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A Newly Identified Statin 
Toxicity

SOURCE: Mammen AL. Statin-associated 
autoimmune myopathy. N Engl J Med 
2016;374:664-669.

Statins, when appropriately dosed 
and used within FDA labeling, are 

generally safe medications, and provide 
significant cardiovascular risk reduction 
for patients presenting with elevated 
cardiovascular risk due to dyslipidemia, 
hypertension, or previous cardiovascular 
events. A minority of patients treated 
with statins develop myalgias. Clinicians 
resolve most of these cases with dose ad-
justment, switching statin, or removal of 
an interacting substance (e.g., grapefruit 
juice with simvastatin).

Statin-associated autoimmune myopathy 
(SAM) is a rare disorder (estimated at 
two to three/100,000 treated patients). It 
may occur at any time during the course 
of statin treatment and is characterized 
by muscle pain, progressive proximal 
muscle weakness, and elevations in 
creatine kinase levels (> 10 x ULN). 
Biopsy shows muscle-cell necrosis as well 
as autoantibodies against HMG-CoA 
reductase.

When disease is mild, statin cessation 
sometimes is sufficient to allow recov-
ery; however, combination immunosup-
pressive treatment (e.g., prednisone + 
methotrexate) is suggested for moderate-
severe cases, progressing to triple therapy 
(e.g., rituximab) if the initial combination 
treatment is insufficiently efficacious.

Most cases of SAM treated in a timely 

fashion with immunosuppressive therapy 
produce favorable outcomes. Hence, cli-
nicians in all specialties providing care to 
statin-treated patients must be cognizant 
of this newly recognized disorder.  n

Who Should Receive  
Diabetes/Prediabetes  
Screening?

SOURCE: Laiteerapong N, Cifu AS. Screening 
for prediabetes and type 2 diabetes mellitus. 
JAMA 2016;315:697-698.

In October 2015, the United States Pre-
ventive Services Task Force (USPSTF) 

published its first update on screening 
for diabetes/prediabetes since 2008. Its 
recommendations apply to overweight or 
obese adults 40-70 years of age, although 
the group also endorsed consideration 
of extending the reach of the screening 
umbrella to include younger patients or 
patients with lower body mass index for 
those with a family history of diabetes, 
gestational diabetes, polycystic ovary 
syndrome, or ethnic/racial minorities. 
The USPSTF recommended screening 
every three years, using any one or more 
of A1c, fasting glucose level, or glucose 
tolerance test.

Although treating persons with predia-
betes (using diet, exercise, medication, or 
combined treatments) delays progression 
to diabetes, it remains to be seen whether 
such early identification actually reduces 
clinical events. Clinical trial outcomes 
have found no significant reduction in 
mortality when diabetes-screened popula-
tions were compared with unscreened 
subjects.

With modest differences, the USPSTF 
recommendations are similar to those of 
the American Diabetes Association and 
the American Association of Clinical 
Endocrinologists. The USPSTF recom-
mendation received a “B” rating, as, 
“There is high certainty that the net 
benefit is moderate or there is moderate 
certainty that the net benefit is moderate 
to substantial.”  n

Chronic Fatigue Syndrome 
and Serious Adverse  
Outcomes

SOURCE: Roberts E, Wessely S, Chalder T, 
et al. Mortality of people with chronic fatigue 
syndrome: A retrospective cohort study in 
England and Wales from the South London and 
Maudsley NHS Foundation Trust Biomedical 
Research Centre (SLaM BRC) Clinical Record 
Interactive Search (CRIS) Register. Lancet 
2016;387:1638-1643.

Small, uncontrolled clinical case series 
have suggested that patients who suf-

fer from chronic fatigue syndrome (CFS) 
incur greater risks of heart failure, cancer, 
suicide, and overall mortality. A recently 
published report provides great reassur-
ance this is not the case.

According to Roberts et al, CFS is 
characterized by persistent or relapsing 
fatigue, along with at least four other 
symptoms such as memory loss, poor 
concentration, joint pain, and tender 
glands. They reviewed data compiled 
from a United Kingdom registry that 
included 2,147 CFS cases.
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During seven years of follow-up, there 
was no difference in all-cause mortality 
rates or cancer-specific mortality. On the 
other hand, there was a quite substantial 
increased risk for suicide among CFS 
patients.

Depression and anxiety previously have 
been established as common comorbidi-
ties for patients with CFS. The marked 
increased risk for suicide in CFS patients 
suggests clinicians should enhance their 
vigilance for CFS and promptly intervene 
with patients who screen positive for 
depression.  n

Vindication of Salmeterol-
Fluticasone Single-inhaler 
Combination

SOURCE: Stempel DA, Raphiou IH, Kral KM, 
et al. Serious asthma events with fluticasone 
plus salmeterol versus fluticasone alone. N Engl J 
Med 2016;374:1822-1830.

Monotherapy with salmeterol or 
other long-acting beta agonists 

(LABA) is not recommended for asthma 
treatment, based on the observation in 
asthma clinical trials that salmeterol 
monotherapy is associated with increased 

mortality. Similarly, a meta-analysis of 
patients who received combination treat-
ment with salmeterol and fluticasone 
provided in separate inhalers also showed 
higher asthma-related hospitalizations 
and death. However, it did not go unno-
ticed that just because patients received 
prescriptions for separate salmeterol and 
fluticasone inhalers does not guarantee 
that they actually used both devices, 
hence allowing for the possibility that 
some patients assigned dual treatment 
actually were only receiving LABA (or 
fluticasone) monotherapy.

To better address FDA concerns about 
LABA safety, researchers performed a 
randomized, double-blind trial com-
paring LABA + fluticasone (within the 
same inhalation device) to fluticasone 
monotherapy (n = 11,679). The primary 
endpoint was serious asthma-related 
events (death, intubation, hospitalization) 
over 26 weeks.

There was no difference in serious 
asthma-related events between LABA + 
fluticasone and fluticasone monotherapy. 
However, asthma exacerbations were 
21% lower in the combination LABA + 
fluticasone treatment group.

The prescription of LABA monotherapy 
for asthma patients is still appropri-
ate, but data are reassuring in regard 
to LABA + fluticasone therapy through 
which many patients enjoy symptom con-
trol and reduced exacerbations.  n

Considering Perioperative 
Statins in Cardiac Surgery

SOURCE: Zheng Z, Jayaram R, Jiang L, et al. 
Perioperative rosuvastatin in cardiac surgery. N 
Engl J Med 2016;374:1744-1753.

Based on favorable effect on surrogate 
markers such as C-reactive protein, 

as well as small clinical trials that sug-
gested reduced incidence of perioperative 
atrial fibrillation and other complica-
tions, guidelines have endorsed admin-
istration of perioperative statin therapy. 
The Statin Therapy in Cardiac Surgery 
trial was designed to provide more defini-
tive information.

Patients undergoing elective cardiac 
surgery (n = 1,922) were randomized to 
perioperative rosuvastatin 20 mg/d or 
placebo. The primary outcomes were 
atrial fibrillation and myocardial infarc-
tion within five days of surgery.

As has been previously demonstrated, ro-
suvastatin treatment reduced low-density 
lipoprotein levels and C-reactive protein. 
However, there was no difference in the 
incidence of atrial fibrillation or myocar-
dial infarction.

Of concern, there was an increased risk 
for acute kidney injury in the rosuvas-
tatin group; within the first 48 hours 
postoperatively, the frequency of acute 
injury of any severity was 24.7% in the 
rosuvastatin arm vs. 19.3% in the pla-
cebo arm. Fortunately, most of the acute 
kidney injury incurred was stage one 
(mild intensity).

Despite early data suggesting benefits of 
perioperative statin treatment, this larger 
data set fails to confirm benefit and indi-
cates some potential harm.  n

Cocaine Use and Pyoderma 
Gangrenosum

SOURCE: Jeong HS, Layher H, Cao L, et al. 
Pyoderma gangrenosum (PG) associated with 
levamisole-adulterated cocaine: Clinical, sero-
logic, and histopathologic findings in a cohort of 
patients. J Am Acad Dermatol 2016;74:892-898.

Clinicians should view photos of 
pyoderma gangrenosum. These im-

ages can be quite devastating and would 
likely add to the gravity of the informa-
tion Jeong et al recently provided in a 
published report.

Pyoderma gangrenosum classically 
presents as a rapidly progressive, painful, 
suppurative cutaneous ulcer. The ulcer 
most commonly occurs on the legs but 
can appear anywhere on the body. Pyo-
derma gangrenosum is most commonly 
associated with malignancy and inflam-
matory disorders such as ulcerative colitis 
and rheumatoid arthritis.

In the United States, as much as 80% of 
cocaine is adulterated with levamisole, 
which is known to produce vasculitis. 
Jeong et al reported on eight consecu-
tive patients presenting with pyoderma 
gangrenosum, each of whom had used 
cocaine. The biopsy pathology of 
cocaine/levamisole-induced pyoderma 
gangrenosum is indistinguishable from 
that associated with other disorders 
mentioned above. In addition to the other 
obvious concerns about cocaine use, add 
pyoderma gangrenosum to the list.  n


