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Synopsis of atrial fibrillation in CKD. Various stages of CKD are displayed by the same colors
in all panels (blue, no CKD; green, CKD without hemodialysis; red, hemodialysis; purple,
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@PLOS | ONE Risk factors for death, stroke, and bleeding in
28,628 patients from the GARFIELD-AF registry

Relationships between variables and clinical outcomes during 2-year follow-up.
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@PLOS | ONE Risk factors for death, stroke, and bleeding in
28,628 patients from the GARFIELD-AF registry

Adjusted hazard ratios for 2-year outcomes according to baseline characteristics and anticoagulant
treatment: (A) all-cause mortality; (B) stroke/systemic embolism; (C) major bleeding.
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70-74y 2.22 (1.86 t0 2.65) 70-74y . 1.84 (1.41 t0 2.40) 70-74y L —— 1.88 (1.30 to 2.70)
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Rischio di stroke,
sanguinamento e morte in
M | pazienti con funzione

renale normale (linea
continua) e IRC (linea
tratteggiata)
Studio SPORTIF

Proietti M et al. EBioMedicine

http://dx.doi.org/10.1016/j.ebiom.2016.04.013




Incidenza di stroke, emorragie intracraniche e morte per tutte
le cause in pazienti con FA in presenza o meno di insufficienza
renale — Swedish AF Cohort Study 2014
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Medicina basata sulle prove di efficacia??

* RCT NAO vs TAO in IRC 5 o0 ESRD: ZERO



Medicina basata sulle prove di efficacia??

e RCT head to head tra NAO in IRC 5 o0 ESRD: ZERO



Medicina basata sulle prove di efficacia??

* RCT TAO vs PLACEBO in ESRD: ZERO



Prevalenza di FA per eta ed eta dialitica in 626
pazienti in dialisi a Vienna nel 2016
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Pazienti in emodialisi a Vienna nel 2016:
Stratificazione per score CHA2DS2-VASc
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Pazienti in emodialisi a Vienna nel 2016:
Stratificazione per score HAS-BLED
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Utilizzo di warfarin e rischio di stroke in pazienti
dializzati con fibrillazione atriale

HR LCL UCL
Chan (2009) (Stroke/Death) s 193 120 200
Wizemann (2010) (Stroke/Death) (<= 65 years) ot 120 045 388
Wizemann (2010) (Stroke/Death) (65-75 years) i 135 000 283
Wizemann (2010) (Stroke/Death) (> 75 years) p——vq 2.17 104 453
Winkelmayer (2011) (Ischemic Stroke) b 002 081 1
Winkelmayer (2011) (Hemorrhagic Stroke) e 238 115 408
Olesen (2012) (Stroke/Death) - 044 020 074
Our Study (2013) (Ischemic Stroke) - 14 078 107
Favours warfarin Does not favour
000 01 1 10 100

Shah M et al. Circulation 2014; 129: 1196-1203




Utilizzo di warfarin e rischio di sanguinamento in
pazienti dializzati con fibrillazione atriale

HR LCL UCL

Winkelmayer (2011) (Gl Bleeding) () 0.8 0.70 131
Olesen (2012) (Bleeding Death) - 127 0.0 177
ﬂ-.:rs:uuﬂzumcmy 3! 1.44 1.13 185
Favours warfarin Does not favour
_l_l_'_ﬂ'ﬂﬂ_?_!_l'rl'rﬂ'l_‘_rﬁ'ﬂﬂr_!_‘_rr"‘ﬁ
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Shah M et al. Circulation 2014; 129: 1196-1203



Relazione tra clearance creatininica (stimata con CG) e
Time in Therapeutic Range (TTR) - Studio SPORTIF

Creatinine Clearance (ml/min)
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Direct oral anticoagulants versus warfarin for preventing

stroke and systemic embolic events among atrial fibrillation
patients with chronic kidney disease (Review)

Kimachi M, Furukawa TA, Kimachi K, Goto Y, Fukuma S, Fukuhara S

Cochrane Database of Systematic Reviews 2017, Issue 11.
Art. No.: CD011373.

DOI: 10.1002/14651858.CD011373.pub?.
www.cochranelibrary.com
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Direct oral anticoagulants versus warfarin for preventing
stroke and systemic embolic events among atrial fibrillation

patients with chronic kidney disease (Review)

DOAC appeared to probably reduce the incidence of stroke and systemic
embolism events (5 studies, 12,545 participants: RR 0.81, 95% CI 0.65 to 1.00;
moderate certainty evidence) and to slightly reduce the incidence of major
bleeding events (5 studies, 12,521 participants: RR 0.79, 95% CI 0.59 to 1.04; low
certainty evidence) in comparison with warfarin.

Authors’ conclusions

Our findings indicate that DOAC are as likely as warfarin to prevent all strokes and
systemic embolic events without increasing risk of major bleeding events among
AF patients with kidney impairment.

These findings should encourage physicians to prescribe DOAC in AF patients
with CKD without fear of bleeding.

The major limitation is that the results of this study chiefly reflect CKD stage G3.

Application of the results to CKD stage G4 patients requires additional
investigation.

Furthermore, we could not assess CKD stage G5 patients.



Prevalenza totale e per dose di dabigatran e rivaroxaban in
pazienti dializzati con FA in terapia anticoagulante orale

Dabigatran and
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Drug Dose
Dabigatran

300 mg per day . Rischio di sanguinamenti
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FDA Approved Use of NOACs

CrCl Dabigatran Rivaroxaban Apixaban Edoxaban
150 mg BID 20 mg Daily Sor2.5mgBID 60 mg Daily
150 mg BID 15m Daily Sor2.5mgBID 30 mg Daily

30

15

Dialysis

NS

|RE-LY CrCI>30  [[ROCKET-AF CrCl>30

ARISTOTLE CrCI>25

TENGAGE CrCl>30

75 mg BID 15mg Daily S5or2.5mgBID 30 mg Daily
NOT APPROVED NOT APPROVED 5 or 2.5 mg BID NOT APPROVED
NOT APPROVED NOT APPROVED 5o0r 2.5 mgBID NOT APPROVED

CrCl, creatinine clearance; BID, twice daily.




2015 European Heart Rhythm Association
Practical Guide on Use of NOACs

CrCl Dabigatran Rivaroxaban Apixaban Edoxaban
150 mg BID 20 mg Daily 5 mg BID 60 mg Daily

150 mg BID, 110mg BID S— ne— S Dl

should be considered MRy e gl
30 RE-LY CrCI>30 [{ROCKET-AF CrCI>30 ENGAGE >30 —

ARISTOTLE CrClI>25
NOT RECOMMENDED 15mg Daily 2.5 mgBID 30 mg Daily
NOT RECOMMENDED NOT RECOMMENDED NOT RECOMMENDED NOT RECOMMENDED
Dialysis

v NOT RECOMMENDED

NOT RECOMMENDED

NOT RECOMMENDED

NOT RECOMMENDED

CrCl, creatinine clearance; BID, twice daily.




Take home messages

* La prevalenza della FA € molto maggiore nel paziente
uremico rispetto alla popolazione generale,

* e aumenta rapidamente con il tempo trascorso in
trattamento dialitico
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Take home messages

La prevalenza della FA e molto maggiore nel paziente
uremico e aumenta rapidamente con il tempo in dialisi

| dati sulla protezione offerta dal TAO sono contrastanti

Il rischio di effetti collaterali @ maggiore che nella
popolazione generale

Mancano studi randomizzati prospettici su IRC avanzata e
dialisi
| NAO sono eterogenei per farmacocinetica e dializzabilita

Ad oggi i NAO sono controindicati in presenza di IR molto
avanzata o nei pazienti in dialisi



