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Carbon Monoxide  
Toxicity in the Elderly

SOURCE: Muo IM, et al. Carbon mon-
oxide poisoning: Safety tips for practi-
tioners in the long-term care setting. Ann 
Long-Term Care 2015;23:35-38.

The signs of carbon monoxide toxicity 
(CMT) may be subtle and easily mis-

taken for other disorders, simply because 
clinicians may not think of it. Symptoms 
such as change in mental status, chest 
pain, dizziness, headache, nausea, sei-
zure, and syncope do not necessarily 
bring CMT to front-of-mind status. Most 
episodes of CMT occur in colder climates 
during winter, but CMT can occur in any 
environment, at any time of year. 

Typical presentations of CMT include 
sinus tachycardia, tachypnea, and focal 
neurologic deficits. Since pulse oximeters 
do not detect carboxyhemoglobin levels, 
pulse oximetry is usually normal. Because 
the affinity of carbon monoxide (CM) for 
hemoglobin is several hundred-fold great-
er than oxygen, once carbon monoxide 
has bound to hemoglobin, oxygen binding 
is markedly reduced and tissue hypoxia 
ensues. Acute MI, angina, and heart fail-
ure may all represent CMT. Chronic CMT 
can lead to neurologic damage, including 
Parkinsonism and frontal lobe dysfunc-
tion, sometimes presaged by admission 
for altered mental status. 

Hyperbaric oxygen treatment is gen-
erally considered the optimum treatment 
resource for CMT, although a Cochrane 
review did not confirm the superiority of 
hyperbaric oxygen over treatment with 
normobaric oxygen. When clinicians en-
counter syndromes reflecting potential tis-
sue ischemia, CMT should sometimes be 

among the differential diagnoses. Prompt 
intervention may prevent important neu-
rologic sequelae.  n

Does  
Hypovitaminosis D 
Increase Risk of Atrial 
Fibrillation in  
Hypertensive  
Patients?

SOURCE: Ozcan OU, et al. Relation of 
vitamin D deficiency and new-onset atrial 
fibrillation among hypertensive patients. J 
Am Soc Hypertens 2015;9:307-312.

If you have been practicing medicine for 
5 years or longer, you probably have 

already been assailed by literature from 
all compartments of medicine claiming 
that low levels of vitamin D are associated 
with almost anything bad that can happen 
to almost anyone. Just in case your dos-
sier of hypovitaminosis D crimes is insuf-
ficiently full, you might consider adding 
“New Onset Atrial Fibrillation” to the rap 
sheet. 

Ozcan et al evaluated 227 hyperten-
sive patients, among whom 137 had new 
onset atrial fibrillation (AFIB). When 
they compared the levels of vitamin D in 
persons with new onset AFIB to controls 
(the hypertensive patients who didn’t have 
AFIB), they found that low vitamin D lev-
els (< 20 ng/mL) were essentially twice 
as common in the AFIB group (67% vs 
33%). The odds ratio for incurring AFIB 
was almost 70% greater for patients with 
low vitamin D levels than vitamin D-re-
plete individuals. 

 Explanations for how vitamin D might 
be related to AFIB include the observation 

that activation of the renin-angiotensin-
aldosterone system is heightened in vi-
tamin D deficiency states. Whether vita-
min D supplementation would result in 
reduced incidence of AFIB has not yet 
been determined.  n

Reflections on the 
Consequences of 
Morning BP Surge

SOURCE: McMullan CJ, et al. Racial 
impact of diurnal variations in blood 
pressure on cardiovascular events in 
chronic kidney disease. J Am Soc Hyper-
tens 2015;9:299-306.

The circadian rhythm of blood pres-
sure (BP) in healthy individuals, as 

well as most persons with hypertension, 
is characterized by a 10-20% decline 
in BP overnight, followed by an early 
(pre-awakening) rise maintained through 
much of the day. The change from low-
est overnight BP to sustained morning 
BP is called the morning “surge,” re-
membering that timing of BP changes 
is actually relative to sleep cycle rather 
than time of day.

It has been noted that deviations from 
the “typical” circadian BP pattern of 
healthy individuals — for instance, fail-
ure to experience a dip in overnight BP 
(non-dipping) — is associated with in-
creased risk of cardiovascular (CV) end-
points. Additionally, CV events tend to 
cluster with the morning surge in BP in 
the population at large, including those 
with hypertension. 

McMullan examined diurnal varia-
tions in BP among patients with chronic 
kidney disease, to see whether ethnicity 
factors into outcomes. Their study pop-
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ulation included Japanese (n = 197) and 
African-American (n = 197) men. 

McMullan determined the morning BP 
surge was associated with increase CV 
risk in Japanese, but not African-Ameri-
can, men. Whether BP treatment that spe-
cifically affects morning BP surge might 
provide specific risk reduction indepen-
dent of overall BP control remains to be 
determined.  n

Treatment of  
Depression:  
Sometimes, It’s Hard 
to Beat Placebo

SOURCE: Papakostas GI, et al. The na-
ture of placebo response in clinical studies 
of major depressive disorder. J Clin Psy-
chiatry 2015;76:456-466.

In randomized, placebo-controlled medi-
cation trials for depression, meta-analy- 

ses indicate that substantial improvement 
occurs on placebo, averaging about 30% 
(range = 12-52%). Although one might 
expect that as placebo response rates rise, 
active treatment response rates should also 
increase, this has not been found to be the 
case. Hence, when placebo-responder 
rates are high, the likelihood of confirm-
ing a favorable response from active treat-
ment diminishes. 

Investigation into the factors that affect 
placebo responses have discerned numer-
ous potential contributors, including ill-
ness severity and chronicity, participant 
age, duration of the trial, and frequency 
of follow-up. Indeed, it has been pos-
ited that persons identified as depressed 

might be better categorized as “biologic” 
vs “environmental,” with the latter group 
demonstrating a more potent response to 
placebo. There has been some suggestion 
in the literature that clinical trials in ma-
jor depression have a substantial (up to 4 
weeks) run-in phase, to better identify pla-
cebo responders. 

Papakostas et al direct out attention to 
the possibility that we may have commit-
ted a statistical Type 2 error in reference 
to pharmacology trials in depression: we 
may have dismissed an intervention when 
indeed it was actually effective, to some 
degree due to an overly robust placebo re-
sponse. Clinical trials in major depression 
may benefit from attending to issues that 
tend to magnify placebo response.  n

The NOF Guideline on  
Prevention and  
Treatment of  
Osteoporosis

SOURCE: Altkorn D, Cifu AS. Screening 
for osteoporosis. JAMA 2015;313:1467-
1468.

Despite widespread public awareness 
campaigns, osteoporosis continues 

to exact a heavy toll on Americans, who 
suffer about 1.5 million fractures/year, 
including 300,000 hip fractures. Popula-
tion screening for osteoporosis has not 
been demonstrated to reduce fracture risk 
or mortality in a randomized trial, but ex-
trapolation of results from interventional 
osteoporosis trials in men and women 
treated pharmacologically show impres-
sive reductions in vertebral fractures (ap-
proximately one-third), hence the support 
from various agencies with interest in os-
teoporosis and its consequences.

The National Osteoporosis Founda-
tion (NOF) suggests screening be rou-
tinely performed with bone mineral den-
sity (BMD) at age 65 in women and 70 in 
men, as well as men and women aged 50-
69 with risk factors (such as menopause, 
corticosteroid use, positive family history, 
prior fracture, and positive FRAX score). 

In persons with low BMD, NOF Guide-
lines suggest vertebral imaging dependent 
on age and other specific risk factors (e.g., 
low-trauma fracture during adulthood, 
height loss, or long-term steroid use). 

Not all voices are in harmony with 
NOF. For instance, the U.S. Preventive 

Task Force rated osteoporosis screening in 
men, regardless of age as “I”: insufficient 
evidence to recommend for or against. No 
large randomized trial of BMD screening 
in men or women is on the horizon, hence 
clinicians may have to rely upon expert 
advice in the interim.  n 

Treatment Choices 
Among the PDE5  
Inhibitors

SOURCE: Hatzimouratidis K, et al. Psy-
chosocial outcomes after initial treatment 
of erectile dysfunction with tadalafil once 
daily, tadalafil on demand or sildenafil ci-
trate on demand: Results from a random-
ized open-lable study. Int J Impotence Re-
search 2014;26:223-229.

The currently available PDE5 inhibi-
tors — avanafil (Stendra), sildenafil 

(Viagra), tadalafil (Cialis), and vardenafil 
(Levitra) — all function by the same ba-
sic mechanism and have similar efficacy. 
Thus, the choice of which agent to pre-
scribe depends more on specific patient-
related factors and preferences.

The primary focus of this study by 
Hatzimouratidis et al was to evaluate the 
psychosocial outcomes of patients with 
erectile dysfunction when treated with an 
on-demand PDE5 inhibitor (sildenafil 50 
mg or tadalafil 10 mg) vs daily tadalafil 5 
mg. After the first 8 weeks of treatment, 
patients (n = 770) were informed about 
the option to try the other two treatments 
and decide which one they preferred, us-
ing their preferred PDE5 inhibitor for the 
next 16 weeks.

At the conclusion of the trial, there 
were no statistically significant differ-
ences among the three treatment options 
for most of the study metrics. There was a 
greater improvement in sexual self-confi-
dence and spontaneity in patients who re-
ceive tadalafil (daily or on-demand) than 
sildenafil, perhaps related to the longer 
half-life of tadalafil, which allows a sub-
stantially greater window of efficacy than 
sildenafil.

Patients may benefit from an opportu-
nity to try more than one PDE5 inhibitor, 
but the differences between them are gen-
erally quite modest.  n


