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hronic kidney disease (CKD) is associated with an
increased risk of cardiovascular disease in general

and a broad spectrum of cardiac rhythm disorders
(including atrial fibrillation [AF]) in particular.
Although there are treatment options for many of these
disorders, management is often more complex and more
restricted in a CKD setting than in a non-CKD setting.'
The risk-benefit ratio for oral anticoagulants is particu-
larly difficult to judge in CKD patients, because of
increased risks of both thromboembolic episodes and
bleeding events. For many years, vitamin K antagonists
(VKAs, including warfarin) constituted the cornerstone
of oral anticoagulation in AF. Following a number of
pivotal trials, 4 direct oral anticoagulants (DOACs)
have been approved for use in non-valvular AF since
2010 (Supplementary Table S1) and have now sup-
planted VKAs in non-CKD patients. In contrast to
VKAs, the DOACs were evaluated in randomized clin-
ical trials (RCTs) and have included CKD patients.”*" **
Following post hoc analyses of the RCTs of DOACs in
CKD patients performed between 2011 and 2016, a 2018
Kidney Disease Improving Global Outcomes (KDIGO)
Controversies Conference stated that DOACs could be
recommended in patients with an estimated glomerular
filtration rate between 30 and 50 ml/min per 1.73 m’
(i.e., stage 3 CKD), with a view to preventing stroke.
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However, multinational data on the implementation
of DOAC treatment in real-world nephrology practice
among CKD patients are currently lacking.

The ongoing international CKD Outcomes and
Practice Patterns Study (CKDopps)’ was established to
provide insights into treatments, clinical practice, and
clinical outcomes in patients with CKD stages 3 to 5. In
the present analysis, we report on prescription patterns
for oral anticoagulants in general and VKAs versus
DOAGCs in particular.

RESULTS

Baseline Characteristics

This analysis included data from CKDopps, an ongoing,
international, prospective cohort study of adult non-
dialysis patients with an estimated glomerular filtration
rate <60mL/min per 1.73 m®’ Participants were
selected from national samples of nephrologist-run CKD
clinics in Brazil, France, Germany, and the USA be-
tween January 2013 and April 2019. Patients were
enrolled between 2014 and 2017 in Brazil, 2013 and
2017 in the USA, 2013 and 2019 in Germany, and be-
tween 2013 and 2016 in France. Of the 8149 patients
enrolled, 7040 had complete data on drug prescriptions
at baseline, and 1060 (15%) of these had at least 1
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Table 1. Baseline characteristics of the study population
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Oral anticoagulant at baseline

Type of oral anticoagulant

Total No

(N = 7040) (n = 5980)

Age af baseline (yr), median (1QR) 71 (62-78) 70 (61-78)
=75 yr 39 36
Male 59 58

eGFR at baseline (mL/min per 1.73 m2), mean (SD) 29.5 (11.6) 296 (11.8)

CKD stage at enrollment

Stage 2 and 3A 12 13
Stage 3B 26 26
Stage 4 56 55
Stage 5 6 6
Hypertension 92 92
Diabetes 47 46
History of atrial fibrillation 8 3
History of ischemic stroke 3 3
History of fransient ischemic attack 3 2
History of cerebral hemorrhage 1 0
Alcohol abuse within the past 12 mo 1 1
History of cirrhosis of the liver 2 2
Congestive heart failure 14 1
History of gastrointestinal bleeding 3 3
NSAID & 5
Diuretic 64 61
ACE inhibifor 34 34
Angiotensin receptor blockers 41 41
Calcium-channel blocker 48 49
Beta blocker 54 51
Ezetimibe 5 5
Statins 57 56
Glucose lowering medications 31 30
Profon pump inhibitors 34 33
Selective serotonin reuptake inhibitors 6 6
Aspirin 38 42
Clopidogrel 9 9

Type of DOAC
Direct factor Xa inhibitor
Direct thrombin inhibitor

Yes Vitamin K antagonist DOAC Imputed data,
(n = 1060) (n = 973) (n = 87) % (N = 7040)
75 (69-81) 75 (69-80) 77 (73-83) 0

54 52 70

65 66 57 0
29.3 (10.7) 29.2 (10.8) 29.9 9.7) 0

0

1 10 13

26 27 18

61 60 69

3 3 0

93 93 93 0.1

53 52 63 0.1

37 37 34 1

6 6 4 1

5 6 1 2

1 1 0 2

2 2 1 2

3 3 3 3

32 32 30 0.4

5 5 2 3
4 9 17

82 81 87 0

34 35 30 0

38 37 48 0

43 43 43 0

68 68 77 0

6 6 3 0

61 61 59 0

35 33 47 0

44 43 52 0

6 6 8 0

19 19 13 0

5 5 7 0
0

93

7

ACE, angiotensin-converting enzyme; DOAC, direct oral anticoagulant; eGFR, estimated glomerular filtration rate; IQR, interquartile range; NSAID, nonsteroidal anti-inflammatory drugs.

Unless otherwise noted, values are in percentage.

prescription of an oral anticoagulant (Table 1). The
proportion of patients with at least 1 prescription of an
oral anticoagulant was 3% in Brazil, 11% in the USA,
20% in Germany, and 15% in France.

Vitamin K antagonists were the most frequently
prescribed oral anticoagulants (92%), whereas only 87
of the 1060 patients (8%) were on DOACs (81 on a
direct factor Xa inhibitor and 6 on a direct thrombin
inhibitor). A low DOAC prescription rate was observed
at baseline in France, the USA, Brazil, and Germany for
all CKD stages (Supplementary Figure S1). The patients’
baseline characteristics (overall and according to the
prescribed type of oral anticoagulant) are summarized
in Table 1 and Supplementary Table S2. Among the
1060 patients on oral anticoagulants, 37% had a history
of atrial fibrillation, 6% had a history of stroke, and
5% had a history of transient ischemic attack.

Kidney International Reports (2021) 6, 2496-2500

Follow-up Data

The CKDopps is ongoing, and at least 3 years of
prospective follow-up (for the USA and Brazil) or 5
years (for France and Germany) are planned. A total of
6559 patients had data on oral anticoagulant pre-
scriptions during the CKDopps follow-up period; 481
patients had no follow-up data and so were excluded
from the subsequent analysis. Over a median follow-
up period of 3 years (interquartile range, 1.5-4.6),
5280 of the patients never received an oral anticoag-
ulant, 990 were already on an oral anticoagulant at
baseline, and 289 patients initiated at least 1 new
prescription of an oral anticoagulant. Thus, 1279 pa-
tients were exposed to oral anticoagulant during the
follow-up period (Figure 1). Figure 2 shows the in-
crease in DOAC prescriptions (as a percentage of all
oral anticoagulant prescriptions) over the course of the
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| 8149 participants |

Missing prescription data at
baseline n=1109

| 7040 included in the analysis |
I
Patients on an oralanticoagulant at baseline Patients not on an oral anticoagulant at baseline
n=1060 n=5980

- Vitamin K antagonist (n=973)
- Direct oral anticoagulant (n=87)

Missing prescription datal ] Missing prescription data

during follow-up n=70 - - during follow-up n=411
Patients starting on an oral

anticoagulant during follow-up

n=289
v v
Patients on an oralanticoagulant Patients not on an oralanticoagulant
during follow-up during follow-up
n=1279 n=5280

Figure 1. Study flowchart.

study. Among patients receiving a VKA at baseline oral anticoagulant users, 183 started on VKAs and 106
and who had data on medication prescriptions be- started on DOACs (4 in 2013, 4 in 2014, 14 in 2015, 19
tween 2013 and 2019, 43 switched to a DOAC in 2016, 28 in 2017, 16 in 2018, 19 in 2019, and 2 in
(Supplementary Table S3). Among the 289 incident 2020). Hence, DOAC initiation appears to have become

100+
751
2 Type of oral
§ anticoagulant
L
® 50 -»- DOAC
5 -~ VKA
X Overall
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Time in prescription
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DOAC 8 |12 17 [ 24 [31 [ 50 |54 |55 66|68 57|67 57]43
VKA 222 | 208 [ 273 [ 379 | 490 | 551 | 545 [ 490 | 452 | 387 | 288 | 259 | 185 | 104
Overall oral anticoagulant 230 | 220 | 200 | 403 | 521 | 601 | 599 | 545 | 518 | 455 | 345 | 326 | 242 | 147
Number of patients still present |13¢; 17732633 3647 4572|5157| 5200|4779 | 4481|4060 3127|2882 2457| 1527
at the start of the period

Figure 2. Time trends in oral anticoagulant use. At each time point, the number of patients receiving a VKA (or a DOAC) was divided by the total
number of patients receiving an oral anticoagulant. The percentage of patients receiving an oral anticoagulant is shown in gray; the de-
nominator is the number of patients still present at the start of the studied period. DOAC, direct oral anticoagulant; Sem, semester; VKA, vitamin

K antagonist.
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more frequent after 2015 (Supplementary Table S4).
Among the 106 patients having started on DOACs, 103
started on direct Xa factor inhibitors and 3 started on
direct thrombin inhibitors.

Discussion

In a large, international, prospective cohort study, we
observed low use of DOACs (relative to VKAs) in
nondialysis patients with moderate to severe CKD—
even though there was an upward trend in DOAC
prescription over the course of the study.

In non-CKD patients, DOACs (other than the his-
torical VKA class) now constitute the cornerstone of
oral anticoagulation in nonvalvular AF. However, evi-
dence in CKD patients is scarce and hard to interpret.
In fact, the efficacy and safety results for oral antico-
agulants (both VKAs and DOACs) in stroke prevention
in stage 4, 5, and 5D CKD patients are contradictory.””
In contrast, the data argue in favor of DOAC use by
CKD stage 2 and 3 patients.”

However, our analysis of an international cohort
showed that the proportion of patients receiving
DOACs was low in all 4 countries studied. This low
proportion contrasts with the highlights of the recent
2018 KDIGO Controversies Conference, stating that (on
the basis of pivotal RCTs) DOACs are (i) not inferior to
warfarin in patients with a Cockcroft-Gault estimated
creatinine clearance of 30 to 50 mL/min (25-50 mL/min
for apixaban)' and (ii) safer than warfarin. In RCTs that
compared warfarin with DOACs, DOACs were associ-
ated with an ~50% reduction in the risk of intracranial
hemorrhage. Among patients with an estimated creat-
inine clearance between 25 and 50 mL/min, treatment
with apixaban and edoxaban was associated with
significantly fewer major bleeding events.” Even
though the DOAC prescription rate tended to increase
over the course of the present study, we consider that
nephrologists should be aware of this marked, low
level of use. In contrast, DOACs are far more frequently
prescribed than VKAs in populations other than CKD
patients.””® We hypothesize that the relative underuse
of DOACs in CKD patients is due to (i) the lack of ev-
idence for DOAC prescription in patients with an
estimated glomerular filtration rate below 30 mL/min
per 1.73 m* (i.e., prescription might be limited if the
physician fears that renal function may worsen), (ii) the
cost and insurance coverage that might different for
VKAs versus DOACs, and (iii) the need for the DOAC
dose to be adjusted to the level of kidney function. Yao
et al.’s recent study of 1473 patients with AF and a
kidney-related indication for dose reduction found that
633 (43%) were potentially overdosed.” With regard to
oral anticoagulant prescriptions in the 4 countries
studied here, we observed a very low prescription rate

Kidney International Reports (2021) 6, 2496-2500
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in Brazil; this might be due to differences in insurance
coverage and thus patient care.

In view of the dissemination of RCT results and
guidelines, we expected to see a general increase in
DOAC initiation among incident prescriptions of oral
anticoagulants in the CKDopps study. We conclude
that specific guidelines on anticoagulation management
in CKD patients are necessary.

Our study had a number of strengths. First, we
analyzed a large, ongoing, diverse, international
cohort of patients with a broad range of kidney
function levels. Second, we collected comprehensive,
detailed, longitudinal data. Third, this is the first
study to have described the prescription of VKAs and
DOACs in nondialysis CKD patients. The study also
had some limitations. First, it is possible that some of
the oral anticoagulant prescriptions assessed here were
issued before the KDIGO guidelines. However, the
results of RCTs in CKD patients had already been
published before the start of the study period. Second,
the study design prevented us from collecting certain
types of data, such as the indication for oral antico-
agulants, the reasons for treatment switches, and the
CHA2DS2-VASc score. Third, the inclusion period was
very long; given that the CKDopps study is ongoing,
we had fewer patient data for 2019 and 2020 than for
earlier years.

Using international CKDopps data, we observed a
low prescription rate for DOACs (relative to VKAs) in
CKD stage 3 to 5 patients. This low prescription rate
was not in line with the RCT results and the interna-
tional guidelines. In view of the risk of significant
adverse events associated with VKAs, the prescription
of DOACs should be encouraged—particularly for CKD
stage 3 patients. Our present findings might be of value
in the design of subsequent clinical studies and thus
might help to improve the quality of AF management
among nondialysis CKD patients.

DISCLOSURE

BB, CT, RP, and BR are employees of Arbor Research
Collaborative for Health. MW is a former employee and
consultant for Arbor Research Collaborative for Health.

ZAM reports grants for CKD-REIN and other research
projects from Amgen, Baxter, Fresenius Medical Care,
GlaxoSmithKline, Merck Sharp and Dohme-Chibret,
Sanofi-Genzyme, Lilly, Otsuka and the French govern-
ment, as well as fees and grants to charities from Astellas,
Baxter, Daichii, and Sanofi-Genzyme; these sources of
funding are not necessarily related to the content of the
present manuscript.

BS reports grants for the CKD-REIN cohort study from
Amgen, Baxter, Fresenius Medical Care, GlaxoSmithKline,

2499




RESEARCH LETTER

Merck Sharp, and Dohme-Chibret, Sanofi-Genzyme, Lilly,
Otsuka, and Vifor Fresenius, as well as speaker honoraria
at the French Society of Diabetology from Lilly and at the
French-speaking Society of Nephrology, Dialysis, and
Transplantation from MSD, unrelated to the content of this
manuscript.

Research grants from Fresenius Medical Care, National
Council for Scientific and Technological Development,
grants (paid to employer) from AstraZeneca, Boehringer-
Lilly, Novo Nordisk, Akebia, and Bayer for participation in
advisory Boards and educational activities.

All the other authors declared no competing interests.

ACKNOWLEDGMENTS

Global support for the ongoing DOPPS Programs is pro-
vided without restriction on publications by a variety of
funders. For details, see https://www.dopps.org/AboutUs/
Support.aspx.

In France, CKDopps is based on the CKD-REIN study
funded by the Agence Nationale de la Recherche
through the 2010 “Cohortes-Investissements d’Avenir”
program (ANR) and by the 2010 national Programme
Hospitalier de Recherche Clinique. CKD-REIN is also
supported through a public-private partnership with
Amgen, Fresenius Medical Care, and GlaxoSmithKline
since 2012, Lilly France since 2013, and Otsuka Phar-
maceutical since 2015; Baxter and Merck Sharp &
Dohme-Chibret (MSD France) from 2012 to 2017; Sanofi-
Genzyme from 2012 to 2015; and Vifor Fresenius and
AstraZeneca since 2018.

In the USA and Brazil, support for the CKDopps Coor-
dinating Center has been provided by Keryx.

AUTHOR CONTRIBUTIONS

SL, RP, and ZAM designed the study; SML analyzed the
data; SL drafted the manuscript; SML, BB, CT, BS, BR, RP,
and ZAM revised the article; and all authors approved the
final version of the manuscript.

SUPPLEMENTARY MATERIAL

Supplementary File (PDF)

Supplementary Methods.

Table S1. Dates of marketing authorizations for DOACs in
France and Germany (regulator: European Medicines
Agency), the USA (regulator: Food and Drug
Administration), and Brazil (regulator: ANVISA), by
indication.

Table S2. The baseline HAS-BLED score in patients with
atrial fibrillation.

2500

Table S3. Description of patients who switched from a
vitamin K antagonist to a direct oral anticoagulant during
follow-up.

Table S4. Incident oral anticoagulant, by year.

Figure S1. Oral anticoagulants at baseline, by CKD stage
and by country.

Supplementary References.

REFERENCES

1. Wanner C, Herzog CA, Turakhia MP. Conference Steering
Committee. Chronic kidney disease and arrhythmias: high-
lights from a Kidney Disease: Improving Global Outcomes
(KDIGO) Controversies Conference. Kidney Int. 2018;94:231-
234. https://doi.org/10.1016/j.kint.2018.05.005.

2. Fox KAA, Piccini JP, Wojdyla D, et al. Prevention of stroke and
systemic embolism with rivaroxaban compared with warfarin
in patients with non-valvular atrial fibrillation and moderate
renal impairment. Eur Heart J. 2011;32:2387-2394. https://doi.
org/10.1093/eurheartj/ehr342.

3. Mariani L, Stengel B, Combe C, et al. The CKD Outcomes and
Practice Patterns Study (CKDopps): rationale and methods.
Am J Kidney Dis. 2016;68:402-413. https://doi.org/10.1053/].
ajkd.2016.03.414.

4. Turakhia MP, Blankestijn PJ, Carrero JJ, et al. Chronic kidney
disease and arrhythmias: conclusions from a Kidney Disease:
Improving Global Outcomes (KDIGO) Controversies Confer-
ence. Eur Heart J. 2018;39:2314-2325. https://doi.org/10.1093/
eurheartj/ehy060.

5. De Vriese AS, Caluwé R, Pyfferoen L, et al. Multicenter ran-
domized controlled trial of vitamin K antagonist replacement
by rivaroxaban with or without vitamin K2 in hemodialysis
patients with atrial fibrillation: the Valkyrie Study. J Am Soc
Nephrol. 2020;31:186-196. https://doi.org/10.1681/ASN.
2019060579.

6. Qamar A, Bhatt DL. Anticoagulation therapy: balancing the
risks of stroke and bleeding in CKD. Nat Rev Nephrol. 2015;11:
200-202. https://doi.org/10.1038/nrneph.2015.14.

7. Perreault S, de Denus S, White-Guay B, et al. Oral anticoagu-
lant prescription trends, profile use, and determinants of
adherence in patients with atrial fibrillation. Pharmacotherapy.
2020;40:40-54. https://doi.org/10.1002/phar.2350.

8. Katz DF, Maddox TM, Turakhia M, et al. Contemporary trends
in oral anticoagulant prescription in atrial fibrillation patients at
low to moderate risk of stroke after guideline-recommended
change in use of the CHADS, to the CHA , DS , -VASc score
for thromboembolic risk assessment: analysis from the Na-
tional Cardiovascular Data Registry’s Outpatient Practice
Innovation and Clinical Excellence Atrial Fibrillation Registry.
Circulation. 2017;10, e003476. https://doi.org/10.1161/CIR-
COUTCOMES.116.003476.

9. Yao X, Shah ND, Sangaralingham LR, Gersh BJ,
Noseworthy PA. Non-vitamin K antagonist oral anticoagulant
dosing in patients with atrial fibrillation and renal dysfunction.
J Am Coll Cardiol. 2017;69:2779-2790. https://doi.org/10.1016/j.
jacc.2017.03.600.

Kidney International Reports (2021) 6, 2496-2500


https://www.dopps.org/AboutUs/Support.aspx
https://www.dopps.org/AboutUs/Support.aspx
https://doi.org/10.1016/j.ekir.2021.06.004
https://doi.org/10.1016/j.kint.2018.05.005
https://doi.org/10.1093/eurheartj/ehr342
https://doi.org/10.1093/eurheartj/ehr342
https://doi.org/10.1053/j.ajkd.2016.03.414
https://doi.org/10.1053/j.ajkd.2016.03.414
https://doi.org/10.1093/eurheartj/ehy060
https://doi.org/10.1093/eurheartj/ehy060
https://doi.org/10.1681/ASN.2019060579
https://doi.org/10.1681/ASN.2019060579
https://doi.org/10.1038/nrneph.2015.14
https://doi.org/10.1002/phar.2350
https://doi.org/10.1161/CIRCOUTCOMES.116.003476
https://doi.org/10.1161/CIRCOUTCOMES.116.003476
https://doi.org/10.1016/j.jacc.2017.03.600
https://doi.org/10.1016/j.jacc.2017.03.600

	Prescription of Direct Oral Anticoagulants to Patients With Moderate-to-Advanced CKD: Too Little or Just Right?
	Results
	Baseline Characteristics
	Follow-up Data
	Discussion

	Disclosure
	Acknowledgments
	Author Contributions
	Supplementary Material
	References


