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W e thank Larsen et al. for their interest in our work and
for an opportunity to clarify our research. We found

that the risks outweighed the benefits of expanding warfarin
use to patients 65−74 years of age with a CHADS2 score of 0.
We came to this conclusion based on an examination of the
risks and benefits of prescribing warfarin in a Medicare pop-
ulation who had none of the CHADS2 risk factors for stroke
(congestive heart failure, hypertension, age>75 years, diabetes
mellitus, or a prior stroke or transient ischemic attack).
Even when warfarin is carefully monitored in randomized

trials of highly selected participants, it doubles the risk of
major hemorrhage.1 Outside of trials, hemorrhage rates are
higher, averaging 4 major bleeds per 100 patient-years with
warfarin use in Medicare-age patients.2 We found that pre-
scribing warfarin to this low-risk population nearly tripled the
rate of major hemorrhage (hazard ratio 2.9; 95 % CI 1.5–5.4).
As compared to warfarin, novel anticoagulants have lower
risks of intracranial hemorrhage but risks of extracranial hem-
orrhage that are equivalent or higher.3 Whether the benefits of
novel anticoagulants outweigh their risks in patients with a
CHADS2 score of 0 is unknown, as low-risk patients were
excluded from trials of novel anticoagulants.
The benefits of anticoagulants in clinical practice are lower

than in randomized trials. In our cohort of 65−74-year-old
patients with a CHADS2 score of 0, the stroke equivalents
per 100 patient-years were 2.6 with warfarin and 2.9 without
warfarin; the difference between these two strategies was not
significant. Although our dataset was from the 1990s, over the
past two decades, stroke rates have declined, which means that
the benefit of anticoagulant therapy also has declined. For
example, a recent population-wide study found that the stroke
rate for this low-risk population was less than 0.9 % per 100

patients-years4—below the 1 % to 2 % stroke rate that most
patients require before they are willing to take warfarin
chronically.5

In summary, the risks of expanding warfarin use to
patients 65−74 years of age with a CHADS2 score of 0
outweighed the benefits in our real-world population. We
agree that our data had limitations and that further study
of risks and benefits is needed. We also agree that the
risks of dual-antithrombotic therapy often outweigh the
benefits among patients with atrial fibrillation. Therefore,
we prescribe aspirin (without additional antithrombotic
therapy) in these low-risk patients. One benefit of aspirin
is its cardioprotective effect; another is that it is cost-
effective in this population, while anticoagulants are not.6
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