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Vitamin D Status: Does 
Ethnicity Matter?

Source: Powe CE, et al. N Engl J Med 
2013;369:1991-2000.

Interest in vitamin d has been spurred by 
the observation that low 25-hydroxyvi-

tamin D levels (25[OH]D) are associated 
not only with risk for osteoporosis and 
fracture, but also with risk for falls in se-
niors. Indeed, limited data suggest that 
supplementation of low vitamin D in frail 
seniors reduces falls. There is, however, 
some disconnect between 25(OH)D levels 
as determined in black vs white Ameri-
cans. That is, black Americans have lower 
25(OH)D levels than whites, yet blacks 
have both a higher bone mineral density 
and lower risk for osteoporotic fracture. 

Current clinical practice does not typically 
include measurement of vitamin D-binding 
protein, which is the primary plasma protein 
carrying vitamin D in the blood, accounting 
for 85-90% of circulating vitamin D. Similar 
to the biochemistry of testosterone, it appears 
to be only the free 25(OH)D fraction (i.e., not 
bound to vitamin D-binding protein) that is 
active at tissue target sites. Genetic polymor-
phisms are responsible for variations in lev-
els of vitamin D-binding protein, and hence 
the amount of bioavailable vitamin D.

Powe et al compared bioavailable vi-
tamin D levels in subjects participating in 
the Healthy Aging in Neighborhoods of 
Diversity Across the Life Span Study (n 
= 2085). Overall, blacks had substantially 
lower 25(OH)D levels than whites (16 ng/
mL vs 26 ng/mL). Similarly, levels of vi-
tamin D-binding protein were essentially 
twice as high in white vs black subjects 
(337 mcg/mL vs 168 mcg/mL). Genetic 

polymorphisms more commonly seen in 
black Americans than whites — not eth-
nicity itself — explained approximately 
80% of the differences in vitamin D-bind-
ing protein levels. 

The greater bioavailable vitamin D in 
blacks compared to whites at compara-
ble 25(OH)D levels explains most of the 
above-mentioned discrepant black/white 
fracture risk. Additionally, since polymor-
phisms associated with increased bioavail-
able vitamin D can be seen in diverse eth-
nicities, the authors suggest that we may 
soon need to be incorporating measure-
ment of vitamin D-binding protein to ac-
curately interpret vitamin D status.   n

40 Bazillion Squirrels 
Can’t Be Wrong: Eat 
Your Nuts

Source: Bao Y, et al. N Engl J Med 2013; 
369:2001-2011.

At least in my neck of the woods, the 
common acorn (AKA: oak nut) is the 

preferred cuisine of squirrels. And have 
you ever seen an unhealthy, obese, dia-
betic, or hypertensive squirrel? Although 
across-traffic road misadventure while 
seeking nuts may be a common cause of 
death, the species enjoys unabated prolif-
eration in the southeast.

Previous literature has established a 
favorable inverse relationship between 
nut consumption and the incidence of car-
diovascular disease and diabetes. Whether 
this association translates into improved 
mortality as well has not been established. 
Bao et al report on mortality in subjects 
participating in the Nurses’ Health Study 
(n = 76,464 women) and the Health Pro-

fessionals Follow-up Study (n = 42,498 
men) in relation to nut consumption.

After adjustment for other risk factors, 
there was a statistically significant linear 
inverse relationship between frequency of 
nut consumption and mortality in both men 
and women ranging from a 7% mortality 
reduction associated with nut consumption 
less than once a week up to a 20% mortal-
ity reduction associated with daily nut con-
sumption. And by the way, it wasn’t just the 
high-ticket item nuts like cashews; the re-
lationships held for simple peanuts as well.

Despite their dietary wisdom, grey 
squirrels only live an average of 6 years. 
So, the moral of the story is that nuts can 
help you live longer, as long as you also 
look both ways before crossing the street 
and don’t stop in the middle.   n

Tinnitus: Not Much 
Room for Optimism

Source: Gabuley D, et al. Lancet 2013; 
382:1600-1607.

The consequences of tinnitus (tin)  
range from nuisance distraction to cata-

strophic. Some individuals quickly learn 
to ignore the spontaneous auditory sensa-
tions, but others are plagued with relentless 
awareness of competing, sometimes nox-
ious sounds. The unfortunate “bottom line” 
conclusion of the authors of this article is 
that there are no proven effective pharma-
cotherapeutic treatments for TIN. Since 
epidemiologic surveys in Europe and North 
America conclude that TIN may affect as 
many as 10% of adults, there is a compel-
ling need to identify effective interventions. 

There is no test that proves the diagno-
sis of TIN. Rather, it is a subjective report. 
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Investigation for CNS pathology (MRI) 
is suggested when TIN is not symmetric 
in both ears, when audiometry indicates 
unilateral abnormality, if there is asym-
metric hearing loss, or if there are positive 
neurologic findings. One special group — 
patients with TIN that is pulsatile and syn-
chronous with heartbeat — requires even 
more detailed investigation.

TIN is associated with depression and 
anxiety, each of which potentially merits 
treatment in its own right. Treatment specif-
ic to TIN is generally based on sound gen-
erators, of which there are a great variety, 
and for which outcome data are sparse. 

Uncommonly, TIN may be remedied 
when it is associated with an ototoxic medi-
cation or simple mechanical cerumen im-
paction. Some patients report meaningful 
benefits from the combination of sound-
generation devices and cognitive behavioral 
therapy. Evolving treatments that involve 
magnetic brain stimulation show some 
promise. Highly effective treatments to re-
duce or resolve TIN remain elusive.   n

PTSD May Impact 
Cognitive Function

Source: Cohen BE, et al. J Clin Psychia-
try 2013;74:1063-1070.

The prevalence of posttraumatic stress 
disorder (PTSD) varies widely depend-

ing on the population studied. For instance, 
in the general population, the estimated 
prevalence is about 7%, but prevalence in 
veterans may be twice that much or greater. 
The direct effects of PTSD on quality of 
life are substantial, but there has been little 

scientific inquiry into whether PTSD causes 
other downstream consequences. Cohen et 
al in the Mind Your Heart Study (n = 535) 
have chosen to examine whether PTSD is 
associated with impairment of cognitive 
function by studying younger (age < 65 
years) adult veterans free of known neu-
rologic disorders. The investigators used 
the Clinician Administered PTSD Scale 
(CAPS) for documentation. Cognitive test-
ing was performed with a battery that as-
sesses multiple domains of cognitive func-
tion such as processing speed, working 
memory, and executive function. 

Subjects with PTSD had worse cogni-
tive performance in several areas: process-
ing speed, executive function, and learning. 
CNS imaging has suggested that PTSD 
patients demonstrate anatomical reduc-
tions in the size of the hippocampus and 
frontal lobes, which are involved in epi-
sodic memory, processing, and executive 
function. Since depression, poor health be-
haviors, and vascular risk factors are also 
associated with cognitive dysfunction, the 
authors encourage particular attention to 
these elements in PTSD patients.   n

Oral Fluoroquinolones 
and Retinal Detach-
ment: False Alarm

Source: Pasternak B, et al. JAMA 2013; 
310:2184-2190.

In the last decade, there have been nu-
merous “scare signals” associated with 

medications: bladder cancer with thiazoli-
dinediones, cardiovascular (CV) disease 
with rosiglitazone, acute blindness with 
PDE5 inhibitors, CV events with rofecox-
ib, tendon rupture with fluoroquinolones 
(FLQ), etc. Some early scare signals have 
ultimately proven correct, and others have 
not, including the recent retraction of CV 
warnings with rosiglitazone. Of course 
while we are grateful to be apprised of 
meaningful medication risks as early as 
possible, at the same time false alarms lead 
to unnecessary avoidance of treatments that 
might otherwise be the best choice in a par-
ticular situation.

A case-control study in 2012 reported a 
significant 4.5-fold increased risk for retinal 
detachment among persons prescribed FLQ 
vs not. Consistent with the prior experience 
of increased risk for tendon rupture with 
FLQ, it was theorized that ocular connec-

tive tissue disruption induced by FLQ could 
lead to vitreous and retinal detachment.

The frequency of FLQ prescription 
merits confirmation of the above-men-
tioned findings. To that end, Pasternak et 
al reviewed data from the entire popula-
tion of Denmark from 1997-2011. In 
this interval, there were approximately 
750,000 FLQ prescriptions (non-use con-
trol group = 5.5 million).

The data showed no statistically signif-
icant relationship between FLQ prescrip-
tion and risk for retinal detachment. The 
authors suggest that if FLQ administration 
is associated with increased risk for retinal 
detachment, the risk is likely to be of neg-
ligible clinical significance.   n

Electronic Cigarettes 
for Smoking Cessation

Source: Bullen C, et al. Lancet 2013;382: 
1629-1637.

Despite their popularity, outcome 
trials for the efficacy of electronic 

cigarettes (eCIGs) — as well as long-term 
safety/efficacy data — are insufficient. 
The public, voting with their wallet, have 
widely endorsed eCIGs, if the fact that 
more than one-quarter of persons attempt-
ing to quit smoking in the United King-
dom in 2013 reported trying eCIGs is an 
adequate reflection of public sentiment. 

Bullen et all performed a trial in New 
Zealand of adults expressing a wish to stop 
smoking (n = 657). Study subjects were 
randomized to an eCIG, placebo eCIG, 
or nicotine patch. Telephone counseling 
was available for additional support PRN. 
Smoking status (confirmed by exhaled 
carbon monoxide testing) was ascertained 
12 weeks after the quit day.

Quit rates were low in all three arms of 
the study: 7.3% (eCIG), 4.1% (placebo 
eCIG), and 5.8% (nicotine patch). Because 
the quit rates were substantially lower than 
anticipated in the power calculation of the 
study, it was not possible to discern whether 
there was a statistically significant difference 
between the quit rates on “real” vs placebo 
eCIGs. In any case, the difference between 
them would hardly appear to be clinically 
relevant. There were no differences shown 
in serious adverse events, but considering 
the fact that eCIG use may potentially span 
many years, it would be premature to con-
clude that long-term use of eCIGs is safe.   n
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