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Gastrik Mukozal Bariyer

A Mukusal kal en sé

AMi de mukozasén i h ¢ ¢
AEpitel h¢creleri

AMukozal kan ak

AAktif iyon tack

AProstoglandinl
somatostatinde
(cytoprotection)

HCI

a8y
Capillary
Surface
Epithelial
Cells

Parietal Cells
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Mukus-al kal en s al

Mukus
-yézey epitel .leri tar
-mukozayé asit pepsinden
-mekanik zedelenmelerden korur...

Mukus

A PG ler ANSAKK®GI ar

A Kolinerjik ajanlar A Safra asitleri

A carbenexolon AEtanol mukus
A Seratonin AZALTIR

A Somatostatin

A Sekretin,epinefrin ve

A Mekanik zedelenme
mukus sal @énéméneé
ARTTIRIR

Barrier breakers:
Aspirin,
HClI Ethanol, Bile

Epithelial
Cells

Parietal Cells

Barrier breakers:
Aspirn,
HCl Ethanol, Bile

Capillary

Damage:

Disrupt mast cells,
lysosomes, and
capillary endothelium

Epithelial
Cells

Pariatal Cells



Bi karbonat s al

AMukus salgéelayan epitel

ABi karbonat geriye dojru
eder...

APG, kol inerjik stimulasyon
bi karbonat sal éenémé artar

ANSAKK®G6!l ar, et anobli kvaer baccrea to zso
inhibe eder

Gastrik Mukozal Bariyer

AMukusal kal en sal
AMi de mukozasén epitel h¢
AEpitel h¢crelerini yenil e
AMukozal kan ak
AAktif iyon tack

AProstogl andi nl
somatostatinde
(cytoprotection)

Gastrik Mukozal Bariyer

A Mukusal kal en sal geé
AMi de mukozasénén epitel hg¢d
AEpitel h¢eccrelerinin yenile
AMukozal kan akeéemeé

AAktif iyon takénmasé

AProstoglandinler,epitel bg
somatostatinde olukan hg¢c
(cytoprotection)
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/ pH Gradient

mucous layer
e Y

gastric
epithelium

[=———gastric pit

Epitel H¢ececreler (An

AL¢minal i-erijin interstis
kesetlarl ar
AEpitel h.l erinin membranlar

AAl kol , NSAKK6l ar ve safra a
zedelerler >fazla miktarda H+
ve K+ ise | ¢men i-ine diff

Muk oz al H¢ececrel er i

AEpitel h.leri | ¢men il mu k
ol ukturur

ABu nedenle d°k¢len h¢gcre sa
yenilenenler arasénda denge

-epi tel h.lerinin bg¢t¢
-mukus-al kal en sal gésénén
KARTTI R.

AAl kol ve NSAKK6l ar he¢gcre d°
durumu °nlerler.
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Gastrik Mukozal Bariyer Mukoza Kan AK

AMukusal kal en sal geée AMukozal kan ak
AMi de mukozasénén epitel hy¢q temizleyer ek,

AEpitel h¢crelerinin yenile koruyucu etkisi
AMukozal kan akémé

AAktif iyon takénmasé ANSAKKG6Il ar ve
AProstoglandinler,epitel ; pitressin gib
somatostatinde ol ukan : azaltelarak)
(cytoprotection)

s
i

Gastrik Mukozal Bariyer Akt i Kyom Takeén,|

AMukusal kalen salge AAkti f iyon takénmasé ozmol
AMi de mukozasénéen epitel hy¢q permeabiliteyi dezenl

AEpitel he¢crelerinin yenile di ff¢gzyonunun enmesinde
AMukozal kan akeéeme

AAktif iyon takénmasé AAktif iyon takénmasénda
AProstoglandinler,epitel bg¢ ANa+ he¢cre i-ine,

somat ostatinden olukan h¢c Actise h¢cre dékéna itilmesi ¢
(cytoprotection) (Ckh. dékéna pomphl anéirhkhent HCOB

Metabolism

Aktif Kyo

—1»C0, + H,0
ABu iki iyonun tac 6 . carbonic |} o
potansiyel farke Basolateral anhydrase 2 Luminal
Events Events
, H,CO, + OH H* W
ABu potansiyel far H*/K* ATPase
H H H +
daha fazla H+geriye . ) K*E:l JK Hel
HCOs e HCO, + H,0 ==
ANSAKKO6l ar,safra asitleri ar ar a
eder ek ermeabiliteyi H,0
—o‘alté? Y Na* Na* |.-7"
I : Nat/K* ATPase .=
———yt -7
Kt K~
-
t"
HO-~




Gastrik Mukozal Bariyer

sal kal en sal geé
AMi de mukozasénén epitel h ¢ (
AEpitel h¢crelerinin yenile
AMukozal kan akeme
AAktif iyon takénmaseée

AProstogl andinler, epitel b¢)
somatostatinden ol ukan h¢c
‘cytoprotection)

Attack Sther

9. H. Pylori

Pepsin  Hydrochloric  Bile (e.g, H.Pylor)
1 acid acids  NSAIDs

Mucosa ——= & Muscularis

mucosae
Submucosa —

}-.- Muscle layer

Serosa —»
Mucosal Blood Bicarbonate
barrier flow
Mucus Endogenous Cell restitution
prostaglandins
Defense

Pepti k 1 serle Birlikte

A Peptik ¢clserin nadir spesifik fof
i Asid hipersekresyonu

A Gastrinoma : herediter i MEN tip |
AMast h.leri veya bazofillerde art
AAntral G h¢cre hiperfonksiyonu/hi
A Hipersekretuar durum(non-Hp duodenal ¢l ser)

Dijer infeksiyonlar
A Viral infeksiyon : HSV tipl, CMV?

Duodenal obstruksiyon

Vaske¢ler yetersizlik

Radyasyon,Kemoterapi

Nadir genetik subtipler
A Amiloidoz tip Ill,porfiria cutanea tarda

Kdi opati k

Prostogl andinl er

iDirekt h¢gcre koruyucu
TUyumlu h¢gcre koruyucu

AMukusbi karbonat salg
AAktif iyon takénma
AMukozal kan aké&meén
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Patofizyvolloji kDl¥. Pathofdi:

Asid sekresyonundaazalma A Paryetal

Paryetal h ¢ ezama ki A IPasiyred e |
dijer sek

Kroni k y¢zeyel ) zb?SFaﬁ')fEtfk gastr
Midede safra asidleri ve pankreatik A Sekretuvar aktivitede artma
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Mi de bo kgedikiesé nén A Duodenal asid/ peps
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4 Duodenal HCO, Secrtion

1 Noctumal Acid Secretion
1 Duodenal Acid Load

1 Daytime Acid Secretion
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Hel i cobacter pilori: v

Hpi pepti k hastal ék il
bakl amékt ér

H.pilori:

Mi de mukoza y¢izeyine

Kel éfd eaddet, Kam-eésé

G¢ m¢ K, HE, Gi ems a,
ve Katalaz ¢reti

Zor k¢gltegre edilebil

Oral-oral ve fekal-o r a | bul akeér




Hel i cobacter pylori ve al
1 Predisposition
H. pylori Altered D/G
Infection Cell Function
T Parietal
‘ l Cell Mass

Type B Chrol " L_. High Acid Output
°

Migration of Gastric Metaplasia
H. pylori in Duodenum

Duodenal
Ulcer

 sinoking
rutriticn, high salt | | H pyfori infection
i

fal i
AT - —
¥ 3 ~
High acid output_| [ Low acid output
Increaased H pyiort
+ Gastrin colonisation | +

incops

Antrum-predorminant
gastritis

Diffuse
gastritis

Increased
duodenal
acid load

w

Atrophy

and cancer

>

H pylori colonisation
of gastric metaplasia
in ducdenum

Weakened duodenal

mucosal protection
by intense
inflammation

Duodenal ulcer

[Proposed interactions between host, environment, and H pylori
linfection In the development of gastric and duodenal ulcers

Baryumlu mide-duodenum grafisi

Endoskopi

¥zel tetkikler
Mide asid sekresyon testleri

Mi de suyu pHo6E€

Bazal asid output (BAO)

Maksimal asid output (MAO)
Serum gastrin d¢gzeyl
Sekretin stim¢glasyon
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Prostaglanding H.pylori | earbon
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o, /), Bood fowtomucosa | Pepsin /1, Mucous production
Gastric acid NSAIDS o progucti
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Hostile and protective factors in peptic ulcer formation.

Peptik ¢l ser tanéseé

Hikaye:
Tipkepi gastri k ajre
A-l ékta, yiyecek ve antiasidle hd

yanécé tarzda bir ajre
Ritmik ve periyodik

Fizik muayene
Epigastriumda hassasiyet
Sert kar éen, b a¥r RERKORASYON e r i kaybeé

dej i | s & TtEDARIKk ger ek mez
ve YMAETHEKKte k¢phesi

3F¥sl part of

duodenum
5.Peptic orifice
6.Pyloric antrum



http://www.gastrointestinalatlas.com/endonormal1.mpg
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Hemorajik Eroziv Gastrit

ik olarak tipik akut gastrit(yayg
tritin bir-ok nedeni olabilir; alk
yon ol macd
nedenlere (alkol, NS
radyasyon noterapi)



http://www.gastrointestinalatlas.com/endonormal1.mpg
http://www.gastrointestinalatlas.com/Gastric_body.mpg
http://www.gastrointestinalatlas.com/perisbody.mpg
http://www.gastrointestinalatlas.com/videoendoscopia.mpg
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A1 cm acute gastric ulcer is shown here in the upper fundus. The ¢ a
demarcated, with surrounding hyperemia. It is probably benign. Hou astric ulcers shc S e gastric ulcers of small, medium, and large size on upper endoscopy.
biopsied to rule out a malignanc pic appearance of a similar acute peptic ulcer in the 9 ulcers are biopsied, since gross inspection alone cannot determ
jon is seen beloy alignancy is present. Smaller, more / demarcated more to be benign

Akut duodenal ser (pilorun hemen



http://www.gastrointestinalatlas.com/Ulcermash1.mpg
http://www.gastrointestinalatlas.com/miasteniagravisulcers.mpg
http://www.gastrointestinalatlas.com/ulceragiganteee.mpg
http://www.gastrointestinalatlas.com/ulcerapalavich.mpg

16.12.2017

AGK kanama -20
A Perforasyon % 6

A Penetrasyon
ATekanma

AKompl i kasy

ser Kyilexkxmesine Etki ser Kyilexkxmesine EtKki

Hast al éf én dojal seyri U Hastal éjén dojal seyri
Plasebo ve tedaviye olan cevaplar U Plasebo ve tedaviye olan cevaplar

Sigara U Sigara

NSAKK i NSAKK

Yatan (hastanede) hastalarda gel:i U Yatan (hastanede) hastalarda geli
1l ser -ap U1l ser -apeée

Yak ve ci s U Yak ve cins

Al kol v b -ecekler u Al kol vb i-ecekler

Diyet U Diyet

Psi kososy faktorler U Psikososy faktorler
Asid sekresyonu U Asid sekresyonu

Helicobacter pylori U Helicobacter pylori

ser Kyil ekmesine EtKki

staleje

At @il m Hastal & én dojal seyri

Plasebo ve tedaviye olan cevaplar
Sigara

NSAKK

Yatan (hastanede) hastalarda gel:i
11 ser -ap

Yak ve ci

Al kol vb

Diyet

Psi kososy

Asid sekresyonu

Helicobacter pylori

staneén

mpli ka

Kl angé tedavisine diren-|I

krarlayan ¢l serler

un s¢relii semtoml arén varl
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PG ¢retimini

Epitel h¢cre proliferasyonunu
Mukozal ornitin dekarboksilaz aktivitesini

Bi karbonat ve /ALK RS sal @énéméne

Tekrarl ama dah

Kompl i kasyon d

NO ¢retimini
L°kotrien ve
Netrofil infiltrasydRIORIR (gastri

Cerrahi gereksi daha seéek

Do Do e o Do Do I 3=

Cerrahi sonr asé am kalitesi

1 r % & o X -
il sere bajle I'¢m daha sék Chan FK, et al. Am J Gastroenterol 1997;92.4425

11



Remisyon

NSAKK kul

GK kompl i

A Gastrointestinal
ol mase,

A Hasta gruplareénen

AKullanélan ila-1Ia
i-exkitlerinin

idozl arénén
i kul

Il aném

YAN ETKK

kasyonl ay

farkl e
farkleleé
s¢releri

G¥R!

Lee Fet al.Gut 199.
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gen|

Kyil ekmes

Hast al & én dojal seyri
Plasebo ve tedaviye olan cevaplar
Sigara

NSAKK

Yatan (hastanede)
1l ser -ap
Yak ve ci
Al kol vb
Diyet

Psi kososya
Asid sekresyonu
Helicobacter pylori

faktorler

ANS
t¢

AKKD I
ketil

ABu il a-
etkiye sahiptir

AUzun sg¢rel
A% 40 dispepsi
A% 15-30
A% 1-4 ciddi

(kanama,perforasyon)

NSAKK
kompl i

kull an

GK kasyon

A NSAKKo6Il ara bajl e

ANSAKK kullanmayan ki«kil

AABD 'de bu ila-1Ilara
hospitali zl@30pb n

baj

sayeésé

ABu iklemlere bablboredolgrel |
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Gastrointestinal Ko mp
Epidemiyolojisi @) NSAKK Kul anéméwén

Wolfe M,et al. N Eng J Med 1999; 340:1888-99

Esas ol arak ¢st GK
alt GK problemler

(1) ince b. ve kolonda inflamasyon ve permiabilite
dejikiklikleri,

(2) ileum, duodenum ve kolonda hemoraji,

(3) perforasyon ve

(4) strikte¢gr formasyonu.

NSAKKO&Il arén Yan Et ki

NSAKK

ASi klooksijenaz enzimi inhib

NSAKK kul o
edilebilir: ADijer ;
ATopikal (nonionized lipid solublA ionized nonlipid-s o | ubl @i on trappi
AMul tifaktoryel
Kan akeéme,
HCO3 sekresyonu,

1.Sékéenteée verici semptomlar i
i

T mukus,

‘ .
i

i

g°j¢ste yanma, bulanteée, dispepsi,

2.Mukozal lezyonlar ) _
L . asid salgéesée ve

endoskopi veya filimde g°r¢lebilen . . " . .

) 5 ) epitel h¢cresine bajlanma ile i

3.Ciddi GK komp||kaSy0n|ar Netrofillerin vasakg¢l en-adaenedoet el

perfore ¢lserler, kanamal ar . .. eKapiller obstruksi yRvemukea iskeni
eReaktif oksijen metabolitleri

NSAKK Al anlarda ||l ser v NSAKK Al anl arda | I ser
Art éran Fakteorl er Art éran Fakt?©or

Kesin risk fakt°rleri
-Yakén 650den fazla ol mase Ol asé risk fakt®°rl eri
-Es ki ¢l ser veya komplikas -NSAKK kull anéméné gerektir
-Y¢ksek doz, mul tipl NSAK -Sigar a, al kol teketimi
-Birlikte kortikosteroid - Helicobacter pilori enfeksiyonu
-Birlikte antikoage¢l an al
-Birlikte bakka hastal ek
-Tedavi s¢resinin ilk 3 ay
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Birlikte Steroid

No use 1.0
All current use 4.7 (3.8-5.7)
Single 4.1 (3.3-5.1)
AAyné anda ster44d aleéyorsa Mgl
_ Recent past use

A160 g¢n °nce alROlnéeksa
A60 ge¢nden °ncelkul |l anméksa
(Peptik ¢l ser hast.i-in rela o )
1.6 (1.4-2.0)
3.1 (2.5-3.7)

Piper MJ, et al. Ann Intern Med 1991,114:735-40
(4.6-6.9)

1.0
Female 0.5 (0.4-0.5)

NSAKK, Doz vewpKull
n=1457
Ulcer /
No history 862 . .aspirin gastric PG inhibi

PySpepsia . : altéendaki d orznl Ao ghagapbidgdatik mukozal
Ulcer without compli. 278 : B2 h r Ik @smadasng r el i (1nkfta) beruen TXBh |
Ulcer with complication 170 A o '. nd (_1 i)

d¢ezeylerini anl amlé derecede
Use of other dru

Oral corticosteroids 38 2 (1.4-3.5)
Anticoagulants 19 (2.8-14.6) Lee M,et al. Ann Intern Med 1994,120:184-89

é 1isk of GI complications is the same regardless of use of
plain, buffered, or enteric -coated aspiriné

Kelly et al. Lancet. 1996;348:1413-1416

Weil et al. BMJ. 1995;310:827-830

Tablo.Relative risks of UGIB associated with various risk factors.

Rodriguez LAG, et al. Lancet 1994,343:76972

NSAKK, Doz vegpKull ASRRNKN MUKB®@DAIER | ZERKNE

Cryer B and Feldman M. Gastroenterololgy 1999;117:17-25.

uzun s¢reli kull anémda - ok
(10 mg/g¢n) dahi serum TXA2
supresyon yaparken ciddi gastrointestinal hasarlar
ol ukturur

w eunablesto find a daily dose of orally
admiministered aspirin that significantly supressed serum
TXB2 levels without significantly decreasing gastric PG levels
or causing gastric mucosal i

Cryer B,Feldman M. Gastroenterology 1999;1.
Duodenum Rektum

14



NSAKK Tipl eri

AD¢ Kk ¢k  rbupsofeh i 2.0(L1.4 -2.8)
Diclofenac (Voltaren) 4.2 (4.2 - 6.8)

A Orta riskli: Naproxen (Naprosyn) 9.1 (5.5 - 15.1)
I ndomet hac é&mnl.3(6.3-20.3)
Péroxécam (Bg(7de268)

AAT ér r iKetdpiofen
Azapropazone

23.7 (7.6 - 74.2)
31.5(10.3 - 96.9)
*

Relatif Risk (%95 g¢ven araléje)

Langman M.J.S et al.Lancet 1994

Aspirin ve Hp

Aspirin alan Hp(+) olgularda gastrik mukozal hasar
negatiflere g°re daha fazl

alan H ol gul
n i f

Cryer B,et al. DDW,;May 21-24,2000
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H. Pyl or i ve NSAKK Pat

AH.pylorimukozal inflamasyonu

sitokin sal é&n é\nBeAKskibil naglae b ag dl

ol ukumunu artterer

AN S A K I§atrik peostaglandin sentezini inhibe ederek

asid zararlanmaséna direnci
zayéfl at ar.apky laazrailntiém gasH r i k
istenmeyen etkiler ol uktur mal

Barkin J.Am J Med 1998;105:2227

Metnibrane phospholpids

Phospholpidase A2 -

Lipaxygenase
Arachidonic acid = Loyl
/ Nonselective /\
GO Inhibitors
Physiological regulation
preformed COX-1

Inflammatary response
newly expressed COX-2

PGER
PGE2 PGI3 TiAy PGh COX-2
-—
Tl seleclive
other NZMDe
3l & mediators
profection protection
platalat function plataled function Inflammation
regulation of requlation of pain
hinod ficw hiond flow fewer
kidney function
Adopted from

Frofch JC , A classification of MSAIDs according tothe relative inhibiion of cyclozygenase iscenzymes,
Trerds in Pharmaceuticsl Science. 1937,18:30-35.

The Current COX concept \
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\‘\_// Cytokines 1L-1, TNF

\ ; Growth factors
Glucocorticaids

Constitutive Induced Cytokines IL-4
Inhibition Inhibition
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| Homeostatic functions | ‘ Inflammation ‘

Gastrointestinal tract
Renal tract
Platelet Function
Macrephage differentiation
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A NSAKK dozunu azalt!

ANSAKK kes-NSAKXK mnonljezik

AFarkle seneftan bir NSAKK

A NSAKKyemek arasénda
A Anti-asid tedavi ver (H,RA? 1y . s e, RPY),

Akiddetli ajre,

Primer Profilaksi
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A COX%2 selektif ajanlar tercih edilebilir,

A Birlikte tedavi (misoprostol ,PPI,H2 RA)
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NSAKK ¢l ser profilaksisind

Y

24 rattalik ir:sidans (%

Peptik ¢l ser veya dispepsi

PPI ile profilaksi Yeni NSAKK bacxl

/\
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EVET HAYIR

Yeni NSAKK bakl anac Yeni NSAKK bakl anac
H. Pilori Eradikasyonu H. Pilori Eradikasyonu

6. Ayda

Hp eradikasyonu*  Plasebd Hp eradikasyonu* Plasebd
il ser % 12.1 % 34.4 % 44 % 47
Komplikasyon % 4.2 % 27.1

Hawkey.CJ Lancet 1998
Chan FKL, et al. Lancet 2002
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