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USPSTF Updates Guideline on Screening for Lipid  
Disorders in Adults
The US Preventive Services Task Force (USPSTF) has 
updated its landmark 2008 guideline on screening for 
lipid disorders in adults. The update focuses specifically 
on “Statin Use for the Primary Prevention of Cardio-
vascular Disease in Adults.” The new guideline recom-
mends low- to moderate-dose statins in adults 40-75 
years of age without a history of cardiovascular disease 
(CVD) who present with one or more risk factors 
(dyslipidemia, diabetes, hypertension, or smoking) and 
a calculated 10-year CVD event risk of ≥ 10% using 
a CVD risk calculator such as the American College 
of Cardiology/American Heart Association calculator 
(grade B recommendation). The USPSTF also recom-
mends clinicians offer low- to moderate-dose statins 
selectively to the same group presenting with a lower 
10-year CVD event risk of 7.5-10% (grade C recom-
mendation). There is insufficient evidence to assess 
the balance of benefits and harms of starting statins 
in adults ≥ 76 years of age. The USPSTF also believes 
there is insufficient evidence to make a recommenda-
tion on screening or treating adults 21-39 years of 
age. Recommended daily doses for low-dose treatment 
include lovastatin 20 mg, pravastatin 10-20 mg, and 
simvastatin 10 mg. Moderate doses include atorvas-
tatin 10-20 mg, lovastatin 40 mg, pravastatin 40-80 
mg, rosuvastatin 5-10 mg, and simvastatin 20-40 mg. 
There is insufficient evidence to recommend high-dose 
statins for primary prevention. (JAMA 2016;316:1997-
2007)

High-dose Statins as a Secondary  
Prevention
However, a new study suggests high-dose statins ben-
efit patients for a secondary prevention. The records 
of more than 500,000 VA patients presenting with 

atherosclerotic cardiovascular disease (ASCVD) were 
reviewed to compare all-cause mortality with statin 
dosing. The study spanned nearly 500 days of follow-
up and included about 20% women. Just over 29.6% 
of all patients received high-intensity statin therapy, 
45.6% were on moderate-intensity therapy, 6.7% 
were on low-dose therapy, and 18% were on no statin. 
High-dose therapy was defined as atorvastatin 40-80 
mg/day or rosuvastatin 20-40 mg/day. The mortality 
rate was the lowest in the high-dose group (4.0%), 
followed by the moderate-intensity group (4.8%), then 
low intensity (5.7%). The highest mortality was in the 
group on no statin (6.6%; P < 0.001). Patients 76-84 
years of age benefitted similarly to younger patients. 
The authors concluded that there was a graded asso-
ciation between intensity of statin therapy and mortal-
ity in patients suffering from ASCVD. High-intensity 
statins were associated with a small but significant 
survival advantage compared with moderate-intensity 
statins, even among older adults. Maximal doses of 
high-intensity statins were associated with a further 
survival benefit. (JAMA Cardiol. Published online Nov. 
9, 2016. doi:10.1001/jamacardio.2016.4052)

PPI Use and Community-acquired  
Pneumonia Risks
Proton pump inhibitor (PPI) use may not increase the 
risk of community-acquired pneumonia, according 
to a new study from researchers in the United King-
dom. In a cohort study spanning 1990-2013, 160,000 
new PPI users were evaluated with three modalities: a 
multivariable Cox model comparing risk in PPI users 
with controls, a self-controlled case series, and a prior 
event rate ratio analysis over the 12-month periods 
before and after the first PPI prescription. The regres-
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sion analysis showed a higher risk of pneumonia compared 
to controls (1.67 times higher for those exposed to PPI 
[95% confidence interval, 1.55-1.79]). But the other two 
analyses showed a lower risk. In the self-controlled study, 
the risk of pneumonia was almost twice as high in the 30 
days prior to a PPI prescription (relative risk, 1.92; 95% 
confidence interval, 1.84-2.00). The prior event ratio also 
showed a higher risk of pneumonia the year prior to PPI 
use compared to the year after. The authors concluded 
that the previously noted association between PPI use 
and community-acquired pneumonia is “likely to be due 
entirely to confounding factors.” These factors may include 
gastroesophageal reflux disease. (BMJ 2016;355:i5813)

Exploring Therapies to Reduce Pelvic  
and Hip Fractures
The thiazide diuretic chlorthalidone is associated with a 
reduced risk of pelvic and hip fractures compared with 
other antihypertensive drugs, according to a new analysis 
of the ALLHAT study. Nearly 22,000 men and women 
(57% and 43%, respectively) were followed for up to eight 
years during masked therapy and more than 16,600 were 
followed for an additional five years. During the trial, 338 
fractures occurred. Patients randomized to chlorthalidone 
vs. amlodipine or lisinopril demonstrated a lower risk of 
fracture on adjusted analysis (hazard ratio [HR], 0.79; 
95% confidence interval [CI], 0.63-0.89; P = 0.04). The 
risk of fracture was significantly lower with chlorthalidone 
vs. lisinopril (HR, 0.75; P = 0.04) but not amlodipine (HR, 
0.82; P = 0.17). These findings “provide evidence of a 
beneficial effect of thiazide-type diuretic therapy in reduc-
ing hip and pelvic fracture risk compared with treatment 
with other antihypertensive medications.” This study 
strengthens evidence from other studies that suggested that 
thiazides improve bone strength and reduce fracture risk by 
exerting a positive effect on calcium balance and perhaps 
a direct stimulatory effect on osteoblasts. (JAMA Intern 
Med. Published online Nov. 21, 2016. doi:10.1001/jamain-
ternmed.2016.6821)

Notable COX-2 Inhibitor Carries Same CV 
Risks as Traditional NSAIDs
Celecoxib (Celebrex) has similar cardiovascular risks as 
traditional NSAIDs, according to a new industry-sponsored 
study. Celebrex is a COX-2 inhibitor, similar to rofecoxib 
(Vioxx) and valdecoxib (Bextra), which were both re-
moved from the market in 2004 and 2005 due to excess 
cardiovascular events. Celecoxib also has been implicated 
in an increased rate of cardiovascular events compared 
to placebo, but to a lesser extent than the other COX-2 
drugs. A new study compared celecoxib to the non-selective 
NSAIDs ibuprofen and naproxen in patients at risk for 
cardiovascular disease to assess cardiovascular safety. More 
than 24,000 patients presenting with rheumatoid arthritis 
or osteoarthritis were randomly assigned to celecoxib 100 
mg twice a day, naproxen or ibuprofen for a mean treat-
ment duration of 20 months and a mean follow-up period 
of 34 months with a primary outcome of fatal cardiovas-
cular events or nonfatal stroke or myocardial infarction. 
Nearly 70% stopped taking the trial drug during the study, 
and 27% discontinued follow-up. In the intention-to-treat 
analyses, a primary outcome event occurred in 2.3% of pa-
tients in the celecoxib group, 2.5% in the naproxen group, 
and 2.7% in the ibuprofen group (hazard ratio [HR] for 
celecoxib vs. naproxen, 0.93; 95% confidence interval [CI], 
0.76-1.13; HR for celecoxib vs. ibuprofen, 0.85; 95% CI, 
0.70-1.04; P < 0.001 for noninferiority in both compari-
sons). The results were similar in the on-treatment analysis 
(P < 0.001 for noninferiority for both comparisons). The 
risk of gastrointestinal events was significantly lower with 
celecoxib than with naproxen (P = 0.01) or ibuprofen (P 
= 0.002); the risk of renal events was significantly lower 
with celecoxib than with ibuprofen (P = 0.004), but was 
not significantly lower with celecoxib than with naproxen 
(P = 0.19). (doi: 10.1056/NEJMoa1611593). In a fairly 
strident critique, Dr. Garret Fitzgerald suggested the study 
was poorly designed and that “there are so many prob-
lems with the interpretation of PRECISION that it fails to 
inform clinical practice.” (Circulation. Published online 
Nov. 13, 2016. http://dx.doi.org/10.1161/CIRCULA-
TIONAHA.116.026324.)

FDA Actions
The FDA has approved prasterone to treat women with 
moderate to severe dyspareunia due to menopause-related 
vulvar and vaginal atrophy. The drug is the first FDA-ap-
proved product to contain prasterone, also known as de-
hydroepiandrosterone (DHEA). Prasterone is administered 
as a once-daily vaginal insert. Efficacy was established 
in two 12-week, placebo-controlled trials of 406 healthy 
women, 40-80 years of age with moderate to severe 
symptoms. Compared to placebo, the prasterone vaginal 
insert reduced the severity of pain experienced during 
sexual intercourse. Safety was established in four 12-week, 
placebo-controlled trials on one 52-week open-label trial. 
The most common adverse reactions were vaginal dis-
charge and abnormal pap smears. Prasterone vaginal insert 
is marketed as Intrarosa.  n
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