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Caso Clinico

» Paciente masc, 63 anos, cirrose por HCV, Child B8, com ascite
de grande volume

» Realizou paracentese com retirada de 10 litros lig ascitico;
reposicao de trés frascos de albumina 20% (50 mL)

» Evoluiu com surgimento de EH, sendo internado para
Investigacao

» Exames nainternacao:
= Jeuc: 3.700; Hb: 12,3; plag: 76.000
= creat: 2,1 (anterior: 1,0); Na: 131; K: 5,6
= alb: 3,0; BT: 2,3(D: 1,1/1:1,2); INR: 1,8
= Child: 11



Caso Clinico

» Foram suspensos diuréticos e realizada expansao volémica
com albumina (1g/Kg, por 2 dias); evoluiu com melhora clinica
e reducao dos niveis de creatinina para os valores basais

» ApOs quatro meses, 0 paciente apresentou queixa de
desconforto abdominal. Ao exame, apresentava ascite
volumosa, flapping e discreta ictericia

» Realizada parecentese que mostrou padrao de PBE

» Exames:
= Jeuc: 4.200; Hb: 12,1; plag: 65.000
= creat: 1,2; Na: 130; K: 5,5
= alb: 2,7, BT:45(D: 2,6,1/1: 1,9); INR: 1,9
= Child: 13

> Iniciado tratamento com antibidtico



ALBUMINA & CIRROSE

INDICACOES ATUAIS:

» paracentese terapéutica
» tratamento da PBE

» sindrome hepato-renal



1. PARACENTESE TERAPEUTICA



Tratamento da Ascite NAO-COMPLICADA:

(n&o refrataria, sem infeccao ou IRA)

grau 1 § > nao é conhecido efeito do tratamento na histéria natural

» correcao do balanco positivo de sodio
» dieta hipossodica + diuréticos

paracentese terapéutica + expansao volémica



Refractory ascites: management

* LVP is a safe and effective treatment
— Should be associated with aloumin administration to prevent PPCD

« Drug treatments are controversial or inadequately studied

Recommendation B Grade of evidence M Grade of recommendation

Repeated LVP plus albumin (8 g/L of ascites removed) are I 1

recommended as first-line treatment for refractory ascites

Diuretics should be discontinued in patients with refractory ascites " 1

who do not excrete >30 mmol/day of sodium under diuretic treatment

Although controversial data exist on the use of NSBBs in refractory

ascites, caution should be exercised in severe cases*

* High doses of NSBB should be avoided (i.e. propranolol -2 1
>80 mg/day)

» Carvedilol can not be recommended at present I 2

EASL

*See also section on gastrointestinal bleeding
The Home of Hepatalogy

EASL CPG decompensated cirrhosis. J Hepatol 2018;doi: 10.1016/j.jhep.2018.03.024



Incidéncia de DCPP de acordo com volume de liquido ascitico
retirado e expansor plasmatico
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Incidéncia de DCPP de acordo com volume de liquido ascitico
retirado e expansor plasmatico (albumina vs. salina)
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Hepatology 2003;37:1147-1153



Meta-analise: mortalidade em estudos comparando albumina vs.
outras alternativas em paracentese de grande volume

Control Mortality Odds Ratio (CI)
Albumin Control
Event Total Event Total

Other volume expander

Planas et al., 19907 13 43 17 45 0.71 (0.29-1.73)
Salerno et al., 19918 183 27 18 27 ‘ 1.00 (0.34-2.91)

Fassio et al., 199219 6 21 7 20 —d 0.74 (0.20-2.78)
Ginés et al., 19962 2 97 10 192 I 0.38 (0.08-1.78)
Garcia-Compean et al., 200224 11 48 18 48 _D__ 0.50 (0.20-1.21)
Sola-Vera et al., 2003%° 1 a7 1 35 : 0.94 (0.06-15.7)
Moreau et al., 20067 130 3 38 o , 0.40 (0.04-4.08)
Abdel-Khalek and Arif, 201032 2 68 2 67 0.98 (0.13-7.20)
Subtotal 49 371 71 472 <> 0.65 (0.42-1.01)

Vasoconstrictor E
Moreau et al., 200225 110 110 E 1.00 (0.05-18.6)
Appenrodt et al., 2008%0 0 13 1 11 ' 0.26 (0.01-7.03)
Singh et al., 20083 0 20 120 0.32 (0.01-8.26)
Subtotal 1 43 3 4 -<':_":::_:==- 0.45 (0.08-2.60)

;
Total 50 414 74 513 ‘ 0.64 (0.41-0.98)

Favors Albumin Favors Control
o0t o1 1 10
Odds Ratio (Cl)

Hepatology 2012;55:1172-1181



Em paracentese > 5L deve ser feita expansao volémica
com albumina

1L liqg ascit = 8g albumina



Refractory ascites: management

* LVP is a safe and effective treatment
— Should be associated with aloumin administration to prevent PPCD

« Drug treatments are controversial or inadequately studied

Recommendation B Grade of evidence Il Grade of recommendation

Repeated LVP plus albumin (8 g/L of ascites removed) are I 1

recommended as first-line treatment for refractory ascites

Diuretics should be discontinued in patients with refractory ascites " 1

who do not excrete >30 mmol/day of sodium under diuretic treatment

Although controversial data exist on the use of NSBBs in refractory

ascites, caution should be exercised in severe cases*

* High doses of NSBB should be avoided (i.e. propranolol -2 1
>80 mg/day)

» Carvedilol can not be recommended at present I 2

EASL

*See also section on gastrointestinal bleeding
The Home of Hepatalogy

EASL CPG decompensated cirrhosis. J Hepatol 2018;doi: 10.1016/j.jhep.2018.03.024



2. TRATAMENTO DA PERITONITE BACTERIANA
ESPONTANEA



The NEW ENGLAND
JOURNAL of MEDICINE

EFFECT OF INTRAVENOUS ALBUMIN ON RENAL IMPAIRMENT AND MORTALITY
IN PATIENTS WITH CIRRHOSIS AND SPONTANEOUS BACTERIAL PERITONITIS

Pau SorT, M.D., MiaueL Navasa, M.D., VIceNTE ARROYO, M.D., XAaVIER ALDEGUER, M.D., RamoN PLanas, M.D.,
Luis Ruiz-peL-ArBoL, M.D., Lruis CasTELLs, M.D., VicTor VARGAS, M.D., GERMAN Soriano, M.D.,
MoNicA GUEVARA, M.D., PEre GINES, M.D., AND JoAN RopEes, M.D.

» N=126 com PBE (randomizacao: 63 cefotaxime e 63 cefotaxime+albumina)

» Albumina: 1,5 g/Kg no 1°dia + 1 g/Kg no 3°dia

Insuficiéncia renal Taxa de Mortalidade
P=0,002 _
. ! P=0,01
33% 29%
10% 10%
A A
ATB ATB+albumina ATB ATB+albumina

N Engl J Med 1999;341:403-9



L4

E necessario fazer albumina no tratamento de

todos os casos de PBE?



TABLE 4. IN-HOSPITAL MORTALITY ACCORDING TO VARIABLES
WITH INDEPENDENT PREDICTIVE VALUE.*

CEFOTAXIME
CEFOTAXIME PLUS ALBUMIN
V ARIABLE (N=63) (N=63)
BUN BUN BUN BUN

<30 mg/dl| =30 mg/dl | <30 mg/dl |=30 mg/dl

no. ¢f patients wholdied/total noj (%)

Bilirubin <4 mg /dl

Prothrombin time | 0/13 3/6 (50) 0/10 1/10 (10)
=60% of control
Prothrombin time | 0/7 2/8 (25) 0/14 2/5 (40)

<60% of control

Bilirubin =4 mg /dI

Prothrombin time 1/3 (33) 1/5 (20) 0/0 0/1
=60% of control
Prothrombin time 4/12 (33) 7/9 (78) 0/16 3/7 (43)
<60% of control
Total 5/35 (14) 13/28 (46) 0,/40 6/23 (26)

N Engl J Med 1999;341:403-9



Recommendation

e The administration of albumin (1.5 g/kg at diagnosis and
1 g/kg on day 3) is recommended in patients with SBP (I;1).

Treat-
ment with albumin was particularly effective in patients with
baseline serum bilirubin 268 umol/L (4 mg/dl) or SCr >88
umol/L (1 mg/dl). It is unclear whether i.v. albumin is useful
in patients with baseline bilirubin <68 pumol/L and creatinine
<88 umol/L, as the incidence of type 1 HRS in patients meeting
these criteria was very low in the two treatment groups (7%
without albumin and 0% with albumin).

EASL Guideline - J Hepatol, 2018



Existe beneficio do uso de albumina também nas

Infeccoes nao-PBE?



Uso de albumina em infec¢cOes nao-PBE

Referéncia num pacientes m sobrevida

Guevara, 2012 cirrose
(56 AA VS. 54 A) infeccao ndao-PBE

Thevenot, 2015 193 cirrose Child>8 p=ns
(96 AA vs. 97A) sepsis

Fernandez, 2019 118 cirrrose avancada p=ns

(61 AA vs. 57A) infeccao ndao-PBE



Journal of

and Hepatology

META ANALYSIS AND SYSTEMATIC REVIEW
Albumin for cirrhotic patients with extraperitoneal infections:

A meta-analysis

Q“] JGHF

doi:10.1111/jgh.14791

Gabriel Stefani Ledo,* () Guilherme John Neto,"* Raquel de Freitas Jotz,""* Angelo Alves de Mattos*** and

Angelo Zambam de Mattos*:

Mortalidade em 30 dias

Albumin Control Risk ratio Risk ratio
Study or subgroup Events Total Events Total Weight M-H, random, 95% Cl M-H, random, 95% CI
Fernandez et al. (2018) 7 a7 4 52 231% 1.60[0.50, 5.14] — 1
Guevaraet al. (2012) ] 40 ] 49 285% 1.2310.43, 3.51] B
Thévenot et al. (2015) 15 80 8 92 484% 1.92 [0.85, 4.30] , -—I—,
Total (95% CI) 187 193 100.0% 1.62 [0.92, 2.84] -
Total events 28 18 . .

Heterogeneity. 7= 0.00; x*= 0.44, d.f.=2 (F=0.80),/*=0%

Test for overall effect: Z=1.68 (P = 0.09)

0.01 0.1 1 10 100

Favors Albumin Favors Control

J Gastroenterol Hepatol, 2019



3. DIAGNOSTICO E TRATAMENTO DA SINDROME
HEPATO-RENAL



v VWV VY VY

Critérios da Sindrome Hepato-Renal

Cirrose com ascite
Aumento Cr 2 0,3 mg/dL em 48h
Auséncia de choque e uso de drogas nefrotdxicas

Auséncia de doenca renal parenquimatosa evidenciada por
proteindria > 500mg / 24h, microhematuria (> 50 hemacias/campo)
ou ultra-sonografia anormal

Auséncia de resposta apos pelo menos dois dias sem diuréticos e
com expansao volémica com albumina (1 g/Kg peso; max = 100g)

J Hepatol 2015; 62: 968-974



Abordagem do cirrético com IRA

Close monitoring
Remove risk factors (withdrawal of nephrotoxic drugs, vasodilators and
NSAIDs, taper/withdraw diuretics and B-blockers, expand plasma
volume, treat infections* when diagnosed)

|
4 v

Resolution

!

Close follow up < v

*AKI at the first fulfilling of KDIGO criteria

EASL Guideline - J Hepatol, 2018



AKI

AKI
Estagio > la

Estagio la

}

Avaliacéo cuidadosa Suspender diuréticos

Remover Fatores de Risco:

» drogas nefrotoxicas

= AINE

= diuretico (reduzir/suspender)
= pesquisar infecgcbes

= tratar hipovolemia

Expanséao volémica com
albumina (1g/Kg) por 2 dias

resposta

progressao

vasoconstrictor
+

albumina

EASL Guideline - J Hepatol, 2018



Quais os potenciais beneficios da albumina em

cirroticos?

ALBUMINA = EXPANSAO VOLEMICA?



HEPATOLOGY

vial Journal of the Am

Albumin: Pathophysiologic Basis of Its Role in the
Treatment of Cirrhosis and Its Complications
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Hepatology 2013; 58: 1836-1846



CIRRHOSIS
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Hepatology 2013; 58: 1836-1846



CIRRHOSIS
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Existe beneficio no uso prolongado de albumina

em pacientes com cirrose descompensada?



031595, (9126

Vetown 124 i s TH9-2470 e 3623, 2008 o

Long-term albumin administration in decompensated
cirrhosis (ANSWER): an open-label randomised trial

» estudo multicéntrico, randomizado e aberto

» n=431 pacientes cirroticos com ascite ndo-complicada em uso de diuréticos

» albumina: 40g 2x/sem por 2 sem e a seguir 40g/sem, por 18 meses

p=0-0285

HR 0-62 (95% Cl 0-40-0-95)

100
80
g
= 60
2
>
2
T 401
(]
>
S
204
—— SMT plus HA
— SMT
0 T T
0 3 6
Number at risk
SMT 213 157 110
SMT p|US HA 218 183 153

T T T T
9 12 15 18

Time (months)

90 76 65 28
135 121 109 43

Lancet 2018; 391: 2417-2429



Long-term albumin administration in decompensated
cirrhosis (ANSWER): an open-label randomised trial

Incidence rate (95% Cl) Incidence rate ratio (95%Cl) p value
SMT plus HA:SMT
Complication —8— SMT plusHA  —e— SMT
SBP ¢ o 0-33(0-19-0-55) <0-001
Non-SBP bacterial infection* e 0-70 (0-54-0-90) 0-005
Hepatic encephalopathy grade 3-4* .- ° 0-48 (0-37-0-63) <0-001
Renal dysfunction with serum creatinine concentration ] -

e 50 (0-39-0- 0-001
> 1.5 mg/dL* ] 050 (0-39-0-64) <
Hepatorenal syndrome type 1 ® . 0-39 (0:19-0-76) 0-004
Hyponatraemia with serum sodium concentration <130 mmol/L e 0-51 (0-40-0-67) <0-001
Hyperkalaemia with serum potassium concentration =5-5 mmol/L g 0-58 (0-41-0-82) 0-002
Gastro-oesophageal variceal bleeding*+t . 0-93 (0-41-2-17) 0-848
Other portal hypertensive bleedings*# Py 1-63 (0-86-3-24) 0-144

T T T

0 0.5 1.0 15

SMT plus HA  SMT better
better

Lancet 2018; 391: 2417-2429



CIRRHOSIS AND LIVER FAILURE

WILEY ||NTIE}2/N$(§NAL

Long-term administration of human albumin improves survival
in patients with cirrhosis and refractory ascites

» estudo unicéntrico, nao-randomizado e aberto

» n=70 pacientes com ascite refrataria; n=45 albumina + tratamento padréo

» albumina: 20g 2x/sem, por 24 meses

1 -

0.8 1

0.6 -

0.4 -

0.2 -

Cumulative incidence of mortality

P =0.032

Standard of care
=== Albumin

I L] 1

12 18 24

Time (months) Liver Int 2019; 39: 98-105



Probability of being free from hospitalization {%)

Probability of being free from hospitalization {%)
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Entretanto...

» estudos nao sao duplo-cego e placebo controlados

» beneficio pode estar relacionado ao comparecimento mais
frequente as unidades de saude para infusao de albumina

» existem dados contrarios também...



Midodrine and albumin for prevention of complications in
patients with cirrhosis awaiting liver transplantation. A
randomized placebo-controlled trial

» estudo multicéntrico, randomizado, duplo-cego e placebo-controlado

» n=196 pacientes cirroticos com ascite em listade TxH
» randomizacao: albumina: 40g de 15/15 dias + midodrina, por 12 meses

Complicacdes Mortalidade
1.0 4
(]
S — M + A group
'-'(_%' --- Placebo group
S 0.8
o
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o _ 061
£ o
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©
ks
=
o 0.2 1
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o
0.0
0 10 20 30 40 50 60 0 60 120 180 240 300 360
Time (weeks) Time (days)

J Hepatol 2018; 69: 1250-1259



INDICACOES DE ALBUMINA NA CIRROSE

INDICACOES ATUAIS:

» paracentese >51L
» tratamento da PBE

» sindrome hepato-renal
= diagnostico
" tratamento

EM INVESTIGA(;AO AINDA SEM EVIDENCIAS SUFICIENTES:
» tratamento da ascite / melhora de sobrevida
» hiponatremia

» Infeccoes nao-PBE (?)



Voltando ao caso...

» Realizou paracentese com retirada de 10L liq.
ascitico; reposicao de trés frascos de albumina 20%

» ApoOs diagndstico de IRA-AKI estadgio 2, foram
suspensos diureticos e realizada expansao volémica
com albumina (1g/Kg, por 2 dias)

» ApoOs diagnostico de PBE, com BT: 4,5 e creat: 1,2, foi
tratado apenas com antibidtico (sem albumina)

DOV

» Paciente desenvolvou SHR, sendo tratado com
terlipressina+albumina. Apds prolongada internacao, _
paciente recebeu alta, porém manteve ascite de dificil
controle, Child C. Teria beneficio com uso
prolongado de albumina?



