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 Antikoagulan tedavi
— Warfarin
— Dabigatran
 Antiagregan tedavi

— Asetilsalisilik asit

— Klopidogrel



Diyaliz hastasinda AA/AK tedavi

 Endikasyonlar

— Genel endikasyonlar
o Atrial fibrilasyon
 Vendz ya da arteryal trombotik hadiseler
e Serebrovaskuler olay

— Ozel endikasyonlar

 AVF ya da kateter korunmasi



KBY hastalarinda tromboz egilimi

e Biyokimyasal
— Artmig prokoagulan faktorler (vWT)
— Artmisg pihtilasma faktor isaretci duzeyleri (D-dimer)
— Azalmis endojen antikoagulanlar (Antitrombin, protein
C-S)
— Azalmis fibrinolitik aktivite (plazminojen, tPA)
o Klinik
— Artmis arterial vaskuler hastalik
— Immobilite
— rHUEPO kullanimi
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KBY populasyonunda yillik AF insidansi normal populasyona
gore belirgin yuksektir (%2.7)



EventsiTotal N Rate and 95% CI

Study name Year

Wiesholzer 2001 31/ 158

Abbott 2003 an / 359

\azquez 2003 21/57

\azquez 2008 12/ 39

To 2007 14/ 87 —Ij_

E; AF olan hastalarda yillik mortalite %26.9

Chou 2010 63 /673 i)

Wizemann 2010 1342 / 4412 (]
Winkelmayer(cJASN) 2011 931 [ 2287 [}
Winkelmayer{JASN) 201 7180/ 18410 L]
Summary Event Rate 26.9 -
(events par 100 patient years) 0 75 50

Mortality in patients
with Atrial Fibrillation
(per 100 patient years)



Study name Year
Wiesholzer 2001
Vazquez 2003
Vazquoz 2008
To 2007
Ganovesi 2008
Vazquez 2009
Sanchez-Perales 2010
Wizemann 2010
Fujii 2011

Summary Event Rate
fevanls per 100 patient years)

Events/Total N

38 / 954
11/ 468
4 | BB4
B/ 249
39 7 942
2/ 411
14 / 1061

895/ 36552
14120
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Stroke in patients

without Atral Fisrillation
(per 100 patient years)

AF olmayan hastalarda inme sikligi %1.9



Btudy name
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Vazquez
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Genovesi

Chan
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Summary Event Rate
ievenis per 100 patient years)

Year

2001
2003
2006
2007
2008
2009
2009
2010
2010
2010
2010
2011

2011

EventsfMotal N

4 /158
6 /5T
2 /39
4 /87
25/ 486
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5/105
T2 /673
217337
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17120
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sroke in patients
with Atrial Fibrillation

(per 100 patient years)

AF olan hastalarda inme sikligi %5.2
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Warfarin in haemodialysis patients with atrial
fibrillation: what benefit?

Felix Yang "*, Denise Chou?, Paul Schweitzer?, and Sam Hanon®
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Dar terapotik indeks, cok sayida ilac ve yiyecek
etkilesimi

GFR <30 mL/dk/1.73 m2 durumunda ciddi doz
azaltilma gerekliligi

Esas olarak karaciger metabolizmasi (CYP P-450)

KBY'de KC cytochrome P-450 aktivitesi %45-80
oraninda azalabilir

Benzer dozlarda plazma duzeyi x 1.5 artar



« Hemodiyaliz hastalarinda kanama riski tromboz
riskine gore daha fazladir? (Iseki et al. Kidney Int.
1993)

— 1609 diyaliz hastasinin 4 yillik takibinde
 Serebral kanama riski x 10.7
 Subaraknoid kanama riski x 4 kat daha fazla

 Tum vakalar beklenenden 10 ortalama 10 yil 6nce gerceklesiyor



Stroke (7]

L T P ]

Dher svaned Clomwrular Fileratton Rae [y a Risk Faiovor loe Hemoer haghc Bai Not o
lwbemb Siaoks . [ he Roiverdam
Michirl | Bos. Prter | Keealstaal Adteert Hilman and Monbque M B Bretefer

Survd e JTHHT R Jli?ﬂlﬂi:m bl ol Cletiskes 25, 2007,
dol: MLEEGL AHA LD 455807



Table 2. Hazard Ratios for the Association Between GFR and Risk of Stroke (N=4937)

HR (95% Cl)
Event GFR* Model 1+ Mode! 2t Model 3t
All siroke Quariile 4 1 {ref) 1 {ref) 1 ref
(n="586) Quartile 3 0.86 (0.65-1.14) 0.88 {0.661.16) 0.85 (0.64-1.13)
Quartile 2 1.15 (0.88-1.51) .16 (0.82-1.52) 1.10 (0.84-1.44)
Quariile 1 1.14 (0.84-1.54) 1.15 {0.85-1.55) 1.04 (0.77-1.41)
|schemic siroke Quartile 4 1 (refy 1 {ref} 1 (ref)
(n=338) Quartile 3 0.88 (0.63-1.22) 0.89 (0.64—1.24) 0.87 (0.62—1.20)
Quartile 2 1.13 (D.82-1.56) 1.16 (0.84—1.60) 1.00 (0.78-1.51)
Quartle 1 087050120 0.00 (0.61-1.32 0.81 (0541200
Hemaorrhagic stroke Quartile 4 1 (refy 1 (ref} 1 (ref)
(n=44) Quartile 3 1.76 (0.58-5.29) 1,79 {0.58-5,38) 1.73 (0.58-522)
Quariile 2 3.06 {1.06-8.86) 3.12 {1.08-9.03) 202 (1.00-8.48)
Quartile 1 410 (1.25-13.42) 414 (1.27-13.54) 3.68 (1.12-12.00)

*Thresholds for increasing quartiles were 53.9, 63.1, and 72.0 mL/min/1.73 m? for men and 50.4, 60.3, and 70.1
mL/min/1.73 m® for women.




Table 3. Hazard Ratios for the Association Between Chronic Kidney Disease and Risk of

Stroke (N=4937)
HR (95% CI)

GFR
Fyent (mi/min/1.73 m) Model 1* Model 2* Model 3*
All siroke =60 (N=2652) { {ref 1 {ref 1 {ref
(n=>566) <BON=2285  120(106-157)  128(1.05-156)  1.22(1.00-149
Ischemic stroke =60 (N=2652) { (ref { {ref { {ref
(n=330) <BOMN=2285)  125(097-161)  126(098-163  1.19(092-153
Hemaorrhagic stroke =00 (N=2652) 1 (ref 1 {ref) 1 {ref)
n=44) <B0N=2285  302(145627)  305(1.46-635  2.88(1.38-6.01)




e Diaer kanama komblika asy onlari
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— GIS kanama
e 3-7% 6lim sebebi
e Insidans %2.5/yIl
e GIS kanama oykust 24.7%



e Diyaliz hastalari genel olarak antikoagulan
calismalarinda disarida birakilmistir

— the Atrial Fibrillation Follow-up Investigation of

Rhythm Management study (AFFIRM)

— Stroke Prevention in Atrial Fibrillation study

(SPAF)



Normal populasyonda SVO risk skalalar!
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Bu populasyonda antikoagulan tedavi %50 risk azalmasi saglar



Kanama riskini ongoren skalalar
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Use of Warfarin in People with Low Glomerular Filtration
Rate or on Dialysis
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Table 4 —Comparisan of Major Bleeding Rates
Between Patients With ESRID on OAC and the General

Pﬂpuful'an

Mujor Hemorthape  Major Heworrbuge
Study Rate Without QAT Rate With OAC

X5 —-10 artmig kanama riski

OHRBI low nsk 3
ORBI wedium risk 5
ORBI high risk )
EsRL) 'FHI[IHI.'HII-“IIL
Holden et ol (5 .1
Elliostt wot ul® 25-11 M54

All data are presented as % per year.



Major Bleeding in Hemodialysis Patients

Rachel M. Holden,* Gavin |. Harman,* Miso Wang." David Hotland * and Andrew G Day”
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TABLE L Saety of warfarin i emodishvais patics
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srokes (srokes per pt vear)
N__ischemic hemorthagic CHADS,

NoINRmontoring 24 23(0.068) 6/ 1]

available

INR~3 ol 1y 26 ;
AL

INR=2-3 038) 6(0012) 28 :
208

INR=1 519 0(0020) 4(0013) 28

143

INR<1 5 0o 30027 0¢) 21

12 p-rend=0.02

favorswarfann  favors no warfarin
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Warfarin Use Associates with increased Risk for
Strokes in Hemodialysis Patients with Arrial Fibrillation
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Normal kosullarda inaktif MGP ve Gas-6 proteinleri vit K bagimli

olarak karboksile edilir ve aktive hale gecerek kalsifikasyonu engeller
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Antibiyotikler, diyet kisitlamalari, malabsorbsyon ve warfarin kullanimi
vitamin K sunumunu azaltarak MGP ve Gas-6 aktivasyonunu inhibe
eder






KBY hastalarinda OAK kullanim 6nerileri

e OAK lehine

> 75 yas ve eslik eden risk
faktorleri (DM, HT, KKY)

TIA ya da inme
Atrial trombus varligi
Hasta tercihi
CHADS2 skoru > 2
Mitral darlik
Prostetik kalp kapagi

 OAK aleyhine

< 65 yas ve risk faktorl yok
Kontrolsliz hipertansiyon
Antiagregan kullanimi
Kalsifilaksi varligl ya da
oykusi

Yaygin kalsifikasyonlar
Malnutrisyon

Kanama oykusu

Sik diusme oykisu
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Anticoagulant treatment: the end of the old
agents?
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Influence of Renal Impairment on the
PFharmacokinetics and Phamacodynamics

of Ciral Dabigatran Etexilate
dm Chipaw-Labal, Parsllel-Daoug,. Single-Danore Sy
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-GFR dustikce plazma konsantrasyonu artiyor
-ESRD x6
-ESRD’de yari 6mur 2 katina ¢ikiyor (14->28 sa)

-1 HD seansi %62-68 plazma dlizeyinde azalma



Dabigatran, ng/mL o

100

=l
£n

i
i

e
£

C

B2 Hi
0

T
P: Py

T
| ]
%
|
!
| ]
|
:

0

5y
t

=150

¥ I_I_I

1

& W W

1] ]

| Tranexamic acid FVila

4 :
¢ vm

Timg 7.2mg

'

2 3 4 5 6 7 8 89 1011213 14 15 16 17

Pl b s o

.

@y Nl N I P ke IR O

-Ii-

Rt
g

120

N
g agn

|
Hemodiz

\w
""".-.
] i

X

o
o T

27

150 |



 Dabigatrana bagli kanama komplikasyonlarinda

kanitlanmis tek tedavi hemodiyaliz

 Takipte aPTT daha uygun
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Pro- and Anti-Inflammatory Cytokines in Chronic Pediatric

Dialysis Patients: Effect of Aspirin
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Use of Aspirin Associates with Longer Primary
Patency of Hemodialysis Grafts

Bradley 5. Dizon,*! Gerald J. Back.® Laura M. Dember,¥ Miguel A Vazgquez!

Arthur Groenberg,? James A. Delmez,** Michaal Allon,'" Jonathan Himmalfarb,™ Bo Hu,?!
Tom Greene, ™ Milena K. Radeva,! Ingemar J. Davidean,® T, Alp lkizher, ™

Gregory L Braden,*** Jeffrey H. Lawson,™" James R Cotton, Jr. ™ John W. Kusel, ¥
and Harold |. Faldman,™ for the Dialysis Access Contortium (DAC) Study Group
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Effect of Dipyridamole plus Aspirin
on Hemodialysis Graft Patency
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Effect of Clopidogrel on Early Failure

of Arteriovenous Fistulas for Hemodialysis
A Randomized Controlled Trial
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Sonuc

« KBY hastalarinda kanama egilimi tromboz

egiliminden daha ciddi bir sorundur

 Kardiyak ve damar yolu koruma icin AP ajanlar tekli

ya da kombinasyon olarak kullanilmasi mumkundur

« AK tedavide kar-zarar orani dikkatle hesaplanmali ve
Indikasyonlar normal popllasyona gore daha dar

tutulmalidir



