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To the Editor,

We have carefully read the comments of Alfaro-Lara et al. on the

results of our study CALIFA,1 as well as on those of the PAULA2 and

ANFAGAL3 studies. These studies provided information on the

quality of anticoagulation with vitamin K antagonists in Spain and

in patients with nonvalvular atrial fibrillation in the ‘‘real-life’’

setting. The 3 studies agreed that about 40% to 50% of these

patients had a time in therapeutic range (TTR) < 65% in the 6 to

12 months prior to the analysis, that is, that they lacked adequate

anticoagulation. This datum would be even worse if the

recommendations of the European Society of Cardiology were

being followed, which establishes a TTR > 70% as a criterion of

good control with vitamin K antagonists.4 These results are in

accordance with those of another Spanish study also published

in 2015, the FANTASIIA study.5 This study found an even higher

percentage (54%) of ‘‘poorly’’ anticoagulated patients (TTR < 65%

by the Rosendaal method).

Alfaro-Lara et al. point out that these studies, with the

exception of ANFAGAL (which largely randomly selected patients

and investigators), may provide biased estimates due to the

nonrandomized selection of investigators and the consecutive,

nonrandomized, inclusion of the patients; we agree with this

comment and discussed this aspect as a limitation in our study.

However, most real-life registries of various diseases share this or a

similar bias, without diminishing their results. Their veracity is

particularly evident when the results are consistent across all

studies, as is the case here, with similar results obtained in an even

more methodologically correct study such as ANFAGAL. Alfaro-

Lara et al. also note that the TTR (TTR percentage) of these studies

(69% and 63.8% by the Rosendaal method) are similar to or even

better than those found in other countries, with which we agree.

However, they are always inferior to those of Australian and

Northern European studies, where the TTR exceeds 70%,6 as in

some Spanish centers.7 In the latter study, conducted in Murcia,

Spain, the TTR reached 79.7% in patients with a SAMe-TT2R2 score

of 0 and even reached 72.3% in patients with a SAMe-TT2R2

score of 5. These findings indicate that vitamin K antagonists can

achieve better quality anticoagulation than usually obtained.

Moreover, to us, it seems more important that the simple TTR

value—the percentage of patients with a low TTR (< 65%)—lies

between 40% and 54% in these 3 Spanish registries. It also seems

arbitrary to argue, as Alfaro-Lara et al. have done, that the TTRs are

better if an INR (International Normalized Ratio) range between

1.8 and 3.2 is considered adequate. And why not consider a range

between 1.7 and 3.5 to be ‘‘adequate’’? We believe that we should

be strict and adhere to the recommendations of the clinical

practice guidelines, which define an INR between 2 and 3 to be

appropriate, and even believe that the TTR of a patient should be

increased to > 70% to be considered adequate. Unfortunately, even

with the above qualifications, we believe that our conclusion—that

patients with nonvalvular atrial fibrillation who receive vitamin K

antagonists in Spain are poorly controlled—is sound.
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To the Editor,

After a careful reading of the letter by Alfaro-Lara et al, we

would like to make a number of comments. First, several studies

have analyzed the degree of control of the international normal-

ized ratio (INR) in patients with atrial fibrillation receiving

anticoagulation therapy with vitamin K antagonists in Spain.

Although each study has its own particular methodology, all have

shown similar results, namely, that in clinical practice about 35% to

45% of patients receiving vitamin K antagonists have poor control
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of the INR.1–4 Crucially, these results are in accordance with those

of international studies, including the decisive clinical trials of the

direct anticoagulants. Recruitment of the investigators by conve-

nience—rather than randomized—sampling could indeed cause a

bias. However, the INR control is probably even worse than that

found in these studies, because the investigators selected tend to

be the most motivated and their results are thus likely to be

significantly better than those of general clinical practice.

In addition, although Alfaro-Lara et al consider that terms like

‘‘patients with poor control’’ should be avoided, we believe that

this term properly reflects the high-risk situation of many patients

whose INR values are often outside the guideline-recommended

therapeutic range.

Finally, the authors note that the results of the CHRONOS-TAO

study1 have also been calculated according to an ‘‘adjusted range’’

INR of 1.8 to 3.2, due to the possible margin of error of the

coagulometer (�0.2). We believe this statement to be incorrect because

it could be misinterpreted. According to the authors, we understood

that if a patient has an INR of 3.2, it is specifically because the error has

been �0.2, whereas if a patient has an INR of 1.8, the error has been +0.2.

However, if the error is � 0.2, the INR interval to be reached would be 2.2

to 2.8. This approach would ensure an estimated INR control of 2.0 to

3.0, which is the appropriate range, as was first shown more than

10 years ago5 and as included in all clinical practice guidelines.
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To the Editor,

First, we would like to thank Alfaro-Lara et al for their

consideration of the study conducted by our group (ANFAGAL),

and their acknowledgment of the effort made by the researchers

regarding sample selection. However, we would like to go into

certain aspects mentioned in their letter.

We are not in favor of broadening the therapeutic range of

vitamin K antagonists. The only interval that is safe and is

supported by evidence is between 2 and 3.1 The failure to change

the dose when a patient shows suboptimal control is referred to as

‘‘therapeutic inertia’’, and under no circumstances should be used

as an argument in a safety case.

With respect to self-monitoring, we wish to point out that it is

not very widespread in Spain and that it is very costly. In fact,

countries like Sweden that have reached extraordinarily high

levels of control with the use of self-monitoring are modifying the

management of oral anticoagulation in favor of a more extensive

use of direct oral anticoagulants, which are more beneficial in

terms of costs and safety than said model.2

Regarding adherence to therapy, we completely agree, but

would like to call attention to different publications and analyses

resulting from key clinical trials,3 registries of data from real-world

clinical practice,4 or cohort studies designed to examine this

aspect,5 all of which appear to indicate that adherence is greater

with direct oral anticoagulants.

It is the responsibility of prescribing physicians and primary

care teams to carry out an adequate follow-up of patients receiving

anticoagulation therapy, preferably in a program for chronically ill

patients, to ensure the implementation of an integrated approach

to risk factors, individual lifestyle, and adherence to the prescribed

drugs.

Finally, the agreement among three studies is not due to the

variables influencing the primary endpoint; rather, it comes about

because, in different sample populations, the authors identify the

similar percentage of patients with suboptimal control of antic-

oagulation.

Sergio Cinza Sanjurjo,a,* Daniel Rey Aldana,b Enrique Gestal

Pereira,a and Carlos Calvo Gómez,c on behalf of the investigators of

the ANFAGAL (ANticoagulación en pacientes con Fibrilación

Auricular en el ámbito de atención primaria de GALicia) study

aCentro de Salud de Porto do Son, Xerencia de Xestión Integrada,

Santiago de Compostela, A Coruña, Spain

Letters to the Editor / Rev Esp Cardiol. 2016;69(3):350–358 357

mailto:vivencio.barrios@gmail.com
http://refhub.elsevier.com/S1885-5857(15)00479-X/sbref0030
http://refhub.elsevier.com/S1885-5857(15)00479-X/sbref0030
http://refhub.elsevier.com/S1885-5857(15)00479-X/sbref0030
http://refhub.elsevier.com/S1885-5857(15)00479-X/sbref0035
http://refhub.elsevier.com/S1885-5857(15)00479-X/sbref0035
http://refhub.elsevier.com/S1885-5857(15)00479-X/sbref0035
http://refhub.elsevier.com/S1885-5857(15)00479-X/sbref0040
http://refhub.elsevier.com/S1885-5857(15)00479-X/sbref0040
http://refhub.elsevier.com/S1885-5857(15)00479-X/sbref0040
http://refhub.elsevier.com/S1885-5857(15)00479-X/sbref0040
http://refhub.elsevier.com/S1885-5857(15)00479-X/sbref0045
http://refhub.elsevier.com/S1885-5857(15)00479-X/sbref0045
http://refhub.elsevier.com/S1885-5857(15)00479-X/sbref0045
http://refhub.elsevier.com/S1885-5857(15)00479-X/sbref0045
http://refhub.elsevier.com/S1885-5857(15)00479-X/sbref0050
http://refhub.elsevier.com/S1885-5857(15)00479-X/sbref0050
http://refhub.elsevier.com/S1885-5857(15)00479-X/sbref0050
http://dx.doi.org/10.1016/j.rec.2015.11.017
http://crossmark.crossref.org/dialog/?doi=10.1016/j.rec.2015.12.005&domain=pdf
http://crossmark.crossref.org/dialog/?doi=10.1016/j.rec.2015.12.005&domain=pdf

	Degree of Anticoagulation Control in Patients With Atrial Fibrillation in Spain: Need to Minimize Biases and Contextualize...
	Conflicts of interest

	References
	CONFLICTS OF INTEREST
	References

	Sensationalist Headlines: Also in the Scientific Press? Response by Ferreira-González
	CONFLICTS OF INTEREST
	References
	References

	Syncopes in a Patient With a History of Radiotherapy: The Importance of a Comprehensive Assessment of Cardiac Involvement. Response
	References

	Echocardiographic Diagnosis of Ventricular Tachycardia: Is There a Problem With Clinical and Electrocardiographic Diagnostic Criteria?
	References

	Echocardiographic Diagnosis of Ventricular Tachycardia: Is There a Problem With Clinical and Electrocardiographic Diagnostic Criteria? Response
	References

	Degree of Anticoagulation Control in Patients With Atrial Fibrillation in Spain: Need to Minimize Biases and Contextualize Results
	References
	References

	Degree of Anticoagulation Control in Patients With Atrial Fibrillation in Spain: Need to Minimize Biases and Contextualize Results. Response by Barrios et™al
	Conflicts of interest
	References

	Degree of Anticoagulation Control in Patients With Atrial Fibrillation in Spain: Need to Minimize Biases and Contextualize Results. Response by Cinza Sanjurjo et™al
	References


