
If You Can’t Upgrade, 
Wear Support Hose

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

Synopsis: Deep venous thrombosis may occur in up to 10% of 
people taking flights of 8 hours or longer. Compression stockings

appear to reduce this risk.

Source: Scurr JH, et al. Lancet. 2001;357:1485-1489.

Scurr and colleagues set out to learn how common deep
venous thrombosis (DVT) is in “long-haul” air travelers. They

were also interested in learning if compression stockings reduced
the risk. To accomplish these aims, they recruited 231 people (89
men) 50 years of age or older who planned to travel economy class
(aka “coach”) with 2 segments of at least 8 hours duration within a
6-week period. Histories and physical examinations were per-
formed. All eligible travelers underwent duplex ultrasonography of
deep and superficial lower extremity veins before and after travel,
as well as D-dimer assays, complete blood cell counts, and platelet
counts. Subjects were excluded if they had a history of venous
thrombosis, were taking anticoagulants, regularly wore compres-
sion stockings, or had cardiorespiratory problems or other serious
disease (including malignancy). Half of the subjects were given
class 1 elastic compression stockings to use during the travel. With-
in 2 days of the return flight, interviews, repeat duplex examination,
and bloodwork were done. Thirty-one subjects were excluded
because they missed 1 or more evaluations or were upgraded to first
class, but these were equally distributed between the control and
stocking groups, so that each group included 100 completely evalu-
ated patients. Twelve (10%) of the passengers not wearing stock-
ings developed asymptomatic calf DVT, but none of the passengers
wearing compression stockings did. Four of those wearing stock-
ings developed superficial thrombophlebitis in pre-existing varicose
veins, but none of the no-stocking group did. 

■ COMMENT BY BARBARA A. PHILLIPS, MD, MSPH
This paper is remarkable for a couple of reasons. It is the first

study to look prospectively at the incidence of DVT in a well-
defined population of long distance air travelers. This was an older
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group (≥ 50 years of age) and the flights were quite long
(8 hours), but a 10% risk of calf DVT still seems strik-
ingly high. While it is true that asymptomatic calf vein
thrombosis is probably not a major risk to health, 10-
20% of them extend proximally.1 Further, pulmonary
embolus occurs in about 10% of those with isolated calf
vein thrombosis.2

Another notable finding of this study is that simple
below-the-knee graduated elastic stockings appeared to
eliminate the risk of calf vein DVT (though they may
have exacerbated superficial phlebitis associated with
varicose veins) in this group of subjects.  

Our “frequent flyer” patients are likely to be aware of
these issues and to ask our advice, because the market is
already at work. In the back pages of my favorite air-
line’s slick in-flight magazine is an ad that begins:
“Economy Class Syndrome.” You guessed it. It offers

“stylish, medically correct graduated compression over-
the calf socks in dress or casual colors at factory low
prices.” At this point, I’d have to say there is some evi-
dence to support the use of these socks on long distance
flights.

For those of you who have been wondering if it’s
worth it to upgrade to first class on long flights, the
answer appears to be yes.   ❖

References
1. Kazmers A, Groehn H, Meeker C. Am Surg. 1999;65:

1124-1127.
2. Meissner MH, et al. J Vasc Surg. 1997;26:749-756.

Once Bit Twice Smitten: 
The Duration of Tick 
Attachment and 
Transmission of Lyme 
Disease and HGE
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: The need for prolonged tick attachment for
pathogen transmission is confirmed in Lyme disease.
The HGE pathogen is transmitted more rapidly. 

Source: des Vignes F, et al. J Infect Dis. 2001;183:773-778.

In this study from yale, the cdc, and the new
Jersey Department of Health, the central question is

how long need a tick attach to transmit Borrelia
burgdorferi and Ehrlichia phagocytophilia, the agent of
human granulocytic ehrilichiosis (HGE). 

There were several interesting aspects of the study.
The ticks used for study were field collected from sever-
al Lyme infested areas. Ticks were allowed to feed on 4-
week-old mice for 24-hour intervals up to 96 hours.
Ticks were cultured for B burgdorferi and also tested for
Borrelia DNA and Ehrlichia DNA by PCR. Infections of
mice were proven by PCR testing of mouse blood.

Of 228 ticks collected in the field, 30% were infected
with culturable B burgdorferi. In order for mice to be
infected, ticks had to remain attached for a minimum of
48 hours. Infection efficiency was only 12.5% at 48
hours but rose steeply to 79% at 72 hours. In a complex
calculation, based on the percentage of nymphs infected
and the published duration of attachment, des Vignes
and associates estimate that only 4.6% of nymphal ticks,
once removed, will transmit B burgdorferi. 
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The interesting part of the study came when looking
at dual infection. Those ticks that were dually infected
did not transmit B burgdorferi at 24 hours but in 2 of 3
attempts did transmit Ehrlichia. 

■ COMMENT BY JOSEPH F. JOHN, MD
Where I live in central New Jersey, there are a lot of

people and a lot of ticks. Trying to prevent Lyme disease
almost seems futile, particularly when you consider the
tiny size of nymphal ticks. Okay, you say, but this study
shows that the nymphs have to stay on at least 48 hours
to transmit Lyme disease, and by then the wary may
have a chance to spot the dot that is the engorging
nymph. I say, okay, maybe so. But this study has show-
stopping data, although the data are small: Erhlichia,
unlike Borrelia, are transmitted more easily at 24 hours,
and that, I claim, is a very hard infection to prevent.
More troublesome is the observation in this study that a
single nymph attached for 72 hours transmitted both
organisms, an observation (of dual infection) reported
several years ago by Duffy and associates1 and recently
further corroborated with the additional recognition that
the vector was indeed the Ixodes scapularis tick.2 ❖

Dr. John is Professor of Medicine and Microbiology, Uni-
versity of Medicine & Dentistry of New Jersey, Robert
Wood Johnson Medical School, New Brunswick, NJ.

References
1. Duffy J, et al. Lancet. 1997;349:399. 
2. Levin ML, Fish D. Infect Immun. 2000;68:2183-2186.

Bunions and Foot Surgery
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Mild-to-moderate bunions (hallux valgus)
causing foot pain and deformity had the best outcomes
when surgically repaired in this randomized, controlled
trial. Foot orthoses provided only short-term relief.

Source: Torkki M, et al. JAMA. 2001;285:2474-2480. 

Using a catchment area of 500,000 population
in Finland, 4 hospitals in a health district pooled all

referrals for mild and moderate hallux valgus over a 1-
year period with a 1-year follow-up, resulting in 211
potential candidates for study. Patients agreed to be ran-
domized to 1 of 3 groups for either “watchful waiting”
(no treatment), customized foot orthoses, or surgical
repair with distal chevron osteotomy. Patients with pre-

vious surgery or significant comorbidities and rheuma-
toid arthritis were excluded. They also excluded persons
older than 60 years of age.

Outcomes were assessed using patient self-assesse-
ments of pain intensity, global improvement, footwear
problems, and treatment satisfaction both before the
intervention and at 6- and 12-month follow-ups. The
study was discontinued after 12 months because Torkki
and colleagues did not feel it was ethical to continue to
withhold treatment any longer from the control group.

Pain intensity was clearly worse in the orthotic group
at 6-month follow-up, and by 12 months the surgically
treated group continued to improve while the orthotic
group returned to the same level of pain as the control
group. Footwear problems were also much improved
with surgery, with 35% having no problems and 62%
having moderate problems compared to 86% of both the
control and orthotic-treated groups with moderate prob-
lems. Overall satisfaction with treatment after 12
months was 83% in the surgical group vs. 46% in the
orthotic group and 24% of the untreated group (of which
34% felt they were worse compared to only 6% of the
surgical group).

■ COMMENT BY MARY ELINA FERRIS, MD
This is a useful and rigorously designed study to clar-

ify the outcomes of different treatments for a widespread
problem. Bunions are estimated to plague at least 33%
of adults “who wear shoes,” and the problem increases
with advancing age. Even though surgical repair of the
affected metatarsal joint is widely used for treatment, no
previous randomized trial had evaluated its efficacy.
Unfortunately this study excluded older persons, so fur-
ther research should be done for these results to be
extended to our growing geriatric population.

The results showed a clear advantage for surgical
treatment in the long-term relief of pain and improved
footwear problems, although the nonsurgical groups
also had a subset who were satisfied with their treat-
ments. As with all surgery, 100% success is not guaran-
teed, and 6% of the surgical group felt they were actual-
ly worse after 12 months compared to 11% of the orthot-
ic group and 34% of the control group.

A possible explanation for the mixed results with foot
othoses is that their main benefit is to improve foot pain
rather than to correct the bunion deformity. Mild-to-
moderate levels of hallux valgus may not cause wide-
spread pain until the problem worsens, and the orthoses
cannot correct problems with footwear.

Using the conclusions of this study, clinicians can
now offer middle-aged adults with mild-to-moderate
hallux valgus a more evidence-based choice of treat-
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ments for foot pain and footwear problems. Surgical
repair has a clear advantage for long-term relief, but
moderate improvement may still be predicted with spe-
cially designed orthoses.   ❖

Cognitive Function in 
Postmenopausal Women
Treated with Raloxifene
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Treatment with raloxifene 60 mg or 120 mg
for 3 years did not affect overall cognitive scores in post-
menopausal women with osteoporosis. 

Source: Yaffe K, et al. N Engl J Med. 2001;344:1207-1213.

Cognitive function was studied in 7705 post-
menopausal women with osteoporosis who were

enrolled in the Multiple Outcomes of Raloxifene Evalu-
ation (MORE) trial. The primary outcomes were bone
mineral density and vertebral fractures. Postmenopausal
women who met criteria for osteoporosis (14,674 were
excluded) were enrolled via 180 sites in 25 countries and
randomized to receive either raloxifene 60 mg or 120
mg or placebo for 3 years. There were roughly 2500
women in each arm. Cognitive testing was done using
the Short Blessed Test for orientation, concentration,
and memory; the Trails Making Test for visuospatial
scanning, sequential processing, motor speed, executive
function, and attention; and the Word List Memory and
Recall tests for memory if the subject spoke English,
French, or Spanish (4424 women).

The mean age of the women at enrollment was 66 years
old. There were no significant differences among the 3
treatment groups on any of the cognitive tests at baseline
or after 3 years. More women in the raloxifene groups than
in the placebo group reported new or worsened hot flashes,
but there was no correlation between presence or absence
of hot flashes and cognitive performance.  

■ COMMENT BY SARAH L. BERGA, MD
The main conclusion of this study is that short-term

raloxifene exposure does not cause cognitive decline in
relatively young postmenopausal women with osteo-
porosis. This study does not tell us whether long-term
raloxifene use would increase, decrease, or not alter the
risk of dementia. Less than 5% of the enrollees devel-
oped dementia while participating in the trial. The low
incidence likely reflects the relatively young age of the

women. This study also does not tell us about mood,
sleep, libido, and other central nervous system outputs
that comprise quality of life. We learn nothing about
how raloxifene use might compare to estrogen use.
While the study might, at first blush, be interpreted as
providing reassurance about the null cognitive effects of
raloxifene use, I would caution against such optimism.
Further, to determine the effect of any intervention on
risk of dementia, one would have to start women on the
agent in question before age 70 and follow them at least
10 years. The best study design would be to randomize
women to an estrogen, a selective estrogen receptor
modulator (SERM), and a placebo within 1-2 years of
menopause and then to compare the effects of “never”
use to “always” use 30-40 years later. This is not a study
likely to be done, so we will have to try to discern risks
and benefits based on other investigative strategies.
There are those who argue that a hiatus in exposure to an
estrogen for several years sets in motion a neurodegen-
erative process that late in life exposure to estrogen can-
not undo. Expecting to undo dementia once it is clinical-
ly apparent seems analogous to expecting late in life
exposure to “undo” established kyphosis from osteo-
porosis. Because of the inherent plasticity of the brain,
by the time dementia is evident, more than 30% of the
neurons are dead. It seems ridiculous to expect estrogen
or SERM use to resurrect dead neurons as much as it
seems unrealistic to expect estrogen to restore vertebral
bodies to their original shape once compressed. Like
many age-related infirmities, the best treatment for
dementia is prevention. 

Is there reason to suspect that raloxifene may be less
beneficial for CNS than estrogen? I believe that there is.
To make a complicated story short, the brain bits that
subserve memory and other cognitive functions have
estrogen receptors. They express both ERα and ERβ,
but it appears that ERα occupation is critical to main-
taining key neurotransmitter systems and for protecting
the brain from both oxidative and anoxic injury. Thus,
while raloxifene may have some estrogenic action in the
brain, it is unlikely to match the panoply of physiologi-
cal actions that the cognate ligand, estradiol, confers by
fully occupying ER (α, β, and membrane).1

We are forced to make educated guesses based on the
available information. My educated guess based on the
extant animal and primate literature is that the most neu-
roprotection ligand will be an estrogen, not a SERM that
is an ERα antagonist. Phytoestrogens apparently occupy
ERβ and not ERα, so while they do not antagonize
ERα-mediated activities, they also are unlikely to pro-
vide full neuroprotection based on what we understand
today. Our job is to help our patients “pick their poison”
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based on their risk factors, underlying conditions, and
personal preferences. It is a difficult task even when the
patient is well and with few complaints. Stay tuned for
an evolving story.   ❖

Dr. Berga is Professor and Director, Division of Repro-
ductive Endocrinology and Infertility, University of Pitts-
burgh, Pittsburgh, Pa.

Reference
1. Neele SJM, et al. J Clin Endocrinol Metab. 2001;86:

1422-1424.

Discussing Withdrawal or
Withholding of Life Support:
Family Perspectives
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: When the next of kin of patients who had
died in the ICU of a teaching hospital were surveyed 1
year later, nearly half of them reported that there had
been conflict about withholding or withdrawing life
support, involving such things as staff behavior, com-
munication, and family dynamics. Family members
identified the attending physician as the ICU leader
despite the presence of house staff.

Source: Abbott KH, et al. Crit Care Med. 2001;29:197-201.

In this cross sectional survey, abbott and col-
leagues were trying to assess the quality of care as it

relates to dying patients in ICUs. The issue at hand
was end-of-life care discussions with next of kin.
Abbott et al invited selected family members to partic-
ipate in the study 1 year after the family member had
had a discussion with the patient’s caregivers about
withdrawing or withholding life-sustaining support
and the patient had died. The attending physician tak-
ing care of the dying patient had to agree for the fami-
ly member to be interviewed. 

Patients were identified as a prospective cohort dur-
ing a 10-week period at 6 ICUs of Duke University
Medical Center. Of the 102 patients about whom there
were end-of-life care discussions with family members,
98 next of kin were identified. Two of these had died at
the time of contact and 22 could not be contacted. In 9
cases, the attending physician refused to allow Abbott et
al to study the family member of their patient. Of the 65
family members contacted, 48 agreed to be included in

the study. After an in-person or telephonic semi-struc-
tured interview, the transcript was coded by a systemic
coding system. Various aspects of conflict and psy-
chosocial support were coded. Two raters coded all
interviews and inter-rater agreement was defined.

Abbott et al found that almost half of the respondents
(46%) reported conflict during their family member’s
stay in the ICU. The conflicts were expressed over per-
ceived unprofessional staff behavior (31%), the care of
the patient (19%), over communication (33%), between
staff and family (40%), and over treatment decisions
(15%). In terms of social support, 92% of the family
members reported involvement of multiple family mem-
bers in decision-making process. About half of the fami-
ly members (48%) reported faith or spirituality as a sig-
nificant and reassuring aspect of the hospital stay. Sixty-
three percent of the studied family members reported
having had a previous conversation with their loved one
about end-of-life care preferences. A large number of
family members suggested that more space should be
provided for such discussions. An open visitation policy
of many ICUs was considered very comforting to family
members. Nearly half of the family members thought
that their patient’s attending physician was the leader of
the ICU; all ICUs were teaching services and had house
staff as primary providers, yet rotating house staff was a
negative factor for only 17% of families.

■ COMMENT BY UDAY B. NANAVATY, MD
So what does such a small, potentially biased study

mean to us in clinical practice? In fact, this is a wonder-
ful study for almost any ICU team. It provides a frame-
work on which one can start a quality control program in
the ICU. It is also helpful in terms of the end-of-life care
discussion format. Families sought even more informa-
tion than was provided, and they identified the attending
physician as a leader, seeking to talk to him or her more
often than not. One could thus formulate a plan to have
at least some time spent by the attending physician with
the family members of moribund patients. Multiple fam-
ily members, previous discussions with patients, and
spirituality were important support systems for family
members making the decision; these things can also be
looked upon when engaging in end-of-life care discus-
sions with family members. As long as a leader could be
clearly identified by the patients’ families, rotating
house staff did not have a negative effect on the families’
perceptions of care. This suggests an important role for
the staff intensivist, in identifying himself or herself as a
leader in the multidisciplinary teams in the ICU.

Unfortunately, quality is a difficult thing to quantify.
Isn’t it an oxymoron to try to quantitate quality? If med-
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icine is becoming a business, then quality of care is an
important marker of how well you are doing your busi-
ness. Needless to say, the ICU takes care of a patient
population that experiences a high mortality rate. For
this reason, mortality rate is difficult to use as a quality
of care standard. A lot of end-of-life care discussions
happen in the ICU, and withdrawing and withholding
life support are as much part of ICU practice as are intu-
bation and mechanical ventilation. Hence, even when
patients are dying, how well we take care of them and
how families perceive our care are extremely important
to any quality assurance program.   ❖

Dr. Nanavaty is Senior Research Fellow, Department of
Critical Care Medicine, National Institutes of Health,
Bethesda, Md.

Pharmacology Update
Imatinib (Gleevec) for
Treatment of CML
By William T. Elliott, MD, FACP,
and James Chan, PharmD, PhD

Imatinib (gleevec) was recently approved for
the treatment of chronic myeloid leukemia (CML).

The drug is considered a major breakthrough in onco-
logic therapy and its approval was heralded with much
fanfare, which included a cover story in Time magazine.
The drug is revolutionary because it targets the molecu-
lar understructure of cancer cells, leaving healthy cells
alone. Because of this and intense public pressure, the
drug was approved by the FDA less than 3 months fol-
lowing application.

Indications
Imatinib is indicated for the treatment of patients with

CML in blast crisis, accelerated phase, or in chronic
phase after failure with interferon therapy.1

Dosage
The recommended dose of imatinib is 400 mg daily

for patients in chronic phase CML and 600 mg daily for
patients with accelerated phase or blast crisis. The dose
may be increased if there is disease progression, inade-
quate hematologic response after 3 months of therapy, or
the loss of a previously achieved response. For patients
with chronic phase CML, the dose may be increased
from 400 mg daily to 600 mg daily if tolerated (ie,

absence of severe adverse hematologic or nonhemato-
logic reactions). For patients with accelerated phase or
blast crisis the dose may be increased from 600 mg to
800 mg (400 mg twice daily).1 The drug should be taken
with a meal and with a large glass of water to reduce
gastrointestinal irritation. The drug should be continued
as long as it remains effective.

The dose should be adjusted or withheld if severe
nonhematologic adverse reactions (hepatotoxicity or
fluid retention) or severe hematologic adverse reactions
(neutropenia or thrombocytopenia) occur. Complete
blood counts should be performed weekly for the first
month and biweekly for the second month of therapy,
and every 2-3 months thereafter.1

Imatinib is supplied as 100 mg capsules.

Potential Advantages
Imatinib appears to have significant advantages over

current therapies for CML such as interferon alpha.
Imatinib appears to have a better and more rapid
response, fewer adverse effects, and can be given oral-
ly.2,4 It also appears to be effective in patients who have
failed interferon therapy.3

Potential Disadvantages
The most frequent side effects are nausea (55-68%),

vomiting (28-54%), fluid retention (52-58%), diarrhea
(33-49%), and muscle cramps (25-46%). Severe fluid
retention (eg, pleural effusion, pericardial effusion, pul-
monary edema, ascites) has been reported in 1-2% of
patients and increases with higher imatinib dose and age
older than 65 years. Severe superficial edema has been
reported in 1-3% of patients. Cytopenias are more fre-
quent with patients with accelerated CML or blast crisis
than with chronic phase CML. The frequencies of
cytopenias range from 16-30% for grade 3 and 8-46%
for grade 4. The frequency of anemia was 4-40% and
less than 1-10%, respectively. Severe elevation of
transaminases or bilirubin can also occur and the
patients should be monitored at baseline and monthly or
as clinically indicated.1 Due to the expedited FDA
approval and limited follow-up time, toxicities as a
result of long-term use are not known.1

Imatinib is metabolized primarily by cytochrome
P450 3A4, and as such, pharmacokinetics of the drug
can be affected by substances which inhibit, induce, or
are substrates of this isoenzyme. Imatinib is also a
inhibitor of CYP3A4 and CYP2D6.1

Comments 
Imatinib is an inhibitor of BCR-ABL tyrosine

kinase. This deregulated kinase is produced by the
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BCR-ABL fusion gene and appears to have a patho-
genic role in CML. BCR-ABL oncoprotein, found on
the Philadelphia chromosomes, is a result of the recip-
rocal translocation of 2 normal genes, BCR and ABL.
Tyrosine kinase activity is apparently required for the
oncogenic activity.5 Imatinib has produced significant
responses in patients with CML. A total of 1027
patients were studied in the clinical trials: 532 with
chronic phase CML and prior interferon treatment, 235
with accelerated phase disease, and 260 with myeloid
blast crisis.1 Response was most impressive in chronic
phase interferon patients with 88% showing a hemato-
logic response, 88% complete response, and 49%
showing a major cytogenetic response and 30% show-
ing a complete response. Responses in accelerated
phase and myeloid blast crisis were 63%, 28%, 21%,
and 14% and 26%, 4%, 13.5%, and 5%, respectively.1

The median time to hematologic response was 1
month. Hematologic response was defined as a 50%
reduction in white cell count from baseline maintained
for 2 weeks. Complete response was defined as a
reduction in white-cell count to less than 10,000 mm3

and platelet counts to less than 450,000 mm3 main-
tained for at least 4 weeks.3 Cytogenetic response was
defined as 35% or less of cells in the metaphase that
were positive for the Philadelphia chromosome in the
bone marrow.3 Complete response is 0%. Increased
survival or improved disease-related symptoms have
not been demonstrated in a controlled trial.

The drug is extremely expensive. Monthly cost is
about $2400 and annual cost is about $30,000. Novartis
will provide the drug free to uninsured patients with an
annual income of under $43,000 and a sliding scale for
those from households with an annual income of
$43,000-$100,000.6

Clinical Implications
CML is a clonal disorder characterized by leukocy-

tosis and the presence of immature white blood cells in
the peripheral blood and hypercellular marrow with
myeloid hyperplasia in the bone marrow. It is estimat-
ed that there are about 25,000 people in the United
States with the disease. CML generally progresses
through a chronic phase, accelerated phase, and blast
crisis (acute leukemia), with median survival about 6
years. Current therapies—all with limitations—include
allogeneic bone marrow transplantation, chemotherapy
(eg, hydroxyurea), and interferon-alfa with or without
cytarabine. Imatinib provides a breakthrough treatment
for CML compared to interferon. Although the drug is
directed at the abnormal “target” in CML, it is not a
cure, is not completely effective, and does have side

effects. Also, the long-term effects are not known due
to inadequate follow-up of study patients. Whether
imatinib is only specific to CML or can be effective in
other types of cancers (eg, gastrointestinal stromal
tumor) is yet to be determined.   ❖
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CME Questions
43. In air travelers taking flights of 8 hours or more in economy

class, the risk of asymptomatic deep venous thrombosis is:
a. negligible.
b. about 5% and unavoidable.
c. about 5% and preventable with elastic compression stockings.
d. about 10% and unavoidable.
e. about 10% and preventable with elastic compression stockings.

44. What tick-associated illness can be transmitted simultaneously
with Borrelia burgdorferi, the agent of Lyme disease?
a. Rocky Mountain Spotted Fever
b. Syphilis
c. Malaria
d. Ehrlichiosis

45. Hallux valgus of the feet (bunions) is best treated by which
method?
a. Surgery (osteotomy)
b. Foot orthoses
c. Watchful waiting

46. Which one of the following steroids binds to both ERαα and
ERββ in the central nervous system and initiates physiological
postreceptor responses?
a. Tamoxifen
b. Tibolone
c. Raloxifene
d. Ethinyl estradiol
e. Estradiol

47. In the study of Abbott and colleagues about discussion of with-
drawal of life support, the greatest majority of family members
received social support from:
a. a clergy/minister.
b. 2 attending physicians.
c. house staff.
d. involvement of multiple family members in the decision-

making process.
e. None of the above
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In Future Issues: Consequences of Asymptomatic Bacteriuria 
in Women with Diabetes Mellitus

Long-acting Beta2-
Agonist Monotherapy
vs. Continued 
Therapy with Inhaled 
Corticosteroids in
Persistent Asthma

Current consensus documents
recommend that for patients suffer-

ing persistent asthma, anti-inflammato-
ry controller medication be instituted as
first-line therapy, usually inhaled corti-
costeroids (ICSs). Long-acting beta
agonists (LABA) show favorable
effects on peak flow rates (PEF), asthma
symptom scores, quality of life (QOL),
and need for rescue short-acting beta
agonists (SABA) in persons with persis-
tent asthma. This 28-week study evalu-
ated the effect of substitution of salme-
terol for ICSs in patients with well-con-
trolled asthma (n = 164).

Outcomes measurement—including
PEF, asthma symptom scores, need for
rescue SABA, and QOL—was not signif-
icantly different between asthmatics who
were maintained on ICS and those substi-
tuted with LABA. On the other hand,
LABA patients were 4 times as likely to
experience treatment failure, and almost 3
times as likely to have exacerbations. 

Asthma is acknowledged to be an
inflammatory disease, with potential for
detrimental airway remodeling. Lazarus
and colleagues measured a variety of
markers of inflammation in asthma,
including sputum eosinophils,
eosinophil cationic protein, and tryptase,
each of which was less favorably
impacted by LABA than ICSs. Lazarus
et al conclude that for patients who are
well controlled on ICSs, a switch to
LABA may result in loss of asthmatic
control, as well as relative augmentation
of inflammatory markers.   ❖

Lazarus SC, et al. JAMA. 2001;285:
2583-2593.

Relation of Impaired
Fasting and Postload
Glucose with 
Incident Type 2 
Diabetes in a 
Dutch Population

The burgeoning population of
type 2 diabetes (DM2) patients in

the United States is a matter of great
concern to clinicians. Prevention of
DM2 at this time rests upon identifi-
cation of at-risk individuals. To this
end, impaired glucose tolerance (IGT)
is a helpful predictor: 23-62% of IGT
patients progress to DM2 over long-
term follow-up. We have less infor-
mation about the predictive value of
impaired fasting glucose (IFG). Much
of the epidemiologic information in
reference to progression from IGT to
DM2 comes from populations with a
disproportionate incidence of DM2,
such as Pima Indians in the United
States.

The current study investigated a large
Caucasian population (n = 2484) age 50-
75 years in the Netherlands who under-
went both fasting and 2-hour post glu-
cose load (75 g oral glucose) measure-
ment on 2 occasions, 4-7 years apart.

Over the study period, almost two-
thirds of persons with both IFG and IGT
progressed to DM2. Using only IFG or
IGT alone, subsequent progression to
DM2 was 35.5-40.8%, respectively.
Both IFG and IGT are significant pre-
dictors of progression to DM2, but the
combination is superior still.   ❖

de Vegt F, et al. JAMA. 2001;285:
2109-2113.

NSAIDs and Selective
COX-2 Inhibitors:
Competition Between
Gastroprotection and
Cardioprotection

The special promise of cox-2 spe-
cific agents (ie, celecoxib, rofecox-

ib) was the hope that since they did not,
within the therapeutic range, impair
COX-1, they might be free of gastroin-
testinal (GI) risk, specifically GI bleed-
ing. Some data on the COX-2 agents
support the premise that GI bleeding in
association with these drugs is similar to
that of placebo-not zero, since numer-
ous other paths than COX inhibition
may lead to GI bleeding (eg, alcohol,
bleeding diathesis, helicobacter dis-
ease).  An additional potential benefit of
COX-2 agents is that platelet inhibition
is a COX-1 event, so that COX-2 agents
do not impair platelet function.

Boers points out that in 2 of the
largest COX-2 trials reported there
appear to be tradeoffs related to cardio-
protection and gastroprotection. In the
VIGOR trial (n = 8000, rofecoxib vs
naproxen), despite a substantial 60%
reduction in GI bleed, Boers points out
an unanticipated 4-fold increase in
myocardial infarction in the rofecoxib
group (0.4% vs 0.1%); in the CLASS
trial (n = 8000, celecoxib vs ibuprofen
or diclofenac), though no increase in MI
was seen, there was not a demonstration
of risk reduction in GI toxicity between
celecoxib and traditional NSAIDs that
reached statistical significance. Boers
suggests that the issues of competing
risks will need to be weighed in the
decision process of when and how to
use COX-2 agents.   ❖

Boers M. Lancet. 2001;357:1222-1223.
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