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Cirrhosis
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Portal hypertension
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Splanchnic arterial vasodilatation
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Reduced effective arterial
blood volume

'

Hypotension

Increased nitric oxide
——  Worsening hyperdynamic circulation
Decreased systemic vascular resistance
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Activation of neurohormonal mechanisms
Renin—angiotensin—aldosterone system
Sympathetic nervous system
Arginine vasopressin

Clinical Decompensation

Sequestration of fluid
Formation of ascites
Decreased cardiac reserve

Attempt to increase blood pressure
Sodium retention
Water retention
Renal vasoconstriction
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‘ Hyponatremia
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Gut bacterial translocation
Decreased opsonic activity

i

.

Intense renal vasoconstriction
Critically impaired cardiac
reserve -
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peritonitis

Spontaneous bacterial
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Hepatorenal syndrome type 1 ‘ Hepatorenal syndrome type 2 ’
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Sepsis
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Organ failure

= Death




Hikayenin basladigi an

e 1981 vyilinda Lebrec ve ark.
- 74 hasta ( 38 hastada propranolol-36 hastada placebo)

- Randomize calisma

- 1 yilhk takip

- Beta-bloktrlerin sirozlu hastalarda kanamanin tekrarlamasina engel
oldugunu gosterdiler

Lebrec D et al. New England of Medicine 1981,;305:1371-4.



Beta-blokurler

 Ozofagus varis kanamasindan koruma konusunda basarili olduguna
dair bir cok calisma yayinlandi

* Bu calismalarda sadece kanamadan korumayip sagkalimi arttirdigi da
ortaya cikti

e Karaciger sirozu ve portal hipertansiyonun tedavisindeki etkileri
konusunda calismalar artti



Beta-Blokurleri ne icin kullaniyoruz?

Ozofagus varisinde

* Pre primer proflakside etkili bulunmadi

* Primer proflakside tek basina

* Sekonder proflakside band ligasyonu ile birlikte

Groszmann RJ et al. NEJM 2005; 353: 2254-61
Mandorfer M et al. Dig Liver Dis 2017; 49:3-10



Baveno VI konsensusu

 Ozofagus varisi yoksa yada kuictikse beta-blokiir baslama

e Klcuk varis Uzerinde kanama riski belirtileri varsa yada Child C ise
basla

* Orta-buyuk varisde primer koruma icin beta-blokir veya band
ligasyonu
* Beta-blokur olarak geleneksel (propronalol ve nadolol) ve kalvedilol

de Francis R et al. J Hepatol 2015,;63:743-752



Hangilerini kullaniyoruz?

Nonselektif beta-blokurleri kullaniyoruz
* Propranolol

* Nadolol

* Timolol

 Kalvedilol



Etkilerini nasil 6lceriz ?

* Hepatik ven basing¢ gradienti (HVPG) tedaviye yaniti gosterir

* YANIT: Bazalden % 10 dusme yada 12 mmHg’in altina inmesi
 Akut YANIT: IV propranole verilen basin¢ dismesi

* HVPG yaniti varis kanamasi riskini ve dekompanzasyonu azaltir

* Baveno Konsensusunda HVPG 6lcimu calismalar icin 6nerilmekte

* Pratikte bazal nabiz ve tansiyonun %25 azalmasi



Beta-blokurlerin etkileri

* Hemodinamik etkileri:

- B1 adrenarjik reseptoér: kardiyak outputun azaltilmasi
- B2 adrenarjik reseptor: Splanknik vazokonstriksiyon
* Hemodinami disi etkileri:

- Bakteriyel translokasyonu azaltir

- Spontan bakteriyel peritonite engel olur

- Sistemik inflamasyonu azaltir

- HCC yi azaltir

Krag A et al. Gut 2012,61:967-9
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H I kaye n I n d e g I §t| gl a n Deleterious Effects of Beta-Blockers on Survival in
Patients With Cirrhosis and Refractory Ascites
Thomas Sersté,"** Christian Melot,” Claire Francoz,"*> Frangois Durand,"*> Pierre-Emmanuel Rautou,'
Dominique Valla,"*> Richard Moreau,'*>" and Didier Lebrec,"*>

 Serste ve ark. 2010 yilinda
- Tek merkez, gbézlemsel prospektif bir calisma

- 151 hasta

Refrakter asiti olan hastalarda beta-blokurlerin sagkalimi azalttigini
gosterdiler

Serste T et al. Hepatology 2010;52:1017-22
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Beta-blockers cause paracentesis-induced circulatory dysfunction
in patients with cirrhosis and refractory ascites: A cross-over study

Cirrhosis

Thomas Sersté'??, Claire Francoz'**, Francois Durand"?*, Pierre-Emmanuel Rautou'?,
Christian Melot®, Dominique Valla'?#, Richard Moreau'?*, Didier Lebrec!24**

1INSERM, U773, Centre de Recherche Biomédicale Bichat Beaujon CRB3 Clichy, Paris, France; *Service d'Hépatologie, Hapital Beaujon,
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* Ayni grup, sirozlu ve refrakter asitli hastada beta-blokir kullananlarda
parasentez yapildiginda ‘parasenteze bagli dolasim bozuklugu’
gelistigini gosterdi

e Sagkalimi azaltan mekanizmanin bu oldugu disinuldi

Serste T et al. Journal of Hepatology 2011; 55: 794-799



Drowenloads-d from gut banjoconm on Juee 10, 2014 - Published by O

The window hypothesis:

Sirozun pencereSi haemodynamic and non-

haemodynamic effects of

PB-blockers improve survival of
patients wvith cirrhosis during
a window in the disease

Aleksander Krag.'? Reiner Wiest.® Agustin Albillos,?
Lise Lotte Gluud?

* 2012 yilinda Krag ve ark ‘pencere hipotezi'ni ortaya koydular, kafa
karisikligini gidermek igin

Krag A et al. Gut 2012,61:967-9



NO EFFECT IMPROVED SURVIVAL REDUCED SURVIVAL
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EARLY
CIRRHOSIS

END-STAGE
CIRRHOSIS

PROPOSED EVENTS THAT CLOSES
THE WINDOW

- RA

- Systolic BP <100mmHg, MAP< 82 mmHg

- AKI, HRS

- SBP, sepsis, infections.

- PICD




Cardiac compensatory reserve

Gut bacterial
translocation

Sympathetic nervous
system activity

BB have no effect BB improve survival by reducing BB reduce survival due to a
on survival the risk of variceal bleeding and negative impact on the cardiac

bacterial translocation compensatory reserve. The
inability to increase the cardiac
output during stress

compromises organ perfusig
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Sonra...

* Pek cok calisma yapildi
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ADVANCED
CIRRHOSIS

Altered gut
permeability

PORTAL
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Pencere kapali Pencere kapandi

*varis yok/kicuk Pencere acik

Son donem siroz
HVPG diistk Orta/bulylk varis hastasi

NSBB etkisiz NSBB etkili NSBB mortaliteyi
artirabilir




Pencere ne zaman acilir ?

* Pencerenin acilisinda sorun yok orta/buliylik varis gorildigiinde acilir
* Pencerenin kapandigini gosteren bir belirti yok. Ancak....



Pencere ne zaman kapanir?

Dekompanze siroz hastasinda:

* Refrakter asit, parasenteze bagli dolasim yetmeazligi
e Sistolik tansiyon < 100 mmHg

* Ortalama arter basinci < 82 mmHg

* Akut boébrek hasari

* Hepatorenal sendrom

e Spontan bakteriyel peritonit

* Sepsis varsa

BETA-BLOKURU KESMEYiI DUSUNMEK GEREKLI



Beta-blokir dozu....

* Serste ve ark, beta-blokirin mortaliteyi arttirdigini gosterdikleri
calismada hastalar cogunlukla 160 mg propranolol aliyordu

* Mortaliteyi arttirmadigini yada azalttigini bildiren calismalarda doz
dusuk 40-80 mg

* 40 mg gunluk doz terminal donem siroz hastasinda bile giivenli olabilir



Kalvedilol

* Nonselektif betablokir etkisine ek anti-alfa 1 reseptor etkisi var

* Portal hipertansiyonu propranololden daha fazla dusurar

* Dekompanze sirozlarda sagkalimi arttirir

* Ancak ortalama arteriyel basinci ve kardiak outputu da daha fazla
dusurur

* Son donem siroz hastasinda risk faktorleri varsa kesilmesi éneriliyor

Sinha R et al. ] Hepatol 2017,;67:40-46
Kimake V et al. J Clin Exp Hepatol 2016; 6(3): 175-85



Effects of adrenergic blockade
in compensated cirrhosis

Propranociol
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Preserved ino/dromotropic
competence

Counteracting increased
cardiac output

Targeting intrahepatic
vascular resistance

Reducing portal
blood flow

Decreasing

splanchic
vasadilation

Potential renal
vasaodilaton,

but sufficient
renal perfusion

Potentially decreasing
systemic vascular
resistance but bliood
pressure is maintained
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Effects of adrenergic blockade in
decompensated cirrhosis (refractory ascites)

Propranolol
B, B, Nadolol

Ino/dromotropic
incompetence

Decrease in
cardiac output

Targeting intrahepatic
vascular resistance

Reducing portal
blood flow

Decreasing
splanchic
vasodilation

Inadequate renal
perfusion,

insufficent
filtration rate

Promoting peripheral
vasodilation,
hypotension and
circulatory dysfunction



Baveno VI konsensusu (yeni eklendi)

* Son ddonem siroz hastasinda refrakter asit, spontan bakteriyel
peritonit varsa beta-blokur sorgulanmali

e Beta-bloklr baslanirken kontrendikasyon olmayabilir ancak hastalik
ilerlerken yakin takip edilmeli

* Kan basinci disuk olanlarda ve bébrek islev bozuklugu olanlarda dozu
azaltilmali yada kesilmeli

de Francis R et al. J Hepatol 2015;63:743-752



Eve gotirilecek mesajlar

e Beta blokurler halen portal hipertansiyonun tedavisinde elimizdeki tek
ilac

 Kompanze sirozda portal basin¢ henuz cok yuksek degilken etkili degil
* Ancak portal basing yukselince etkin, yasami uzatiyor
* Son donem dekompanze siroz hastasinda dikkatli olunmali

e Turkiye'de biz genellikle zaten dlisuk doz kullaniyoruz, bu konuda
randomize kontrolli calismalara ihtiyac var
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