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Evidence-based updates in clinical pharmacology

Anticoagulation and Antiplatelet Updates
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Dabigatran, the first of the new oral anticoagu-
lants to be approved (in October 2010), and the 
only direct thrombin inhibitor, has been the source 
of controversy over bleeding risk. A new retrospec-
tive cohort study seeks to compare the bleeding 
risk of dabigatran to warfarin. Using Medicare 
beneficiaries who were newly diagnosed with atrial 
fibrillation, 1302 were started on dabigatran and 
8102 were started on warfarin and followed for 
up to 16 months. Dabigatran was associated with 
a higher risk of any bleeding event relative to war-
farin (hazard ratio 1.30, 95% CI, 1.20-1.41) and a 
higher risk of major bleeding (intracranial hemor-
rhage, hemoperitoneum, hematuria, GI bleeding 
and other bleeding) (HR 1.58, 95% CI, 1.36-1.83) 
as well as a hazard ratio of 1.85 for gastrointes-
tinal bleeding (CI 1.64-2.07). Dabigatran was 
associated with increased risk of major bleeding 
and GI bleeding for all subgroups analyzed, but 
the risk was especially high for African Americans 
and those with chronic kidney disease. Only 
intracranial bleeding was lower in the dabigatran 
group vs warfarin (HR 0.32, 95% CI, 0.20-0.50). 
The authors conclude that dabigatran should be 
prescribed with caution, especially in high risk 
patients (JAMA Intern Med. Published online Nov 
03, 2014. doi:10.1001/jamainternmed.2014.5398). 
These findings are in contrast to the pivotal RE-LY 
trial which showed similar rates of major hem-
orrhage to warfarin, and was the basis for FDA 
approval for dabigatran (NEJM 2009;361:1139-
1151). 

There will likely soon be reversal agent for the 
target specific oral anticoagulants (TSOA)s. The 
reversal agent, called PER077 has been tested 
on the newest TSOA, edoxaban (which is near-
ing FDA approval to join rivaroxaban (Xarelto), 
apixaban (Eliquis) and dabigatran [Pradaxa]). 

TSOAs are easy to use but lack a proven reversal 
agent. In a recent study published in a letter to 
the NEJM, PER977 given as a single intravenous 
dose, was shown to bind to edoxaban and reverse 
the anticoagulant effect within minutes.  Eighty 
healthy volunteers were given a 60 mg dose of 
edoxaban and predictably, the whole-blood clot-
ting time increased by 37% over baseline. Three 
hours later patients were randomized to a single 
100 to 300 mg dose of PER977 or placebo. In 
those receiving PER977, the whole –blood clotting 
time decreased within 10% of baseline in 10 min-
utes whereas the patients receiving placebo took 
12-15 hours to normalize clotting time. The effect 
of PER977 lasted for 24 hours (NEJM November 
5, 2014. DOI; 10.1056/NEJMc1411800). Neither 
edoxaban nor PER977 is available as yet but this 
is exciting news as it represents the first potential 
reversal agent for the new generation of anticoagu-
lants. Previous studies have suggested that PER977 
is also effective in reversing the effects of the all 
the TSOAs as well as unfractionated and low-
molecular weight heparin.

The duration of antiplatelet therapy after coro-
nary stenting is the subject of a new study. The 
standard has been one year of dual antiplatelet 
therapy with aspirin and a thienopyridine (clopi-
dogrel [Plavix} or prasugrel [Effient]). But a new 
study suggests that longer dual therapy may 
improve outcomes. In a large multicenter trial, 
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nearly 10.000 who had received a drug-eluting 
stent and 12 months of aspirin and a thienopyri-
dine were randomized to an additional 18 months 
dual platelet therapy vs aspirin plus placebo. 
Aspirin plus a thienopyridine reduced the rate of 
stent thrombosis compared to placebo (0.4% vs 
1.4% HR 0.29 [95% CI, 0.17-0.48]; P<0.001). 
Major adverse cardiovascular and cerebrovascular 
events were also significantly reduced (HR 0.71, 
P>0.001) as was the rate of myocardial infarc-
tion (HR 0.47, P<0.001). The all cause death rate 
was slightly higher in the dual therapy group (HR 
1.32, P=0.05) and there was more major bleeding 
with dual therapy (2.5% vs 1.6%, P=0.001). The 
authors conclude that dual antiplatelet therapy 
beyond 1 year after a drug-eluting stent, compared 
to aspirin alone, is associated with lower rates of 
stent thrombosis and major adverse cardiovascular 
and cerebrovascular events but with a high rate 
of bleeding (NEJM published online November 
16, 2014, DOI:10.1056/NEJMoa1409312). The 
increase in all-cause mortality is being further 
studied. 

Nonsteroidal anti-inflammatory drugs 
(NSAIDs) increase the risk of bleeding in patients 
with atrial fibrillation (AF) according to a new 
study. In a study of over 150,000 patients with 
AF, nearly 54,000 were prescribed a NSAID dur-
ing the 6.2 years of the study. The risk of serious 
bleeding within 3 months of taking a two week 
course of an NSAID was 3.5/1000 compared with 
1.5/1000 for patients not on a NSAID. The risk 
was even higher if AF patients were on an oral 
anticoagulant. NSAIDs were associated with an 
increased risk of bleeding and thromboembolism 
regardless of antithrombotic regimens or NSAID 
type. Higher doses of NSAIDs increased the risk of 
bleeding and naproxen and diclofenac were asso-
ciated with the highest risk. The authors recom-
mend that “NSAIDs should be discouraged unless 
other possibilities… have been exhausted” in AF 
patients and physicians should “exercise caution 
with NSAIDs in patients with AF.” (Ann Int Med 
2014;161:690-698). Although some NSAIDs con-
ferred a higher risk, even the COX-2 inhibitors 
celecoxib and the now banned rofecoxib increased 
bleeding risk.  n

FDA Actions
The FDA has approved a new single entity 

hydrocodone product with abuse deterrent proper-
ties. The new hydrocodone product is indicated 

for pain severe enough to require daily, around-
the-clock, long-term opioid therapy. The drug is 
not approved for short term or as-needed pain 
relief. The tablet is difficult to crush or dissolve 
and forms a thick hydrogel when tampered with 
that is difficult to inject. Hydrocodone extended 
release is manufactured by Purdue Pharma and is 
marketed as Hysingla ER. It is offered in 20, 30, 
40, 60, 80, 100, and 120 mg strengths.  This prod-
uct offers an alternative to Zogenix’s Zohydro, 
also a single agent hydrocodone product, which 
was approved by the FDA last year and was 
roundly criticized because of lack of tamper-proof 
qualities. The maximum dose of Zohydro is 50 
mg. Zogenix is working on their own tamper-
proof tablet which may be marketed as within the 
next 6 months.

The FDA has “concerns” whether two generic 
versions of extended-release methylphenidate 
(Concerta) are therapeutically equivalent to the 
brand-name drug. Methylphenidate is used to treat 
attention-deficit hyperactivity disorder in adults 
and children. The two approved generics manu-
factured by Mallinckrodt and Kudco Ireland Ltd 
“may deliver the drug in the body at a slower rated 
during the 7-12 hour range” according to the FDA 
statement. Janssen, the manufacturer of brand 
name Concerta also makes an authorized generic 
marketed by Actavis that is identical to the original 
product and has been found to be bioequivalent.  
The two generics of concern will stay on the mar-
ket and patients should stay on the drugs unless 
the drug is not providing the desired effect. 

The FDA’s Endocrinologic and Metabolic Drug 
Advisory Committee has reviewed liraglutide for 
the new indication of weight management and 
found it to be safe and effective enough to warrant 
approval. Liraglutide, a GLP-1-receptor agonist, 
is currently marketed by Novo Nordisk as Victoza 
for the treatment of type 2 diabetes.  Studies 
presented to the committee showed that obese 
patients who injected 3 mg of liraglutide daily 
lost at least 5% of body weight, including 22% 
of participants who lost 10%. There was concern 
voiced by one reviewer regarding an imbalance in 
the number of breast cancers in women taking the 
drug and there has also been lingering concerns 
about thyroid cancers, but the committee felt that 
these issues could be studied in post-marketing 
studies. If approved by the FDA for weight loss, 
liraglutide will be marketed for that indication as 
Saxenda.  n


