LETTERS

Response to “Association
between statin use and
ischemic stroke or major
hemorrhage in patients
taking dabigatran for atrial
fibrillation”

We thank Dr. Haertter and colleagues for
their letter.! We conducted a case-control
study nested within a cohort of patients
initiating dabigatran therapy.? Following
adjustment for baseline variables, we
found a higher risk of bleeding among
patients treated with simvastatin and lov-
astatin relative to other statins. Because
randomized trials are typically not
designed to examine outcomes of specific
drug interactions and patients in such
studies usually differ in important ways
from those who receive interacting drugs
in clinical practice, post-marketing obser-
vational studies such as ours provide com-
plementary information that supports safe
prescribing.

Our findings are consistent with prior
research showing that P-glycoprotein
inhibitors, including verapamil, increase
systemic exposure to dabigatran.3-
Although the magnitude of change follow-
ing concomitant dabigatran-verapamil
administration was lower in the RE-LY
study, Dr. Haertter’s own work shows
that changes in dabigatran concentra-
tions following verapamil exposure vary
with the timing and formulation of verap-
amil used.® The timing of administration
of dabigatran relative to verapamil in
RE-LY is unknown and may account for
this discrepancy, particularly because
the protocol was amended in February
2008 to caution about combined use.®

Further, a greater increase in dabigatran
exposure was observed among partici-
pants receiving verapamil in the RE-
COVER study.”

Although it is true that statins generally
cause little to no change in digoxin expo-
sure, dabigatran may be susceptible to
larger relative changes in systemic exposure
following inhibition of intestinal P-glycopro-
tein because of its lower bioavailability
(3%-7% v. 75%).*® The finding that statins
were not associated with an increased risk
in RE-LY likely reflects inter-study differ-
ences in design and population. Specifi-
cally, we compared outcomes between
statin types — the question of interest —
rather than in treated versus untreated
patients. In addition, the RE-LY study was
neither designed nor powered to evaluate
this interaction.

Finally, patients in our study may have
been at higher risk for hemorrhage than
RE-LY participants because of older age
(82 yr v. 71 yr) and lack of exclusions
related to the risk of bleeding. Our study
reflects outcomes of a drug-drug interac-
tion under “real-world” conditions of dab-
igatran use. Our primary message to clini-
cians and pharmacists is that when
patients treated with dabigatran require
statin therapy, it is prudent to avoid a drug
that may increase the risk of bleeding,
particularly in high-risk patients such as
those in our study.
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