
LETTERS TO THE EDITOR
mgof dry liver isw7 g ofmobilized excess iron (Figure 1,
dashed line), whereas 21 mmol/100 mg dry liver isw14 g
(Figure 1, solid lines). If we solve using the regression
equation of Brissot et al.2 (LIC ¼ (1.3 � mobilized
excess iron) þ 3.5), then the TBI is 7.3 g and 13.6 g,
respectively, for these 2 examples. Based on
Rottembourg’s expected hemodialysis annual blood
losses,3 (1.68 g/yr), patients with severe iron overload
by MRI-LIC would take at least 8.0 years to normalize
their LIC, and yet Rostoker’s group4 reports that they
did this in 10 to 12 months.

Additionally, Figure 2 of Brissot et al. demonstrates
that semiquantitative histologic estimates of LIC, as
Rostoker used in another publication, frequently
overestimate the actual LIC.2,6 At least one-half of the
grade 2 LIC estimates had normal actual LIC, whereas
w15% of grade 3 LIC estimates had normal LIC, and
many others should have been categorized as grade 2.2

In summary, these data indicate that MRI-LIC
measurement in dialysis patients overestimates TBI by
a factor of 10 when applying Brissot’s equation, whereas
I conservatively estimated that they were off by a factor
of 3 to 6.2,7 Brissot also demonstrates that histologic
assessments of LIC are inferior to actual determinations.2

I could not have made my points any better.
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American Geriatrics

Society Beers Criteria

and Anticoagulant Use

in Older Adults With

Renal Impairment
To the Editor: We are writing you regarding the 2015
American Geriatrics Society Beers Criteria for Poten-
tially Inappropriate Medication Use in Older Adults.1

Specifically, this letter is in reference to the use of
oral anticoagulants based on creatinine clearance
(CrCl) thresholds in this population.

The 2015 criteria provide, for the first time, recom-
mendations on the use of the newer oral anticoagulants
(e.g., rivaroxaban, apixaban, edoxaban, dabigatran).
The recommendations are provided in Table 6 of the
criteria and ultimately direct physicians to either
“Avoid” or use a “Reduced dose” for these therapies
based on the patient’s CrCl. Although most of the
recommendations made in these criteria are based on
evidence from literature searches, the CrCl thresholds
listed for these newer oral anticoagulants are based
on the respective Phase 3 clinical trial exclusion
criteria, which may not match the actual prescribing
direction provided in the labels.

For example, this is evident in the recommendation
for rivaroxaban (XARELTO), and patients with atrial
fibrillation with a CrCl <30 ml/min. The Beers criteria
state that this compound should be avoided in this
patient category, whereas the XARELTO package
insert, based on clinical trial data, allows for a
reduced dose (15 mg) in these patients. It should be
noted that the 15-mg dose of rivaroxaban was a
dedicated dose for those patients with a CrCl of 30 to
50 ml/min studied in the Phase 3 ROCKET-AF
(Rivaroxaban Once Daily Oral Direct Factor Xa
Inhibition Compared with Vitamin K Antagonism for
Prevention of Stroke and Embolism Trial in Atrial
Fibrillation), a dose paradigm that is unique to
XARELTO. Although the 15-mg dose was not studied
in those patients with a CrCl of #30 ml/min, the
pharmacokinetic and pharmacodynamic profile
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assessed in clinical pharmacology studies supported
the use of this dose strength, as it is expected to result
in serum concentrations of XARELTO similar to those
observed in the ROCKET trial.2–4

The authors point out that the American Geriatrics
Society Beers criteria “are an essential evidence-based
tool to use in decision making”1; however, for the
renally impaired atrial fibrillation population, the
recommendation does not appear to be “evidence
based,” as it does not consider the wealth of data
collected from clinical trials or the real-world
evidence collected since these medicines have been
made available. The abundance of real-world
evidence data continues to support the claims made
in the rivaroxaban label.

In this case, the American Geriatrics Society Beers
criteria may put patients at greater risk for a serious
adverse event (e.g., loss of efficacy) that would have a
greater clinical significance than the risk listed as the
rationale for why the criteria should be applied.
Although the criteria do state that “they are not meant
to override clinical judgement or an individual’s prefer-
ences, values and needs,”1 these criteria are commonly
followed by physicians, hospitals, and various
national compendia, which again, many times do not
reflect the current available data or the label.

Last, when giving the recommendation to reduce
the dose, the criteria fail to provide the actual dose
that should be given, leaving the practitioner ques-
tioning which dose would be appropriate, as the rest
of the criteria may not follow the current label.
Considering the potential risk for adverse events
based on a lack of actual evidence and practitioner
confusion, the criteria should be modified to better
reflect the wealth of data obtained to date from clin-
ical trial experience, real-world evidence, and the
currently approved labels.
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SUPPLEMENTARY MATERIAL

Table 6. 2015 American Geriatrics Society Beers Criteria for

non–anti-infective medications that should be avoided or

have their dosage reduced with varying levels of kidney

function in older adults. Reprinted from the “American

Geriatrics Society 2015 Beers Criteria Update Expert

Panel”: Table 6. 2015. Reproduced with permission from

American Geriatrics Society.1

Supplementary material is linked to the online version

of the paper at www.kireports.org.
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