
Getting Hip to Screening
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Screening for osteoporosis may result in fewer hip 
fractures.

Source: Kern LM, et al. Ann Intern Med. 2005;142:173-181.

The us preventive services task force’s most current rec-
ommendation regarding osteoporosis (2002) supports screening

all women aged 65 years and older, despite concluding that treat-
ment “would prevent a small number of fractures.”1 This study adds
evidence (albeit, inconclusive) to shore up that position. Kern and
associates went back to the Cardiovascular Health Study (CHS), a
longitudinal study that looked for heart disease risk factors in adults
65 years and older. It was conducted in 4 US locales: Sacramento,
CA, Washington County, MD, Forsyth County, NC, and Allegheny
County, PA. Subjects in Sacramento and Allegheny County were
offered DEXA scans during 1994-1995. The subjects were fol-
lowed for an average of 4.9 years with hip fracture as the outcome
of interest. Exclusion criteria included institutionalization, home-
bound status, receiving cancer therapy, plans to relocate within 3
years, history of osteoporosis, history of hip fracture, and bisphos-
phonate use. 

In 1994-1995, 4842 CHS participants were still alive, enrolled in
the study, and showed up for their annual examination. After apply-
ing the exclusion criteria, 1422 participants from Sacramento and
Allegheny were offered DEXA scans and 1378 accepted. The usual
care group in Washington and Forsyth numbered 1685. Average
age was 76 years, the participants were mostly women, and for
most illnesses they were equally afflicted. However, the 2 groups
were dissimilar. The screened group was less white, had better self-
reported health, was more active, had higher scores on activities of
daily living, used more calcium, multivitamins, and estrogen, used
less benzodiazepines, and had higher cognitive scores. It also used
more alcohol, less thiazide diuretics, and more thyroid hormone
than the usual care group. The first set of circumstances would
favor fewer hip fractures in the screened group, but the latter would
favor the usual care group. Kern and colleagues tried to compensate
for these differences by developing “propensity scores.” 
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There were 33 hip fractures (incidence, 4.8 per 1000
person-years) in the screened group, and 69 fractures in
the usual care group (8.2 per 1000 person-years). The
adjusted hazard ratio was 0.64 (95% confidence interval
[CI], 0.41-0.99) when men and women were considered
together. There was a trend for decreased adjusted haz-
ard ratios in both men (0.68; CI, 0.32-1.42) and women
(0.61; CI, 0.35-1.06) that did not reach statistical signifi-
cance. Risk stratification by sex, age, or race identified 2
subgroups where screening would be favored: white
people (0.62; CI, 0.39-0.97) and people 85 years and
older (0.22; CI, 0.06-0.79). However, their sensitivity
analysis concluded that a “small unmeasured con-
founder” could weaken the association between screen-

ing and hip fracture.
In the year following their DEXA scan, screened

participants whose DEXA scan revealed below aver-
age bone mineralization were more likely to start
calcium supplementation or bisphosphonate therapy
than participants whose bone mineralization was
normal. Initiation of multivitamin use among the
screened group was greater than the usual care group
in that same year (11% vs 7%), and falls were fewer
(16% vs 20%). 

■■ COMMENT BY ALLAN J. WILKE, MD
We’ve been hoping for the study that links screening

for osteoporosis with decreased incidence of hip frac-
ture—this isn’t it. In fact, an editorialist2 asserts that the
“small unmeasured confounder” is real and identifies it
as the “as-yet-unexplained geographic variation in hip
fractures in the United States.” The problem is that the
CHS was not designed to answer the question of whether
screening for osteoporosis reduces hip fractures. What
we need is a randomized, controlled trial that directly
addresses the question. 

What we can deduce from this study, though, is
that screening is associated with changes in health
behaviors, including use of medications to increase
bone mineralization and, perhaps, interventions to
prevent falls. It is possible that the lower rate of falls
was responsible for the decreased incidence of frac-
ture. The fact that individuals 85 years and older ben-
efited the most from screening should encourage us
not to ignore this ever-growing segment of the popu-
lation. Complicating the good news is that treatment
of women 80 years and older with risedronate reduces
the incidence of vertebral fractures, but not non-verte-
bral fractures.3,4

Will this study change your practice? As it currently
stands, we don’t do a very good job screening at-risk
women,5-7 let alone all women 65 years and older.   ■

References
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Osteoporosis and 
Celiac Disease
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Celiac disease was found in 3.4% of patients
with osteoporosis, compared to 0.2% without. Treatment
with a gluten-free diet improved bone density scores.
This study postulates that this prevalence justifies sero-
logic screening for celiac disease in all patients with
osteoporosis.

Source: Stenson WF, et al. Arch Intern Med. 2005;165:
393-399.

The washington university of school of medi-
cine Bone Health Clinic solicited all patients over a

2-year period for blood testing for celiac disease, result-
ing in 266 with osteoporosis and 574 without. Exclu-
sions were made for corticosteroid use, malignancy, or
known celiac disease, but not for cigarette smoking or
other lifestyle factors. Bone density was established
using dual-energy X-Ray absorptiometry and the lowest
T score of the hip, spine, or femoral neck. If either of the
antibody tests for celiac disease (IgA anti-TTG, or IgA
anti-EMA) were positive, patients were offered intesti-
nal biopsy at 8 random sites in the distal duodenum and
proximal jejunum.

Nine of the subsequent biopsy-positive celiac disease
patients were osteoporotic (3.4% of the 266 with osteo-
porosis), and only one positive was in the non-osteo-
porotic group (0.2% of those without). All of the biopsy-
positive cases had both anti-TTG and anti-EMA blood
tests positive, and 5 other biopsies performed on cases
with only one of these antibody tests positive were nega-
tive for celiac disease. Antibody tests for the wheat pro-
tein gliadin were not correlated with disease, and found
frequently in about 20% of all participants. Most celiac
disease patients also had biochemically evident sec-
ondary hyperparathyroidism with 25-hydroxy vitamin D
deficiency. 

Eight of the osteoporotic individuals with celiac dis-
ease were able to maintain a gluten-free diet for 1 year
along with medical therapy for osteoporosis, and 6 of
them had more improvement in their bone density T
scores greater than expected for those receiving standard
osteoporosis therapy. They also had improvement in
diarrhea, weight loss, and alkaline phosphatase levels. 

■■ COMMENT BY MARY ELINA FERRIS, MD
Screening blood tests are now available for celiac dis-

ease using standardized, quantitative serology for IgA
antitissue transglutaminase (anti-TTG) or IgA antien-
domysial antibody (anti-EMA), since the intestinal
enteropathy results from immune responses to gliadin, a
component of wheat proteins. In this study, intestinal
biopsy confirmed the positive blood tests in 10 of 16
cases (2 other positive blood tests declined the biopsy).
Both tests returning positive is likely to be sufficient for
diagnosis unless the individual if IgA deficient (false
negatives estimated to be 2.8-8%). 

An accompanying editorial points to other articles
which have not shown such strong associations between
celiac disease and increased fracture risk, and suggests
that the most screening benefit would actually be found
in testing high-risk white women under the age of 18, in
order to maximize the bone mass that is determined in
youth.1 At the present cost of $80-120 for each screen-
ing test, they project that population costs for screening
would be $43,000 to prevent a single fracture, which is
similar to the cost of mammography to detect breast
cancer in asymptomatic individuals. Their conclusion is
that it is impossible to make clear recommendations for
widespread celiac disease screening at this time.

Nonetheless, this new information certainly propels
us to test more frequently for celiac disease and inter-
vene more aggressively when it is found; a review of our
current understanding of this disease has just been pub-
lished.2 Until more is known, our best hope for fracture
prevention still remains to encourage weight-bearing
exercise, adequate calcium and vitamin D intake, and
early treatment for osteopenia.   ■

References
1. Buchman AL. Arch Intern Med. 2005:165:370-371.
2. Alaedini A, et al. Ann Intern Med. 2005;142:289-298. 

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

Synopsis: NG feeding should be used for dysphagic
patients early and PEG feeding reserved for those who
do not tolerate NG feeding or who require long-term
tube feeding.

Source: Dennis MS, et al. Lancet. 2005;365:755-763; Dennis
MS, et al. Lancet. 2005;365:764-772.

Nutritional support is an integral part of the
management of neurologically ill patients. The
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FOOD trials were designed to assess the effect of feed-
ing on outcome in adult stroke patients. In the first
FOOD trial, 125 hospitals in 15 countries enrolled more
than 4000 stroke patients. Those patients who could
swallow were randomly assigned to a normal hospital
diet or a normal hospital diet plus nutritional supple-
ments equivalent to 360 mL at 6.3 kJ/mL and 62.5 g/L in
protein every day until hospital discharge. The primary
outcome was death or poor outcome at 6 months after
stroke.

Of the 2016 patients allocated to receive supple-
ments, 79 (4%) did not receive any due to staff error,
patients refusal, or clinical worsening. An additional
540 patients (28%) stopped receiving supplements
before discharge, mainly because of patient refusal.
The reasons for refusal were not liking the taste,
unwanted weight gain, or feelings of nausea. The
mean duration of hospital stay in the supplemented
groups was 34 days. There was no significant differ-
ence between groups for any complications. Pneu-
monia and urinary tract infection were the most
common in-hospital complications (6% and 7%,
respectively).

The study did not show a significant effect of routine,
oral nutritional supplements on the 6-month outcome of
acute stroke patients, a not surprising result given that
only 8% of enrolled patients were considered to be
undernourished at baseline. Therefore, the study could
not exclude a potential benefit from nutritional supple-
ments in undernourished stroke patients. 

The second report (pages 764-772) describes 2 food
trials that included stroke patients unable to swallow.
The first of these latter trials studied the effect of the
timing of early feeding on post stroke outcome:
Patients enrolled within the first week of admission
were randomly allocated to early tube feeding via per-
cutaneous endoscopic gastrostomy (PEG) or nasogas-
tic (NG) feeding, or to no tube feeding for more than 7
days. In the other trial, the route of administration of
early tube feeding was studied. Patients were allocated
to PEG or NG feeding and primary outcome assessed
at 6 months.

In the early (less than a week) vs late (after a week)
tube feeding trial, almost 900 patients were enrolled
by 83 hospitals. There was no significant difference
in outcome between early tube feeding and late,
although there was an absolute reduction in mortality
of 5.8% that was not significant (P = 0.09). There was
no excess of pneumonia associated with tube feeding.
The rate of gastrointestinal (GI) hemorrhage was
higher with early tube feeding rather than late (22 vs
11; P = 0.04). The trend favoring improved survival

in the early tube feeding group was offset by an
almost 5% increase in survivors with a poor outcome.
Dennis and colleagues speculate that early tube feed-
ing kept patients alive who would have otherwise
died, but their improved survival was in a severely
disabled state. 

In the PEG vs NG tube trial, 321 patients were
enrolled in 47 hospitals in 11 countries. PEG feeding
was associated with a 1% absolute increase in risk of
death that was not significant and a 7.8% increase in risk
of death or poor outcome that was significant (P = 0.05).
GI hemorrhage was more frequent with NG, rather than
PEG tube feeding (18 vs 5; P = 0.005). Therefore, Den-
nis et al recommend that NG feeding should be used for
dysphagic patients early and PEG feeding reserved for
those who do not tolerate NG feeding or who require
long-term tube feeding.

■■ COMMENT BY JOHN J. CARONNA, MD
The 3 FOOD trials provide useful information on

how and when to provide nutrition in acute stroke
patients. The first trial found that oral food supple-
ments are not necessary for patients who are not
malnourished. The second observed that early tube
feeding did not reduce stroke disability, and may
have promoted the survival of severely disabled
patients. The third study reported that NG tube
feeding was superior to PEG tube feeding in the
first weeks after stroke. Others have observed con-
tradictory results. For example, Norton and col-
leagues, in a small series of 30 patients, reported
that PEG tube feeding, compared to NG tube feed-
ing, significantly reduced mortality and aspiration
pneumonia after stroke. The experience of clini-
cians is that NG tube feeding is more troublesome,
if not more dangerous, than PEG tube feeding
because NG tubes are subject to misplacement and
obstructions; can produce ulceration of the nasal
mucosa and reflux esophagitis, and allow aspiration
of stomach contents. Nevertheless, the FOOD trial
results underscore the need for clinicians to careful-
ly consider the risks and benefits of the 2 routes of
enteral nutrition in the first weeks after the onset of
an acute stroke.   ■

Reference
1. Norton B, et al. BMJ. 1996;312:13-16.

Dr. Caronna is Vice-Chairman, Department of Neurolo-
gy, Cornell University Medical Center; Professor of
Clinical Neurology, New York Hospital.
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A New Way to Reduce Both
Postprandial Glucose and
Oxidative Stress!
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Pramlintide reduces postprandial glucose
excursions and oxidative stress in type 1 diabetes when
given with short acting insulin at mealtime.

Source: Ceriello A, et al. Diabetes Care. 2005;28:632-637. 

Oxidative stress has been shown to be increased
in the postprandial period in patients with diabetes

and has been implicated in the pathogenesis of micro-
and macrovascular complications.

In order to measure the effects of pramlintide on
oxidative stress and postprandial glucose Ceriello and
associates designed a randomized, single-blind, con-
trolled, crossover study. Nineteen subjects with type 1
diabetes underwent 2 standardized breakfast meal tests
and received pramlintide or placebo in addition to their
preprandial insulin. The plasma concentrations of glu-
cose and markers of oxidative stress (nitrotyrosine, oxi-
dized LDL [ox-LDL]), and total radical trapping antiox-
idant parameter (TRAP) were measured at baseline and
during the 4 hour postprandial period. 

Compared with placebo, pramlintide treatment sig-
nificantly reduced postprandial glucose excursions,
nitrotyrosine, ox-LDL, and prevented decline in TRAP. 

Correlation analysis, adjusted for treatment revealed a
significant association between postprandial mean incre-
mental area under the curve (AUC) from 0 to 4 hours
(AUC, 0-4 h) for glucose and postprandial mean incre-
mental (AUC 0-4 h) for each measure of oxidative stress
and TRAP (P < 0.001 for all correlations).

These findings indicate that the postprandial lowering
effect of pramlintide in type 1 diabetes is associated with
a significant reduction in postprandial oxidative stress.

■■ COMMENT BY RALPH R. HALL, MD, FACP
This is a drug that you need to know more about! On

March 16th 2005, Pramlintide (SYMLIN®), was
approved by the Food and Drug Administration for use in
conjunction with insulin. It is to be used at mealtime in
patients with type 1 diabetes who have failed to achieve
desired glucose control, despite optimal insulin therapy. It
also may be used in type 2 diabetes, and in patients who
are receiving mealtime insulin. Additional prescribing
information can be obtained at www.SYMLIN.com. 

Previous studies have suggested that postprandial
glucose is a stronger predictor of cardiovascular disease
than fasting glucose.1 Treatment with pramlintide may
then be associated not only with better glucose control
but also with better long-term survival and morbidity. 

Pramlintide is a stable, injectable, synthetic, analog of
amylin which was discovered to be secreted with insulin
in 1987.2,3 It is a neuroendocrine hormone that restrains
vagus-mediated gastric emptying and thereby slows car-
bohydrate absorption. It also suppresses hepatic glucose
output. In animal studies it was found to induce post-
prandial satiety and weight loss. This is a potential bene-
fit because of the associated weight gain in patients
receiving insulin.3

The physiology of amylin is a hot topic not only in
diabetes but also in the prevention of Alzheimer’s dis-
ease. You will be hearing a great deal more about amylin
in the future. Hull’s et al review3 is an excellent source
of the current information regarding the pathophysiolo-
gy of amylin secretion and accumulation in islet cells as
well as in the central nervous system.   ■

Note: The blinded parties in this study are the investi-
gators performing the tests and the statistical evaluation.  

References 
1. Ceriello A, et al. Diabetologia. 2003;46 (Suppl 1):

M9-M16. 
2. Kieppinger EL, Vivian EM. Ann Pharmacother. 2003;

37:1082-1089.
3. Hull RL, et al. J Clin Endocrinol Metab. 2004;89:

3629-3643.

Does Practice Make Perfect?
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Physicians who have been practicing longer
may be at risk for providing less quality care.

Source: Choudhry NK, et al. Ann Intern Med. 2005;142:
260-273.

Choudhry and colleagues sought to establish
the relationship between quality of care with clini-

cal experience by reviewing 62 articles that measured
physician knowledge or quality of care as well as time
since medical school graduation or age. More than 50%
of the studies suggested that physician performance
actually declined while only 1 study showed improved
performance. The areas measured in the various studies
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included:  knowledge; adherence to standards of practice
for diagnosis, screening, and prevention; adherence to
standards of appropriate therapy; and outcomes.  

Choudhry et al acknowledge that there are potential
limitations to the study, each of which could explain
aspects of the findings. For example, there may be other
studies that were missed in the review of the literature
showing the opposite findings, but there is no reason to
believe that a significant number of those exist.  Similar-
ly, since the studies were not designed to specifically
look at the relationship between experience and out-
comes, these could be chance findings, but since the
findings were very consistent, this explanation is unlike-
ly. As a third explanation, Choudhry et al suggest that
differences between practice guidelines could make
standard of care a difficult measurement to establish.
Analysis of the data did not support this view. Finally,
the potential benefit of practice experience might be
measured in parameters not covered here, such that its
positive effects would not be apparent here. Since the
measurements used seem to cover the gamut of how
physician performance is usually assessed, this certainly
cannot be disproven, but lacks credibility.

■■ COMMENT BY FRANK W. LING, MD
Before you skip past this review as irrelevant, consid-

er its implications. Nobody (the authors, myself, or any-
one else) is saying that you, specifically, are providing a
lower quality of health care than your younger peers. 
These data are all about large groups of physicians.  Nei-
ther do the data tell us that younger physicians are better
than their older, more seasoned peers. If you are won-
dering what specialties were involved in the studies
reviewed, you should know that these were not just
internists and, in fact, there were several studies which
included obstetrician/gynecologists. The concern is both
at the individual practitioner level as well as for medi-
cine as a whole. Continuing medical education is under
the gun here, as is the ongoing certification process.  In
order for the public to receive optimal healthcare, how
do I individually, and we, collectively, address these
findings? 

Without question, I’ve got to look at my own practice
patterns. Am I aware of current evidence-based recom-
mendations and guidelines? Do I practice the way I was
trained as a resident or based on what I heard from a sin-
gle speaker at a meeting several years ago? Do I rely on
more widely accepted recommendations offered by
respected organizations that have done systematic
reviews of the data? Do I keep up with current literature,
whether by reading journals or through summaries in
publications such as Internal Medicine Alert? Do I track

my patient outcomes to look at problems that I need to
address better?

Maybe these questions are answered more comfort-
ably by someone who has recently completed training
and has that little voice of their teachers asking nagging
questions of them. Indeed, their database should be
more current, albeit inexperienced. Certainly as my own
hair whitens and thins, I am constantly reminded of the
ever-changing technology and exploding knowledge
base that I face. Having been in full-time private practice
now for a full year, I am painfully aware of the chal-
lenges that I face trying to keep up. What I don’t ever
want to do, however, is to only fall back on my years of
experience at medical school and assume that is suffi-
cient for the years ahead of me in practice. I would chal-
lenge the reader to do the same: keep this article in mind
as you continue to provide your patients with the best
care possible. Let’s maximize the effectiveness of our
CME time, let's help the hospitals and insurance compa-
nies with their quality improvement plans, and let’s do
the best we can for our patients, regardless of how long
we’ve been out of training.   ■

Dr. Ling is an OB/GYN for Women’s Health Specialists,
PLLC, Memphis, Tennessee

Pharmacology Update
Entecavir Tablets and 
Oral Solution
(Baraclude)
By William T. Elliott, MD, FACP and
James Chan, PhD, PharmD

Entecavir is a nucleoside analog approved for
the treatment of chronic hepatitis B viremia (HBV).

It has demonstrated antiviral activity against both wild-
type and lamivudine-resistant virus. Entecavir is market-
ed by Bristol-Myers-Squibb as Baraclude. 

Indications
Entecavir is indicated for the treatment of chronic

HBV in adults with evidence of active viral replication
and either evidence of persistent serum transaminases
(ALT or AST) or histologically active disease.1

Dosage 
The recommended dose is 0.5 mg once daily in
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nucleoside treatment-naïve patients. The dose is 1 mg
for patients with a history of HBV while receiving
lamivudine or known lamivudine resistance. Entecavir
should be taken on an empty stomach (at least 2 hours
after a meal and 2 hours before the next meal).1

Entecavir is available as 0.5 mg and 1 mg tablets and
a 0.05 mg/mL oral solution.

Potential Advantages
Entecavir is more potent that lamivudine and has

shown activity against lamivudine-resistant HBV.1-3

Emergence of resistance to entecavir may take longer to
develop than lamivudine as additional mutations other
than that involving the catalytic domain of HBV poly-
merase are required.2 Mutation encoding adefovir resis-
tance appears to remain susceptible to entecavir.1,4 HBV
from lamivudine-refractory patients that failed entecavir
therapy were reported to be susceptible to adefovir.1

Potential Disadvantages
While still active against lamivudine-resistant HBV a

20-30 fold higher concentration is required.2 The com-
mon side effects are headache, dizziness, and fatigue.
The frequency of moderate-to-severe headache and
fatigue is 3-4%.1 Lactic acidosis and severe hep-
tomegaly with steatosis, including fatal cases, have been
reported with the use of nucleoside analogs.1 Resis-
tance, perhaps infrequent, can emerge with prolonged
therapy.5

Comments
Entecavir is a carbocyclic deoxyguanosine analog

which is a potent agent against HBV. The safety and
efficacy of entecavir were compared to lamivudine in 2
phase III studies in nucleoside treatment-naïve patients
(n = 1347) who were either HBeAg-positive or negative
and had compensated liver disease.1 Histologic
improvement at 48 weeks was 70-72% for entecavir (0.5
mg) and 61-62% for lamivudine (100 mg). The propor-
tion of patients with HBV DNA < 300 copies/mL was
67% for entecavir and 36% for lamivudine in HBeAg-
positive patients. The corresponding values were 90%
and 72% for HBeAg-negative patients. Additional
change (log10 copies/mL) in HBV DNA from baseline
were approximately -1.5 and -0.5 for entecavir respec-
tively. All these differences were significant at P < 0.05.
Entecavir was also assessed in patients’ refractory to
lamivudine.1 In this study, patients who were refractory 
to lamivudine and switched to entecavir (1 mg) had a
histologic improvement of 55% compared to 28% who
remained on lamivudine (100 mg).1 Entecavir appears to
be well tolerated compared to lamivudine. Hepatitis B

symptoms may worsen or become serious after ente-
cavir has been discontinued. Patients should be moni-
tored for at least several months.1 The combination of
entecavir and lamivudine appears to be less synergistic
or additive than adefovir and lamivudine.6 The whole-
sale cost of entecavir is $20 per day for both strengths. 

Clinical Implications
HBV is a serious disease affecting approximately 5%

of the world population. High percentage of primary
liver cancers are caused by chronic hepatitis B. Pharma-
cologic therapy includes alpha-interferon, lamivudine,
and adefovir. Interferon generally has a low viral
response rate, higher frequency of adverse events, and
requires injection. Resistance develops to lamivudine
and adefovir with prolonged therapy albeit less frequent
with adefovir.  Entecavir appears to be potent, less prone
to resistance, and well tolerated.   ■
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CME Questions
21. Which of the following conditions may cause low bone density

in osteoporosis?
a. Gastroesophageal Reflux Disease 
b. Bronchiolitis
c. Allergic Rhinitis 
d. Celiac disease
e. Psoriasis

22. Which statement is false?
a. Pramlintide is an analog of amylin which is secreted by the pan-

creas.
b. Pramlintide administration may be associated with weight loss. 
c. Pramlintide increases the risk of cardiovascular disease.
d. Amylin accumulation in the pancreas is associated with a

decrease in beta cell function.  

Answers:21(d); 22 (c)
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Folate and Mecobal-
amin on Hip Fx in
Stroke Patients 

Hip fractures (hip) occur 2-4
times more commonly in persons

who have sustained a stroke than an
age-matched population. Amongst
these individuals, fractures occur more
commonly on the same side as the
stroke; bone mineral density (BMD)
studies have shown a corresponding
decline in BMD on the paretic side,
compared with the non-involved side. 

Homocysteine levels have been
associated with risk for ischemic stroke;
indirect evidence indicates that elevated
homocysteine levels may also be related
to osteoporosis, since individuals with
homocysteinuria (and concomitant
marked elevations in homocysteine)
demonstrate increased osteoporosis.
Whether modulation of homocysteine
by means of folate and B12 administra-
tion might effect HIP was the clinical
question posed by this study.

Patients (n = 628) who had suffered
an ischemic stroke resulting in hemi-
plegia at least 1 year prior to enrollment
and were aged 65 or older were ran-
domized in a double-blind fashion to
folate and B12 vs placebo. Subjects
were followed for 2 years.

The baseline homocysteine level was
elevated in both groups. Folate/B12 sup-
plementation resulted in a 38% decline in
plasma homocysteine (compared with a
31% increase in the control group), and
was associated with a dramatic 80% risk
reduction in hip fractures (10 fractures in
the treatment group, 43 in the placebo
group)! No adverse effects of folate/B12
were identified. This is the first such
study to demonstrate these highly favor-
able results, but many clinicians may be

sufficiently impressed with the efficacy
(combined with safety) that they consid-
er inclusion of folate and B12 for persons
who have suffered a hemiplegic
ischemic stroke.   ■

Sato Y, et al. JAMA. 2005;293:
1082-1088.

Accuracy of Clinical
BP Measurement?

Benefits accrued as a result of
hypertension (HTN) treatment are

based upon results of large, randomized,
clinical trials, some of which do not pro-
vide thorough details about the method
in which blood pressure (BP) was mea-
sured. Such issues as posture, timing,
and time in repose have been reported to
influence BP, but there are little data that
specifically addresses variation in BP
based upon these parameters obtained
from a large population.

Sala and colleagues selected 540
consecutive male and female patients
with essential HTN who were attending
an Italian hospital clinic for a routine
visit. BP was measured as follows: 1)
seated in a chair, after 5-10 minutes had
elapsed during history taking, with the
arm supported on a desk at mid-sternum
level, feet on the floor; 2) supine, after 5
minutes, at the end of the visit; 3) seated
on the side of a bed for 3-5 minutes with
the back unsupported, arm supported by
the operator at mid-sternum level, feet
on a foot stool; and 4) after standing for
3-5 minutes. A mercury-based sphyg-
momanometer was used. 

Mean BP was statistically signifi-
cantly lower when chair-seated
(143.5/87.2) than BP measured supine
(153.4/89.7), sitting on a bed
(148.9/90.9), or standing (144.8/91.7).
Other methods of measurement may
produce meaningful deviations from

BP that would be obtained using the 
guidelines recommended methodology.  

Sala C, et al. Am J Hypertens.
2005;18:244-248.

Sexual Problems
Among Women and
Men Aged 40-80

The global study of sexual atti-
tudes and Behaviors is a database of

13,882 women and 13,618 men from 29
countries. Data were obtained in a vari-
ety of methods, including in-person or
telephone interview (Westernized
nations) or mail-in questionnaire (Mid-
dle-East, some countries in Asia,
Africa). The population includes adults
aged 40-80, regardless of marital status
or gender orientation. 

Worldwide, sexual problems were
most frequent in Eastern and Southeast
Asia. The most common problem for
women was lack of interest in sex (rang-
ing from 26-43% among different
nations), followed by inability to reach
orgasm (range, 18-41%). Amongst men,
premature ejaculation was the most
common difficulty (12.4% in the Middle
East, 30.5% in Southeast Asia). Erectile
dysfunction was next most common in
men, with similar prevalence of lubrica-
tion difficulties in women. 

Financial problems and depression
were consistently associated with sexual
dysfunction in women. Erectile dys-
function was associated with lower edu-
cational achievement.

Sexual dysfunction is commonplace
in American men and women; this glob-
al vantage point provides a perspective
about the worldwide burden of sexual
dysfunction.   ■

Laumann EO, et al. Int J Impotence
Research. 2005;17(1):39-57.
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