
reasonable alternative to vancomycin for MRSA
infections and adds the additional option of oral
therapy (Clin Infect Dis. 2002;34:1481-1490). The
study is timely, as the CDC has reported the first
isolate of fully vancomycin resistant S aureus in a
Michigan man. Several cases of intermediate van-
comycin-resistant staph have been reported, but

this represents the first case of full resistance (Morb
Mortal Wkly Rep MMWR. 2002;51:565-567).

SSRIs Relieve Dizziness in 
Psychiatric Patients

General internists and family practitioners will
be delighted to learn that selective serotonin reup-
take inhibitors (SSRIs) have been shown to effec-
tively relieve dizziness in patients with psychiatric
symptoms, a common office complaint. A group of
60 patients at University of Pennsylvania with psy-
chogenic dizziness, dizziness due to a neurotologic
condition (with psychiatric symptoms), or idio-
pathic dizziness were treated with an SSRI for at
least 20 weeks. Two thirds of patients had been
treated previously with either meclizine or a benzo-
diazepine. Twenty-five percent of the patients did
not tolerate SSRIs. Of those who finished at least 20
weeks of therapy, 84% improved substantially with
no difference between patients with major psychi-
atric disorders and those with lesser psychiatric
symptoms. Patients with peripheral vestibular con-
ditions and migraine also improved with SSRIs
(Arch Otolaryngol Head Neck Surg. 2002;128:554-560).

DEET-Based Mosquito Repellents 
Just in Time for Vacation

Just in time for summer vacation, the New
England Journal of Medicine has published a report
showing that DEET-based mosquito repellents are
superior to non-DEET-based repellants. DEET is the
most common compound found in commercial
insect repellents. Recently, several botanical repel-
lents have come on the market as well as 3 repel-
lant-impregnated wristbands. These were tested
against DEET containing repellents as well as one
other chemical repellent containing IR3535. The
worst performers were the wristbands, which
offered no protection. The IR 3535-based repellents
offer minimal protection while the soybean oil-
based botanical repellents work for an average of 95
minutes. In comparison, the formulation containing
23.8% DEET offers complete protection for more
than 300 minutes (N Engl J Med. 2002;347:13-18).

FDA Actions
Risedronate (Actonel), P&G Pharmaceuticals’

bisphosphonate for the treatment of osteoporosis,
has been approved in a 35 mg once-a-week form.
The drug has been available as a 5-mg daily
tablet. As with other bisphosphonates, the drug
needs to be taken 30 minutes before meals, and
patients must remain upright for at least 30 min-
utes following administration.   ■
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