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Definicion AKI| en cirrosis

Table 2. International Club of Ascites (ICA-AKI) new definitions for the diagnosis and management of AKI in patients with cirrhosis.

Subject Definition

Baseline sCr A value of sCr obtained in the previous 3 months, when available, can be used as baseline sCr. In patients
with more than one value within the previous 3 months, the value closest to the admission time to the hospital
should be used.

In patients without a previous sCr value, the sCr on admission should be used as baseline.

efinition of AKI * Increase in SGr 20.3 maal 1253.5 pmo|7t$ WIthin 48 hours, or,

+ A percentage increase sCr 250% from baseline which is known, or presumed, to have occurred within the

Staging of AKI » Stage 1: increase in sCr 20.3 mg/dl (26.5 pmol/L) or an increase in sCr 21.5-fold to 2-fold from baseline
» Stage 2: increase in sCr >2-fold to 3-fold from baseline
» Stage 3: increase of sCr >3-fold from baseline or sCr 24.0 mg/dl (353.6 pmol/L) with an acute increase 20.3
mg/dl (26.5 pmol/L) or initiation of renal replacement the_rapy

Progression of AKI l-'-'rogresslon Regression
Progression of AKI to a higher stage and/or need Regression of AKI to a lower stage
for RRT
Response to treatment  No response Partial response Full response
No regression of AKI Regression of AKI stage with a reduction Return of sCr to a value within 0.3 mg/

of sCr to 20.3 mg/dI (26.5 pmol/L) above dl (26.5 pmol/L) of the baseline value
the baseline value

AKI, acute kidney injury: RRT, renal replacement therapy: sCr, serum creatinine.

P. Angeli et al. Gut 2015 ; 64 : 531-537.



Initial AKI* stage 1a°
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NSAIDs, taper/withdraw diuretics and B-blockers, expand plasma
volume, treat infections* when diagnosed)

[

Resolutlon
}

Close follow up

=

*AKI at the first fulfilling of KDIGO criteria

P. Angeli et al. Gut 2015 ; 64 : 531-537.



Phenotypes of AKI in patients with cirrhosis and ascites

SHR vs NTA



Diagnostico SHR

* NO existe Table 5. New Hepatorenal syndrome diagnostic criteria

1. Diagnosis of cirrhosis and ascites /FHF o HepOH grave v

2. Diagnosis of acute renal failure (AKI) according to the AKI-IAC
criteria NO INCLUYE VALOR DE CORTE PARA CREATININA

3. No response after 2 days. Suspend diuretics, plasma expansion
with 1g/k/day Albumin

4. No shock

5. No current or recent treatment with nephrotoxic agents. (NSAIDs,
aminoaglycosides, iodinated contrast

6. Absence of parenchymal renal disease (proteinuria> 500 mg/24
hours, microhematuria> 50 GR per field, abnormal renal ultrasound)

Aun cumpliendo estos
criterios

AngeliP et al. J Hepatol. 2015:62:968-74. puede existir dano tubular
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Biomarcadores de daho parenguimatoso renal L

Urinary NGAL values in patients with cirrhosis and hepatorenal syndrome (HRS-), ~ Percentage of patients with prerenal- (PRE-), hepatorenal syndrome (HRS-), and
and acute tubular necrosis- (ATN-) AK| acute tubular necrosis- (ATN-) AKI by the number of biomarkers of structural

injury above their optimal cutoff for the diagnosis of ATN
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P. Huelin et al. J. Hepatol. 2017 ; 66 : S10-S11 (Abstract).

JM. Belcher et al. Hepatology 2014 ; 60 ; 622-632
Limitaciones: Acceso

Overlap de valores entre distintas etiologias de AKI
AKI-SHR puramente funcional???



Tratamiento

Elevated splanchnic SBP, bactenal
nitric oxide -.. .-~ infections, LVP,
* Spla Alcoholic hepatitis

Decreased total sy ic vascular resistance

Decreased effective arterial blood volume

Albumina
20-40 gr dia

|

Y

Sodium and water retention Stimulation of Central hypoyolemia & impaired
l vasoconstrictors: cardiac function
Y RAAS, SNS, AVP
i it l Fall in cardiac output
volume
severe renal

vasoconstriction

|

Hepatorenal Syndrome



Tratamiento

* Vasoconstrictores:

Terlipressin

TERLIPRESINA:0.5-2mgc/4 a6 hriv+albumina

Placebo

Weight (%) Odds ratio (95% Cl) Favours Terlipressin  Favours Placebo
Events Total Events Total
Terlipressin vs placebo
Boyer et al, 2016 32 97 35 99 365 0-90 (0-50-1-63) o
Martin-Llahi et al, 2008 17 23 19 23 9.8 0-60 (0-14-2-48) >
Neri et al, 2008 7 26 15 26 138 0-27 (0-08-0-87) .
Sanyal et al, 2008 32 56 35 56 267 0-80(038-1.71)
Solanki et al, 2003 7 12 12 12 2-4 0-05 (0-00-1-13) < P ;
Zafaret al, 2012 19 25 20 25 108 079 (0-21-3.03)
Subtotal 239 241 100.0 0-65 (0-41-1.05) <>
Total events 114 136
Heterogeneity U'=0-07; x’=6-22, df=5 (p=0-28); I'=20%
Test for overall effect Z=1.75 (p=0-08)

A. Facciorusso et al. Lancet Gastroenterol. Hepatol. : 2017 ; 2 : 94-102.

Nassar Junior AP (2014) Terlipressin versus Norepinephrine in the Treatment of Hepatorenal Syndrome: A Systematic Review and Meta-Analysis



Tratamiento

* Vasoconstrictores: EFECTIVIDAD: TERLIPRESINA = NORADRENALINA

Reversion SHR Mortalidad 30 dias

Study Year RR (95% CI) Study Year RR (95% Cl)

Alessandria et al. 2007 0.84 (0.52, 1.36) Alessandria et al. 2007 ) 2.40 (0.25, 22.75)
Sharma et al. 2008 1.00 (0.54, 1.86) Sharma et al. 2008 0.81 (0.55, 1.20)
Singh et al. 2012 1.11 (0.56, 2.22) Singh et al. 2012 0.94 (0.63, 1.40)
Ghosh et al. 2013 1.00 (0.71, 1.41) Ghosh et al. 2013 1.00 (0.38, 2.65)
Overall (l-squared = 0.0%, p = 0.904) 0.97 (0.76, 1.23) Overall (I-squared = 0.0%, p = 0.761) 0.89 (0.68, 1.17)
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Favours norepinephrine Favours terlipressin Favors norepinephrine  Favours terlipressin

A. Facciorusso et al. Lancet Gastroenterol. Hepatol. : 2017 ; 2 : 94-102.

Nassar Junior AP (2014) Terlipressin versus Norepinephrine in the Treatment of Hepatorenal Syndrome: A Systematic Review and Meta-Analysis



Tratamiento 1}

e \/asoconstrictores: RYAUSIENICEREREINVA- TEQRIRRESINALIBISMINUCION DOSIS Y RAM
Rate of response in patients with type 1 HRS according to the Mean effective daily dose of terlipressin according to
schedule of i.v. administration of terlipressin its schedule of i.v. administration
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M. Cavallin et. al. 2016 ; 63 : 983-992.



Respuesta al tratamiento

* Ajuste vasoconstrictor (aumento
terlipresina) al 3er dia si creatinina no
disminuye > 25% del valor inicial

* Mantener el tratamiento hasta lograr
respuesta completa o por un maximo
de 14 dias

Respuesta completa crea <0.3 mg/dl basal
Respuesta parcial crea < 1.5 mg pero > 0.3 mg/dl basal

.

Responders to treatment at day 15th

40

.

Noradrenalin Terlipressin

P. Sharma et al. Am. J. Gastroenterol. 2008 ; 103:1689-1697

Gin.s P, Sal. E, Angeli P, Wong F, Nadim MK, Kamath PS. Hepatorenal syndrome. Nat Rev Dis Primers 2018; 4(1): 23.



Pronostico

* Predictores respuesta al tratamiento

Response to treatment according to the baseline
serum creatinine value

* :: 50 Grado de inflamacion sistémica
40 - ACFL1 »2>3
30 30
20 Funcion hepatica BT < 10 mg/d|
1 5 Aumento PAM >5 mmHg
0

< 3.0 mg/di 3 -5 mg/dl > 5.0 mg/d|

et al. J. Hepatol. 2011 ; 55 ; 315-321.

RESPONDEDORES 50% (sobrevida 3 meses 50%)
ENLISTAR PARA TRASPLANTE HEPATICO

Gin.s P, Sol. E, Angeli P, Wong F, Nadim MK, Kamath PS. Hepatorenal syndrome. Nat Rev Dis Primers 2018; 4(1): 23.






