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NSAIl Kullananlarda

>65 yas %70'i haftada en az bir NSAIll kullaniyor

Bunlarin %50’si her gun kullanmakta

En sik diklofenak ve ibubrufen kullaniimakta

NSAIl alanlarda PU nedeni ile hastaneye yatis (OR: 5.20)

PU komplikasyonu nedeni ile hastaneye yatis (OR 14.62)



NSAIl Kullananlarda
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Dispepsi 1.5-2 kat fazla

Peptik ulser kronik kullananlarda %20-40
Komplikasyon 4 kat fazla b
Nonselektif NSAIl alanda gastroduodenal tilser sikligi %15-30

Mide ulseri, duodenal ulsere gore 4 kat yuksektir .

Hernandez-Diaz et al. Arch Intern Med 2000
Laine et al Gastroenterology 2004
Ofman et al. Arthritis Rheum 2003



Risk Faktorlerini Ongorebilirmiyiz?
= Ulser hikayesi veya komplikasyonu
= Dual anti-platelet tedavi
= NSAIl + antikoagulan tedavi
= Yas 60 uzeri
= Kortikosteroid kullanimi

= Dispepsi veya GORH
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Dalton et al. Arch Intern Med 2003
Garcia Rodriguez et al. Lancet 1994

Silverstein et al. Ann Intern Med 1995



Risk Belirleme: Anti-platelet, NSAIl, Antikoagiilan
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Komplike ulser hikayesi, ozellikle yakin zamanda
Birden fazla risk faktoru (>2)

>065 yas
Yuksek doz NSAID
Komplike ulser hikayesi

Beraber aspirin (dusuk doz dahil), steroid veya
antikoagulan kullanimi

1' Higbir riSk faktoru yOk Guidelines for prevention of NSAID-related ulcer complications.

Am J Gastroenterol 2009; 104:728.



lligkili GIS Komplikasyon

Mean Incidence rate over 6 months

1 p 3
NMumber of risk factors

Risk factors: age = 75, history of PUD, history of Gl bleed,
Cardiovascular disease

Ann Intern Med 1995:241-249




Risk Faktorleri

Yas: 65 uzeri
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Kombinasyon Yapmaktan Kacin!

Clopidogrel + NSAID
Clopidogrel + ASA
Warfarin + NSAID

Warfarin + ASA

NSAID
ASA
Clopidogrel

Warftarin

Increased risk of
gastrointestinal bleeding

Odds ratio (log)

Delaney CA, et al. CMAJ 2007;177(4):347-51
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o Tesco xilb
= 50 -fold COX-2 selective

etodolac

el ocoxicam
celecoxib
nimesulide 5-50-fold CiOx -2 selective

diclofenac = 5 -fold COX-2 selective
sulindac sulfide

mieclofenamate
PiirD i canm
diflunisal
sodium salicylate
fenoprofen
ibuprofen
tolmetin
aE=Nalpatd eyl
aspirin
indome thacin
ketop rofen

| flurbiprofen
ke toralac

-1 o 1 2 3

In vitro Selectivity: COX-2 / COX-1 Ratio




Nonselektif NSAIl
Gastrointestinal Toksisite

-

ilac secimi kanama riskini azaltabilir!
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Tedavi Suresi ve Kanama RisKi

Increased risk appears at start of therapy and is
maintained during use
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Nonuse 31-80 91-180 181-365

Days of NSAID use




llag Dozu ve Kanama Riski

RR
Dusuk doz 1.6
Yuksek doz 4.2 e
Riski
Diisiik doz gy sl
Yiiksek doz g  lendusuk
doz NSAII
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NSAIl 6ncesinde H.pylori eradikasyonu
ulser gelisimini azaltir (primer korunma)

Study Eradication
n/N

Pilotto 2000 3/35
Labenz 2002 2/161

Total (95% CI) 196
Total events: 5 (Eradication), 0 (PPI)

Test for heterogeneity: ¥2=0.00, df=1 (P=0.97), I=0%
Test for overall effect: 7=2.22 (P=0.03)

PPI Peto OR Weight Peto OR
n/N 95% CI % 95% CI

0/34
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0/155
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— 4064 )45, 115.09]
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NSAIl & H. pylori

e Komplike olan ya da olmayan ulser hikayesi
olan hasta, ASA veya NSAIl oncesi

o Asemptomatik & ulser hikayesi yok, Uzun sureli
ASA veya NSAIl 6ncesi




NSAIl & ASA Baslanan Hastada Ulser

NSAIl veya ASA altinda iilser gelisti?

= Mumkunse bu ilaclari kes

= PPI >H2 bloker

= Hp eradike et

- Kanamali hastada Hp testlerinin duyarliligi

o [VET ] ¢

= NSAID veya ASA tedavisini almasi gereken hastada PPI



Asid baskilayicilar antitrombotik ve antiinflamatuar
kullananlarda GIS kanama riskini azaltir

RR (95% CI) RR (95% Cl)

Among all subjects Among NSAID users
0.80 (0.68-0.94) PPI 0.51 (0.34-0.78)
1.17 (0.92-1.50) H.RA 0.55 (0.31-0.97)
Nitrates 0.98 (0.81-1.19) Nitrates 1.03 (0.64-1.66)
Among clopidogrel monotherapy users
PP 0.18 (0.04-0.79
H.RA 0.05 (0.004-0.69)

[\ ate 66 (0. 49-5 6

Among tNSAID users
PPI 0.48 (0.30-0.77)

H.RA 0.59(0.32-1.11)
Among low-dose ASA monotherapy user Nitrates 0.97 (0.57-1.65)

H.RA 1.02 (0.67-1.56)
Nitrates 0.97 (0.76-1.25) Among coxib users

. PPI 0.51 (0.20-1.29)
. | antiplatelet th
i ong dua an | e_ ; erapy users H,RA 0.34 (0.08-1.50)
H,RA 0.35 (0.01-12.0) Nitrates 2.45 (0.77-7.76)

Nitrates 0.51 (0.15-1.75)

Among oral anticoagulant users Among oral corticosteroid users
P U.40 (U.2Z2—1.04 PPI 0.69 (0.34-1.40)
H.RA 0.69 (0.24-2.02) H,RA 1.35(0.53-3.45)
Nitrates 0.85 (0.46-1.60) Nitrates 0.96 (0.38-2.43) -

00 05 10 15 20 00 05 10 15
RR (95% Cl) RR (95% Cl)

Lin KJ, et al. Gastroenterology 2011;141:71-79




Asid baskilayicilar antitrombotik ve antiinflamatuar
kullananlarda GIS kanama riskini azaltir

Rate of Gl bleeding per 100 patient-years

1.4 . U
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MNo prior Gl Bleed Recent Gl Bleed Recent Gl Bleed Recent Gl Bleed Recent Gl Bleed
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Gastroenterol Clin N Am 39 (2010} 433-464



COX-2 Her zaman guvenli mi?

o COX-2’ler non-selektiflerden daha guvenli
ancak kanama riski 0 degil

o Ille kombine edilecek ise proflaktik PPI basla



Yeni NSAII

e COX inhibe eden nitrik asid salan NSAII
(AZD3582)

o PG’ler gibi protektif
o Naproksen kullanalarda ulser sikligi az

o Aspirin fosfatidilkolin kombinasyonu
e Endoskopik petesi, erozyon ve ulser daha az



Klopidogrel

Ulserojen degil

Var olan lezyonun (erozyon, ulser) kanamasini
kolaylastirir (RR 2.5)

NSAIi, ASA ile kombine edildiginde kanama riskini
arttirir (RR 1.9)

PPl kanama riskini azaltiyor (RR 0.5)



PPl Klopidogrel kombinasyonu:
Ne kadar dogru?

o PPl antiplatelet etkiyi azaltabilir ve KVH riski
artabilir....

o CYP450 (izoform CYP2C19)

o PPl komplet inhibe ediyor

o Klopidogrel aktif metabolitlerine donusemiyor
o Klinik calismalar bunu desteklemekte



Akut Koroner Sendrom: Oliim veya Hastaneye
Tekrar Yatis

B Clopidogrel+PPI1(1561) ® Clopidogrel(n :615)|

Ho PM, et al. JAMA 2009



Riskli hasta klopidogrel kullanacak:
Ne yapalim?
Oncelikle riski belirle (iilser, kanama hikayesi)

Pantaprazol izoform CYP2C19’nin zayif inhibitoru (H2

bloker dusunulebilir)
ASA ile kombine alacak ise PPl ver
Hasta bazinda karar ver (revaskularizasyon)

Yeni tienopiridin: Prasugrel (in vitro PPl etkilesimi yok)



Kanama proflaksisi maliyet etkin mi?

e 1 kanama vakasini onlemek icin PPl’a
harcanan miktar

o Kanamali hastayi tedavi etmak icin harcanan
para &



OZET

Hastanin risk degerlendirilmesi yapiimali
Gereksiz kombine tedavilerden kaciniimali
Primer profilakside H.pylori test et ve tedavi et
Sekonder korumada PPl yeterli

Klopidogrel PPI etkilesimini onlemek icin ilaclar arasi

sure acilmali (12 saat)



