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e Fromooem‘c 0) lk kompllkasyonlar %35
l uarteryal
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= Singhal R et al., Thrombosis Research 2006
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éé 'r-n‘arktusu riskinde 5-6 kat artis
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= ‘¥'Ko"bner kalp hastaligina bagli 6lum riskinde 2-3 kat artis

Rabelink TJ et al., Kidney Int. 1994
Ordoniez et al., Kidney International 1993
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>'/r ~Uul sisteminde aktivasyon
ntlkoagulanlarda azalma

o '_JOJ‘JFJOJ,H* ¢ sistem aktivitesinde azalma
pGlome u1er hemostatik sistemdeki degisiklikler

-> ‘{“"::—.: _- E

‘?ﬂftmlg kan vizkositesi
- » Hemokonsantrasyon
> Steroid kullanimi
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- 1 dusuk molekul agirlikli heparin
- 1 oral antikoagulan

e

1 -Oemboli yok > Proflaktik antiagregan tedavi
-~ 3 Dipiridamol
- 1 > Doz bagimh etki gosterir

m 60-325 mg : Antitrombotik etki
= 650 mg : Antipiretik-analjezik
= 2000-6000 mg: Antiromatizmal

1 Yuksek risk grubu hastalarda oral antikoagulan
; Singhal R et al., Thrombosis Research 2006
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> Biy klmyasal aspirin direnci

f"-?:-'-' - 1 Uygun dozda duzenli aspirin alimina ragmen
— platelet fonksiyon testlerinde persistan

— platelet aktivasyonunun saptanmasi

Gasparyan et al., JACC 2008



PNEfiotik sendromlu hastalarda aspirin
cigeglef % midir?
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> lliskili faktor / faktorler var midir?



/Ne_ . Sendrom tanisi almis, 100 mg/gun

? n (en az 7 gun) kullanan erigskin yas

ﬁ-:-_-gmbundakl hastalar
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J\JJF\JF ullamimi
~ rlegEls veya LMWH kullanimi
/Jon L afta Icinde major cerrahi prosedur
O/r ,
j;:/ﬂé egmlglnde veya ailede kanama bozuklugu
= ykusu

== >Platelet sayisi <150.000/ul veya >450.000/pl
: >Hemog|ob|n <8 g/dl
» Myeloproliferatif hastalik oykusi
> llaca bagli trombositopeni dykisu
» Malignite 6ykisi olan hastalar
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~ 1 viicut kitle indeksi
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: ’> Glomeruler filtrasyon hizi

a dort degiskenli MDRD formulu
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1) omH‘ iemesi
“tam kan sayimi

; = kreatlnln
= ]  albumin
It--..:lu--- —r:
= 1 lipid profili
— _"I_i'"_" 1 C-reaktif protein

T

— *:2-_4 saatlik idrar 6rnegi

e a1 protein atilimi
2 albumin atilimi
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> T rom.’oos]:t:-:"” ksiyon analizatort (PEA-100)
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rLollzl Jen A DP veya epinefrin kapli aparatin icinden tam kan
J ,mla = ‘trombositlerin agonistlerle aktivasyonu saglanir.
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Lé 'os‘it'tlkaC| olugturularak In vitro kan akimi kesilinceye

d r_gegen surenin olcumu hesaplanir.

: -> Kolla]en/epinefrine bagli kapiller tikanma zamani <159 sn
olmasi ASA direnci olarak kabul edildi.

Gum PA et al., Am J Cardiol 2001
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~ Davzil) (lec‘s ker e
) ortalama+standart sapma (normal dagiliyorsa)

1 ortanca ve ceyreklikler arasi fark 25 ve 75 (normal
dagllmlyorsa)

Erlple *- "raS| karsilastirma

| ?---_{__:_‘_"‘ 1 Student t testi (normal dagiliyorsa)

.—:.:*-" = 1 Mann-Whitney U testi (normal dagilmiyorsa)
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-—*}Kategorlk degiskenler ki-kare testi ile karsilastiriimistir

=
=

> P<0.050 ise test istatistiksel olarak anlamli

» Tum hesaplamalar igin SPSS 13.0 versiyonu kullaniimistir.




glgularin Ozellikleri

| C _1|§maya dahil edilen toplam olgui sayisi; 36
_f_ _Yas ortalamasi; 40.3 £ 12.3 yil
-~ #Yasaralg; 18-70

4 Cinsiyet; 22 Erkek, 14 Kadin



B ASAdirencli
B ASA duyarh

Toplam n=36




- 40.7+£11.9

396+ 13.3
11 (%50) 11 (%78.6) AD

aimD) 26.7 £ 4.8 27.8+4.6 AD

| #ASA kullamm siiresi (ay) 23 (78:38)  7(35525)  AD

AD, anlamli degil; ASA, asetil salisilik asit; VKI, viicut kitle indeksi.
* Ortanca degeri verilmistir.



13.2+18 13.7+24 AD

9.5+3.7 9.7 +4.0 AD

-~ Platelet (x1000 mm3)  316+95  330+79  AD

AD, anlamli degil; ASA, asetil salisilik asit



3.2 (3.2-6.3) 3.5 (3.2-9.2) JA\D)
0.8 (0.7-1.1) 1.05 (0.8-1.7) JA\D)

100.6 (55.2-134.3) 81.9 (49.1-115.6) AD

—-:(-m176k/1 J3m2)

AD, anlamli degil; ASA, asetil salisilik asit; GFH, Glomertiler filtrasyon hizi
* Ortanca degeri verilmistir.



n=14
33.5(29.5-37.8) AD

742 (163-2631)  AD

AD, anlamli degil; ASA, asetil salisilik asit
*Ortanca degeri verilmistir.



B n=14
(mg/dl)  232.6+50.5 177.2+39.9

47.9+13.4  40.1+16.6 AD

Bmo/d)

- i*: :
172.6 £ 120.6 139.9 + 85.3 AD

'LDL (mgy/dl) 147.3+47.4  110.9 +30.1

AD, anlamli degil; ASA, asetil salisilik asit
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Fandinkddegiskenle

Slef Jf’J:, rombosit aktivasyonunu artirmakta
SAJ \ullanlml
_f('_jbzda kullanim
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_Iq SAlternatif trombosit aktivasyon yolaklari
.._—- ]Kollajene duyarlhlikta artis

= mKatekolamin desarjina bagh trombosit aktivasyonunda
— '-i-_: ~  artis (egzersiz, stres gibi)
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=T | TxA2 biyosentezinde artis (makrofaj ve endotelde)

> Genetik degisiklikler
3 COX-1 geninde mutasyon/polimorfizm
1 Glikoprotein llIb/llla reseptor polimorfizmleri

Simon Sanderson S et al.,Ann Intern Med 2005
Gasparyan et al., JACC 2008



TARTISMA
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- :;z: ‘i:(iapld platelet function assay): Trombin aktive edici peptid
_-:;; > Plazmalidrar tromboksan B2 diizeyi
;_[(:anama zamani
‘-""}“A'klm sitometri: monoklonal antikor / platelet aktivitesi
_ » Platelet agregasyon orani (PAR)

> Platelet graniil sekresyon 6l¢iimii
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Sanderson et al.,Ann Intern Med 2005



| Haste ' n |Yontem
populasyonu
: — —— =
GUIERAl - | Stabil KAH [ 325! | Optik agrometrej| /65!
| - | PFA-100 %69.5
Pamucuierals | Stent restenozul | 204 | PFA-100 %%31.3 stent restezunda,
e 9/010.7 patent stentte
Chansial :5’ Sé‘ktif PCI 151 |Ultegra RPFA | %19.2
ol JJL} etal. ACS ve stabil 204 | PFA-100 %40.3 ACS'lu hastalarda,
s KAH 9027 stabil KAH
) tal. Periferik arter 31 PFA-100 %40
e hastaligi
‘Helgason et al. | inme 306 | Optik agrometre | %25
Alberts et al. inme 129 | PFA-100 %56 <161 mg/giin ASA
alanlar,
%028 2325 mg/giin ASA
alanlar

Pamukcu B et al.,J Thromb Thrombolysis 2007






—Aepinin sensitive
——Aepinin reaistant
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3 B

Time (months)

MACE: Major cardiovascular events {unstable angina, STEMI, NSTEMI, stroke).

Pamukcu B et al., J Thromb Thrombolysis 2006



TARTISMA:

Mot Aspirin resistant

— — — Aspirin resistant

{ L) 'I. L
| Ei;.l f
0 LR
Death/MI/CVA (%)

I

Etllﬂ 4!1'13['! 500
Days after Treatment

Gum et al., JACC 2003
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CAT AT Owarall  CAD CVD
ATE

Types of thrombosmbolls events

Mahmoodi et al.,Circulation 2008
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Grotz et al., Transplantation 2004
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AN _DL yarliligirve Erken ostoperatlf Greft
e Fonksiyonu

ASA duyarl ASA direncli P
e n=29 n=11

-

e D
S e e
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CQ -1e|:

: TUTE"SVGH hizi 64.6 + 25.9 40.2 +17.4 | 0.007
— mL/dk)

- =

ASA, aspirin.

Acikel S et al., Transplantation Proceedings 2008
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i — 5 Machleidt C et al., Kidney Int 1989
Rabelink TJ et al., Kidney Int 1994

Kuhlmann U et al., Clin Nephrol. 1981
Sirolli V et al., Nephron 2002
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Machleidt C et al., Kidney Int 1989
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Nk o;uz____ platelet adezyon inhibitérd

Rabelink TJ et al., Kidney International 1994
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Hiperkc Iemiq& Aspmn-dlrenm
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. :”i-rf is platelet agregabilitesi
“antmis TXA2 retimi

—..-_

ﬁarfmlg trombin jenerasyon belirtecleri

—— - Szczeklik A et al., Circulation 2002

:‘F*S'ayllk statin tedavisi in vitro aspirin direncini hastalarin
- % 65’inde azaltmistir.

L

Tirnaksiz E et al., J Thromb Thrombolysis. 2009



~ 100 mJ/c ur i50lglgh )
SEI| irhastalarda yiiksek oranda aspirin
djrenr a tanm|§t|r

_l--

-
n

e
- —'.

__/#r e”kolesteroleml nefrotik sendromlu
ﬁhastalarda aspirin direncini etkileyen bir
_ faktor olabilir.
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5 “6' mrairencitiie™ s

1<l 0 SI faktorler aragtlrllablllr

- J\Jerrgrm _. Aot aStalanee

Lz oqr uvara dayall aspirin direncinin nefrotik
Senad omluhastalarda tromboembolik hastaliklar
— _Aﬁé afdlyovaskuler olay tizerine etkilerini arastiran
|n|k calismalar duzenlenebilir.

-> ASA verilmesi planlanan hastalarda aspirin
direnc taramasi yapilabilir.
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