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CAROS COLEGAS

as Ultimas décadas pdde-se testemunhar notavel avango no conheci-

mento das doengas do figado, em particular na epidemiologia e diag-

néstico das hepatites virais, principalmente entre o final dos anos 60
até oinicio dosanos 90, com a descoberta das hepatites A, B, Delta e, nos anos
de 1989 e 1990, respectivamente, dos virus das hepatites C e E.

Nas décadas que se seqguiram de 80 e 90, imensos avangos ocorreram
na implementacao das novas técnicas de biologia molecular, no diagnostico
soroldgico das hepatites, no avango das novas e revolucionarias técnicas de
diagnostico por imagem com o advento do ultrassom, da tomografia e da res-
sonancia magnética.

Acompanhando todos esses avancos e descobertas o desenvolvimento
das primeiras vacinas por engenharia genética contra o virus da hepatite B,
que acabaram por tornar o diagnoéstico e a prevencao das doencas do figado
mais viavel e facilitado.

Todas essas conquistas culminaram e foram, em grande parte, recompen-
sadas nos anos de 1990 a 2015, com o formidavel avango no tratamento das he-
patites virais B e C, com a chegada do interferon, da lamivudina, dos analogos
nucleosideos e nucleotideos, como entecavir e tenofovir, com a descoberta do
interferon peguilado e sua associagao com a ribavirina e a introdugao dos pri-
meiros inibidores de protease do HCV.

Nesses ultimos b anos presenciamos uma verdadeira revolugao no tra-
tamento da hepatite C, com a chegada dos agentes antivirais de acao direta
(DAA) de 22 geragdo, como a combinacgao de Sofosbuvir/Ledipasvir, Sofosbu-
vir/Velpatasvir ou Sofosbuvir/Daclatasvir e o Glecaprevir/Pibrentasvir, que
vieram acompanhados de taxas de cura de 95%.

Ao lado destas conquistas, percebeu-se nos ultimos 15 anos, notavel re-
volugao, também, na identificagao e manejo das doengas metabolicas e ne-
oplasias primarias do figado, de modo que a Hepatologia viral dos primeiros
30 anos, tem se modificado para uma Hepatologia metabdlica e oncoldgica
nesses ultimos 20 anos. De igual modo, avangos no manejo da cirrose e de
suas complicagdes e nas novas técnicas de cirurgia e do transplante hepatico
mudaram a forma como conduzimos e tratamos esses pacientes.



Dessa maneira, a Diretoria da SBH entendeu e decidiu que seria muito
util e interessante passar em revista os ultimos avangos na Epidemiologia e
Diagnostico das Hepatites Virais e das coinfecgoes, de revisar as conquistas
e progressos no manejo do paciente com cirrose e suas complicagoes, inclu-
sive no manejo desse paciente no ambiente de terapia intensiva e, finalmente,
rever 0s avangos da cirurgia hepatica e no transplante de figado nos ultimos
50 anos.

Contamos com o privilégio e a boa acolhida da ideia dos mais profundos
estudiosos e conhecedores desses assuntos em nosso meio e de experts in-
ternacionais e, dessa maneira, decidimos organizar quatro cursos pré-con-
gresso, em formato de posgraduate course, simultaneamente.

Assim, no dia 06 de outubro teremos os cursos de cirrose e suas com-
plicagdes, coordenados pelos professores Angelo Alves de Mattos e Henri-
que Sérgio Moraes Coelho, o de cirurgia hepatica e transplante de figado, sob
a supervisao dos Professores Rita Silva e Renato Ferreira Silva, o de manejo
do paciente com hepatopatia crénica em ambiente de terapia intensiva, sob a
coordenacao dos professores Paulo Bittencourt e Suzana Lobo e, por ultimo,
o de epidemiologia e diagndstico das hepatites virais sob a coordenacgao dos
professores Giovanni Faria Silva e Carlos Eduardo Brandao.

0 Syllabus dos cursos pré-congresso torna-se, dessa maneira, mais uma
iniciativa do programa de educagao médica continuada (PEC) da SBH. A SBH
organizou além do PEC, o Programa de Aperfeicoamento, Pesquisa e Ensino
em Hepatologia(PAPEHE), sendo que, ao longo dos dificeis anos de 2020-2021,
foram apresentados quinze " seminarios (webinar), 10 podcast (Hepatocast) e
6 aulas do PEC, dentre outras atividades.

Desejamos a todos os colegas um 6timo e proveitoso congresso!!

Carlos Eduardo Brandao
Presidente
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MODULOT: A
DISFUNCAO ORGANICA NA CIRROSE

Moderadores: Paulo Lisboa Bittencourt (BA) e Suzana Margareth Ajeje Lobo (SP)

14h00-14h20 - ACLF: Toward the best definition in Brazil (ACLF: Qual a melhor defini¢ao para o Brasil?)
Angelo Zambam de Mattos (RS)

14h20-14h40 - ACLF from the CLIF perspective (ACLF: Na perspectiva do CLIF)
Paolo Angeli(Italia)

14h40-15h00 - Hepatic encephalopathy (Encefalopatia hepatica)
Jasmohan Bajaj (USA)

15h00-15h20 - Organ failure in cirrhosis: when to transplant and when to withhold ICU support (disfun-
¢ao organica na cirrose: quando optar por transplantar ou por limitar suporte em UTI)

Francois Durand (Franca)

Discussao

MODULO 2: )
COMPLICACOES DA CIRROSE

Moderadores: Alberto Queiroz Farias (SP) e Mario Reis Alvares-da-Silva (RS)

16h00-16h20 - Infections (infecgoes)
Carlos Terra(RJ)

16h20-16h40 - Variceal Bleeding (sangramento varicoso)
Jonel Trebicka (Alemanha)

16h40-17h00 - Hepatorenal Syndrome: Current Treatment and Future Perspectives (sindrome hepatorrenal)
Pere Gines (Espanha)

17h00-17h20 - Bleeding due to coagulopathy: how to prevent and how to treat ? (Sangramento por coa-
gulopatia: como prevenir e tratar?)

Nicolas Intagliata (USA)

Discussao
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MODULO 3: ]
MANEJO DO HEPATOPATA CRITICO

Moderadores: José Eymard de Medeiros Filho (PB) e Cacilda Pedrosa de Oliveira (GO)

18h00-18h20 - Alcoholic hepatitis: how to prevent organ failure and death (Hepatite alcoélica: como
prevenir disfuncao orgéanica)
Liana Machado de Codes Foulon (BA)

18h20-18h40 - Practice recommendations for volume resuscitation, vasopressors, corticosteroids
and glucose control (Recomendacoes praticas: ressuscitagao volémica, vasopressores, corticoides e
controle glicémico)

Gerson Luiz de Macedo (RJ)

18h40-19h00 - Practice recommendations for sedoanalgesia, ventilation, tromboprophylaxis and
stress ulcers prophylaxis (Recomendagdes praticas: sedoanalgesia, ventilagao, tromboprofilaxia,
profilaxia de ullcera de estresse)

Luana Fernandes Machado (SP)

19h00-19h20 - Management of COVID-19 in patients with cirrhosis (Manejo da COVID-19 no hepatopata)
Manuel Mendizabal (Argentina)

19h20-19h40 - Management of acute liver failure (Manejo da insuficiéncia hepatica aguda grave)
Luiz Marcelo Malbouisson (SP)

Discussao
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DISFUNGCAO
ORGANICA
NA CIRROSE

MODERADORES: PAULO BITTENCOURT (SBH) E SUZANA LOBO (AMIB)



ACLF: QUAL A MELHOR
DEFINICAO PARA O BRASIL?

Angelo Zambam de Mattos

As descompensacoes agudas da cirrose manifestam-se através do desenvolvimento de asci-
te, encefalopatia hepatica, hemorragia digestiva ou infecgdes. A faléncia hepatica cronica agudizada
(acute-on-chronic liver failure - ACLF) encontra-se no extremo mais grave das descompensacoes
agudas da cirrose e caracteriza-se pela presenca de uma ou mais faléncias organicas e elevada mor-
talidade de curto prazo. A importancia da ACLF fica evidente pela elevada incidéncia desta condicao
entre cirréticos internados por descompensacao aguda (cerca de 35% em todo o mundo e 29% em
estudos sul-americanos) e por sua alta mortalidade (cerca de 58% em 3 meses, sendo ainda mais alta
na Ameérica do Sul, onde atinge 73%)".

As 3 definicdes mais estudadas para ACLF sao aquelas propostas pela Asian Pacific Associa-
tion for the Study of the Liver (APASLY, pelo Chronic Liver Failure Consortium (CLIF-C) e pelo North
American Consortium for the Study of End-Stage Liver Disease (NACSELD)*5. Os estudos que carac-
terizaram a ACLF no Brasil utilizaram os critérios do CLIF-C 6-8.

Quando foram comparadas as definigoes da APASL e do CLIF-C em um estudo sul-coreano, a
definicdo do CLIF-C foi capaz de diagnosticar ACLF em uma maior parcela dos pacientes internados por
descompensacao aguda da cirrose, além de identificar os pacientes com a pior sobrevida9. Ja em um
estudo norte-americano, que avaliou uma grande base de dados de cirréticos ambulatoriais, embora a
definicao do CLIF-C novamente detectasse um maior numero de pacientes com ACLF, as populacoes
identificadas pelas definicoes da APASL e do CLIF-C pareciam muito distintas, sugerindo que as defini-
cOes nao se referissem a mesma condigao clinica®. Isso possivelmente seja explicado pelo fato de que
adefinicao da APASL, diferentemente das outras duas, inclui pacientes nao cirroticos, exige que o fator
desencadeante da ACLF seja um insulto hepatico e que a faléncia organica inicial seja hepatica, o que
talvez possa ter alguma utilidade em paises asiaticos, com alta prevaléncia de hepatite B, mas dificil-
mente sera util em paises ocidentais, com menores prevaléncias desta hepatite viral.

Quando a definicao do CLIF-C foi comparada aquela do NACSELD, ainda que ambas identificas-
sem grupos de elevada mortalidade, a definicao do NACSELD pareceu ser excessivamente restritiva,
identificando menos de 10% dos cirroticos internados por descompensagao aguda como tendo ACLF,
enguanto a definicao do CLIF-C identificava entre 21% e 29,3% dos pacientes como sendo portadores
de ACLF. Além disso, os pacientes que seriam diagnosticados pelos critérios CLIF-C e que deixavam de
seridentificados quando eram utilizados os critérios NACSELD ainda apresentavam alta mortalidade de
curto prazo™®.

Alguns estudos avaliaram o desempenho dos diferentes critérios diagnésticos de ACLF na
predicao do prognostico dos pacientes. Quando as definicoes da APASL e do NACSELD foram com-
paradas, nao houve diferenca significativa entre elas®. Quando as definicdes do CLIF-C e do NACSELD
foram comparadas, aquela se mostrou muito superior a esta®. Finalmente, quando as 3 definigdes
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foram comparadas, a definicao do CLIF-C demonstrou uma acuracia significativamente superior a
das demais na predigcdo da mortalidade™.

Assim, considerando que a definicao proposta pelo CLIF-C possui maior sensibilidade em
identificar pacientes com ACLF, que elatem melhor desempenho na predicao de mortalidade, que ela
foi validada no Brasil e que a hepatite B nao tem elevada endemicidade em nosso meio, entendemos
ser esta a melhor definicao de ACLF para nosso pais.

QUAL A MELHOR DEFINICAO PARA O BRASIL?

Referéncias:
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ENCEFALOPATIA HEPATICA

Hepatic encephalopathy

Jasmohan Bajaj (USA)

Organ failure in Cirrhosis:
Hepatic Encephalopathy

Jasmohan S Bajaj, MD, FAASLD, AGAF, FACG, FRCP

Division of Gastroenterology, Hepatology, and
Nutrition, Virginia Commonwealth University and
McGuire VA Medical Center,

Richmond, Virginia

Outline

* Brain in critical care
Cirrhosis, ACLF and brain
Definition of brain failure

* Management
— Focused on brain in critical care
— Focused on cirrhosis

Long-term consequences

Future needs and biomarkers
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Definition of Hepatic Encephalopathy (HE)

N

» Hepatic encephalopathy is brain
dysfunction caused by liver insufficiency
and/or porto-systemic shunting

» It manifests as a wide spectrum of
neurological/psychiatric abnormalities
ranging from subclinical alterations to
coma

AASLD EASL 2014 Guidelines Hepatol/J Hepatol.

Everyone has the same definition for brain failure!

Presence of
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T Grade Ti nrecinitating
Asian Pacific Assodiation for the European Association for the Study of
Failing Study of the Liver organ failures Liver-Chronic Liver falture crgan failures  North American Consartium for Stidy of End-stage Liver
organ definition (4, $) defmition (9) Disease organ faikures definition (7)
Liver Total bilubin 25 mo'dL srd INR 215 Bilirubin level of >12 mgdl. -
Kidney Acute Kidney Injury Network critena Creatinine level of >2.0 midt or renal Need for dialysis or other forms of renal replacement therapy
replacament
Brain wmn;‘m hepatic encephalopathy West: Haven hepatic enarphalopathy grade  West-Haven higatic encephalogathy grade 34
grde 34
Ciopioiins ™ £ e =
Crculion - Use of vasopresser (terllpressin andlor Presence of shock defined by mesn arterial pressune <60 mm Hg or
catacholamines) 4 reduction of 40 sm Hg in systolic bleod paessure from baseline,
despite adequate flid resuscitation and candac output
Resplation Pa0JAO; of <200 or SpOIFO; of <214 Meed for mechanical ventilaion
at need for mechanical ventilation
Bypass or (further episode
. . Overt within 6 mths)
Sh"‘."t W't.hOUt 3 Spontaneous
cirrhosis) . L
Persistent (no precipitating
factor found
. c . 4 (never resolved) )
(Cirrhosis)

EASL/AASLD Guidelines 2014

Prevalence of Brain Dysfunction

One of the most common organ failures

* CANONIC study: 7.4% prevalence of
Grade IlI-IV

* NACSELD: 18% prevalence of Grade IlI-IV
* APASL: 50% HE prevalence

Moreau et al 2013, Bajaj et al 2016, Choudhury et al 2017
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Brain dysfunction in the ICU with and
without cirrhosis

Sepsis
Parlpharal cylokines
/ \
Meural Blond-Brain Barrier Hurrioral
pathway akerations pattvway
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Cireulatory failure — :
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C:jo brain Mn@
wm . v _ Medications
Light exposiin e .
N

Sonneville et al Annals of Critical Care 2013

) ult metabolic sbnormalities
AICONO 0 atio
airrmy Withdrawal

Medical comorbidity A ono ara a
5 £ Slees
everity of illness £ benzo-
ep azepines,
Advanced age Substan lolds)
Delirium
e d O O
Sedative P dind pd

Elemants of
routine ICL care
(e-g., turning, ph

therapy)
BT Aniety
Endotracheal i Agitation; (ppropeiite
tube or patholegic)

/ awareness
Tissue injun)

(Eg surgery, Frustration
ressure areas|
8 ) Lack of
o Physical homeostasis
Ascar soinint (e.g., thirst,
30ess  Affective component €373 Panges; dyspriea)
(e.8., “this pain means
1'm more likely to die”) Inability to Ventilator
communicate
dyssynchrony

Reade et al NEJM 2015
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Hepatic Encephalopathy

More Organ Failures with HE=Higher mortality

30-day mortality
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In the NACSELD Cohort, on regression analysis, HE severity was
significantly associated with in-hospital and 30-day mortality
independent of any extra-hepatic organ failure, WBC count, SIRS and
MELD (OR 3.3, p<0.0001).

Cordoba et al J Hepatol 2014, Bajaj et al Clin Gastro Hep 2016

Overt HE: Important Questions
During the Acute Episode

» Is it really overt HE?

Is the patient’s airway safe?

Al

What precipitated it?

Al

» Should we check for ammonia levels?

» Should we restrict protein intake?

Has the patient become alert after treatment? And if not,
why not?

N




Differential Diagnosis of HE

Diabetic (hypoglycemia, ketoacidesis. hyperosmolar, lactic acidosis)
Alcohol (intoxication, withdrawal, Wernicke)

Drugs {benzodiazepines, neuroleplics, opioids)

Renal dysfunction

Electrolyte disorders (hyponatraemia and hypercalcemia)
Neurological infections

Non-convulsive epilepsy

Psychiatric disorders

Intracranial bleeding and stroke

Severe medical stressful events (organ failure and inflammation)

Nadim et al J Hepatol 2016, AASLD/EASL HE Guidelines 2014

ETIOLOGY & PRECIPITATING FACTORS

1Preten oad
(ncluding Gi blaoding)

Drugs : MypohataeTia
|esuCialy sedutves v
anfceprmsanta.

Detyoration
meludng dhwates
paracentess|

Trawma nourotransmision Fororystamic
(ncluding surgecy) sturting

o Stabilize airway, vital
signs

« Triage appropriately

 Lab work

o |V fluids, NG tube ,
antibiotics empirically

if indicated

® Drug screen
 Psychiatric disorder
 Neurological disorders

* Dementia

® Obstructive sleep apnea

Initiate Evaluate for
general care alternatives

Identify
precipitating
factors and
reverse

Commence
empirical
therapy

* Lactulose either orally
or via NG tube or via
enemas depending on
mentation

® Other therapies

* Infections

* Gl bleeding

* Electrolyte disorder
* Diuretic overdose

* Unidentified

Acharya et al Am J Gastro 2018
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Muscle
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GLU + NH; - "~ GLN
@ Glutaminase

PAA + GLN
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T Kidney

Bajaj et al ISHEN
Consensus Am J Gastro 2020
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Potential strategies to reduce brain dysfunction
in ICU patients

Pharmacological measures
Reduce use of benzodiazepines and opioids
Perform daily sedation stops
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Use dexmedetomidine (versus benzodiazepines or propofol) as sedative

Pain assessment: sedation — analgesia — delirium protocol

Prevention of metabolic disturbances

Nonpharmacological measures
Sleep protocol

Reorientation and cognitively stimulating activities

Rehydration

Use of eyeglasses, magnifying lenses, and hearing aids
Avoid use of physical restraints
Early mobilization

Long-term consequences of brain
failure
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Long-term cognitive impairment after
discharge from critical care

N

n Score

4

RBANS Global Cogni
Adjusted RBANS Global Cegnition Score
atizMo

Ntz
.04

oMM WM M1 W m W | m
0 H 10

Oays of Delirlum

* Worse recovery in older patients and in those with longer duration
of delirium
* Almost a third of patients also developed depression

Multiple HE episodes can lead to
persistent functional impairment

After recovery from episodes of HE

— There is a persistent impairment of daily
functioning
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— Higher burden on caregivers
— Learning ability is lost on several cognitive tests

— Patients and caregivers have difficulty adjusting to
their roles and often have traumatic experiences

Bajaj et al Gastro 2010, Bajaj et al Am J Gastro 2011, Riggio et al Clin Gastro Hep 2011
Umapathy et al Am J Gastro 2014, Acharya et al Liver Transpl 2017, Grgnkjeer et al
Gastrointest Nurs 2017

Low brain
reserve

High brain
reserve

Lower education Poor
Poor social support
Lower socio-economic
status

¢ High education
recove ry * Good social support
* Higher socio-economic

o status
* Alcoholic etiology » Non-alcoholic etiology
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Improving biomarkers

Gut Microbiota, CSF Metabolomics, Cortical Thinning
have been studied in ACLF

Bajaj JS et al ) Hepatol 2014, Weiss et al J Hepatol 2016, Yadav et al J Transl Med 2015

Metabolomics to predict who develops brain failure

144 patients
602 inpatients -— developed brain
without brain failure failure (Grade 3-4 HE)

il -
\ 458 patients did not Comparison

develop brain failure

A. RFA Biochemical Importance Plot
— T 1]

maltose

bilirubin (Z,2)
N-(2-furoyl)glycin:
irubin degradation product, C16H18...

propyl sulfate
2-fu

cysteine

(PLA)
5,6-

Separation

1-stearoyl-GPC (18:0)
1,2-dipalmitoyl-GPC (16:0/16:0)
thyroxine

1-palmitoyl-GPC (16:0)

X - 16576
linolenoylcamitine (C18:3)*
cosanoyl sphingomyelin (d18:1/23:0)"
eicosenedioate (C20:1-DC)*

irubin degradation product, C16H18
sulfate
lactose

10 15 20 25 30 35 Bajajetal NACSELD

mean-decrease-accuracy
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Summary and Take-Home Messages

Brain failure is a major component of ACLF, the definition
of which is similar across all consortia

Although hepatic encephalopathy is the major cause of
brain failure, other etiologies of mental status changes
can co-exist or precipitate or mimic HE.

In the critical care setting, in addition to HE therapy,
careful pharmacological and non-pharmacological
assessment for pain and other impairments are needed.

HE and critical care experiences can have long-term
consequences on daily functioning and cognitive status.

Newer biomarkers to predict brain failure are needed.

NACSELD: North American Consortium for the
Study of End-Stage Liver Disease
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DISFUNGAO ORGANICA NA CIRROSE:
QUANDO OPTAR POR TRANSPLANTAR
OU POR LIMITAR SUPORTE EM UTI

Organ failure in cirrhosis: when to transplant and when to withhold ICU support

Frangois Durand (FRANCE)
Hepatology & Liver Intensive Care
University of Paris

Hospital Beaujon, Clichy, France

1. Definitions

Beyond episodes of decompensation (ascites, variceal bleeding, encephalopathy...), the occur-
rence of organ failures is not uncommon in patients with advanced cirrhosis, and it is well known that
extra-hepatic organ failures are associated with an especially high mortality rate in this population. A
definition of the syndrome corresponding to extra-hepatic organ failures in patients with cirrhosis,
termed “acute-on-chronic liver failure” (ACLF) has been proposed in 2013 following a European mul-
ticenter study including 1343 consecutive patients. " According to the findings in this study, ACLF
defines a syndrome including cirrhosis, rapid onset of organ(s) failure(s) and a mortality rate of 15%
or more at 28 days. Bacterial infection was the most common precipitating factor of ACLF. However,
43% of patients with ACLF had no identifiable precipitating factor and 23% of patients did not have
previous episodes of decompensation. ! Then, ACLF was categorized into 3 grades of increasing se-
verity depending upon the nature and the severity of each organ failure. Grade 3 ACLF which is de-
fined by 3 or more organ failures was associated with a 77% mortality rate at 28 days and almost 80%
at 90 days. To facilitate prognostication, a specific score termed CLIF-SOFA score has been created
with a score ranging from O to 4 points for each organ failure and a total score ranging from 0 to 24
points, which covers a wide spectrum of disease severity.

2. The issue of cirrhosis and intensive care

A sickest-first allocation policy has been adopted for liver transplantation in the United States in
2002 and then, this policy has also been adopted in most Western countries. The sickest-first alloca-
tion policy relies on the MELD or MELD-Na scores %! Indeed, the MELD or MELD-Na scores are simple,
readily available and objective prognostic markers in cirrhosis, providing an estimate of the probability
of death without transplantation. *“! According to this allocation policy, the higher the MELD score, the
higher the risk of early mortality without transplantation and the higher the probability to be offered an
organ. [ Interestingly, implementation of this policy was not associated with a deterioration in post-
-transplant outcomes. Since patients with high MELD/MELD-Na scores are prioritized for transplanta-
tion and these patients are the most likely to have organ failures, attention focused on the management
of critically ill cirrhotic patients in the ICU as well as rescue transplantation in patients with ACLF since
the early 2000s. ¢! Several series have shown acceptable outcomes in patients with cirrhosis admitted
in the ICU. However, even if cirrhotic patients admitted in the ICU are selected, mortality rates are of
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about 50% in average. "1 In the light of these studies, cirrhosis should no longer be considered a con-
traindication for admission in the ICU. However, in hospital mortality rates are still high. Extracorporeal
liver assist devices failed to show any survival benefit in ACLF. ™ Therefore, in selected patients, a re-
asonable approach is a trial of unrestricted support in the ICU for three days followed by withdrawal or
limitation of life sustaining treatments if 3 or more organ failures persist. !’

3. Liver transplantation and ACLF: what can be expected

Since an increasing number of cirrhotic patients are admitted in the ICU, the issue of rescue
transplantation for ACLF has been raised in recent years. Several studies have been published re-
porting single center or multicenter experience of transplantation either in patients categorized by
uncapped MELD score > 40 or in patients meeting the criteria for ACLF. I'>"! Patients were obviou-
sly highly selected even if selection criteria are not precisely defined in most studies. Except in stu-
dies conducted based on the US OPTN registry, 1 the number of patients included in each study was
small. However, the results of these studies are relatively homogeneous, showing that one-year survi-
val rates as high as 80% can be achieved in selected patients with ACLF. Contrasting data have been
reported concerning transplantation in patients with ACLF grade 3. One series report one-year survi-
val rate of only 40% "®!while another study reports one year survival rate of 84% which is encouraging.
Discordances are probably related to different experience in the management of critically ill cirrhotic
patients and, more importantly, on different selection criteria. A study based on a large series from
the UNOS registry in the US (4,714 patients) suggests that liver transplantation may be safe in selec-
ted patients with up to 5-6 organ failures with one year survival rate exceeding 80%. However, these
results have to be interpreted with caution since not all the variables needed to define organ failures
according to the CLIF-SOFA score are captured in the UNGS registry and extrapolations are needed,
especially for respiratory failure. "®! Extrapolations and missing data are a significant source of bias.
Overall, there is clear evidence that good results can be achieved with rescue transplantation in se-
lected patients with up to grade 3 ACLF. Even if post-transplant survival is slightly worse in patients
with ACLF as compared to patients with decompensated cirrhosis or HCC, transplant benefit may be
higher in ACLF as survival is very low with medical management alone. Evidence is weak in patients
with more than 3 organ failures and decision for transplantation should be especially cautious.

4. Theissue of transplant futility in patients with ACLF

Another issue raised by transplantation in ACLF is that of futility. There is a general agreement
that in a context of organ shortage, transplantation is hardly justified if the expected 5-year survival is
less than 50%. This cut off value is empirical and in clinical practice, much higher survival rates are an
absolute prerequisite by requlatory agencies. Futility can be related to the severity of the underlying
liver disease, the severity of extrahepatic organ failures, age and comorbidities. Until now, objective
variables and clear cut off values that would define futility have not been identified. Not all organ failu-
res weight equally on post-transplant mortality and respiratory failure is unlikely to recover. Recently,
recommendations have been established by an international panel of multidisciplinary experts. The
consensus raised by this panel was that transplantation for ACLF is likely to be futile in patients with (i)
respiratory failure with Pa02/Fi02 ratio < 150 mmHg and/or (ii) circulatory failure with norepinephrine
dose > 111g/Kg/min and/or (iii) serum lactate level > 3 mmol/L. ! However, beyond threshold values
related to organ failures, a decision for transplantation in patients with ACLF should also be balanced
according to age and comorbidities.
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DA CIRROSE
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bacterianas na cirrose

InfecgOes bacterianas na cirrose

PREVALENCIA

%

35 - 32% 34%
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n = 1567 n =405

pacientes

Ferndndez J, Hepatol 2002
Borzio M, Dig Liver Dis 2001
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Infecgdes bacterianas na cirrose
TIPOS DE INFECCAO

n=1302

30

27%
25
2%
20 19%
17%
15
10 8% 8%
0 .

EPBE M|TU MPneumonia M Bacteremia M Celulite M Outras

el

Piano S et al, Gastroenterol 2019

InfecgOes bacterianas na cirrose
ASPECTOS EPIDEMIOLOGICOS

EVENTOS PRECIPITANTES ACLF (n=303)

Infecgdo bacteriana 98 (32%)
Hemorragia digestiva 40 (13%)
Alcoolismo ativo 69 (24%)
Outros 25 (8%)

Nenhum 126 (44%)

Moreau, Gastroenterology 2013

Infecgdes bacterianas na cirrose
ASPECTOS EPIDEMIOLOGICOS

Cirrdticos descompensados com DA (235) ou ACLF (407)

_ Momento do diagndstico Durante a internagdo (149)

DA ACLF DA ACLF
Prevaléncia de infeccdo n, (%) 59 (25) 152 (37) 32 (18) 117 (46)

p=0.001 p=0.001

DA = Descompensagdo aguda
ACLF = Acute on chronic liver failure

Fernandez J, Gut 2018

28

n
L
o
o
o
|
™
=
I
o
%,
%
Ll
%
5
=
)
o
L
%
o
o
%
o
>
O




Infeccdes bacterianas na cirrose
PROGNOSTICO

11987 pacientes

Study (publication year) Dclebs ralio (357 Cif % Weight
Strauss (1 - 2.96(1.84, 475 16.0
Torg [1967) i e 500 (123, 20.24)
Sharma (1387} — - 416 [1.81,8.5 58
Tites {1088) . AT 214,67 1.8
Wang (1221} im- 507 E.mu. 50
Caly [1553) ——— 7.20 (2,62, 20. 4.0
Toledo (1993 . .52 [2.51, 16.05) 46
BAC [1993] 2.4 (088, §.70) 4.0
Barnard (1393] —rhle— 5.35 EGE 17 a0
—— £.33 (1.7, 15.06] s

Vivas {2001) ———————— 23.00(2,35 1178 16
Borzia (2001 - 2,60 11.35. 5.0 a2

ama (2009 —_— 279147, 5.2 o6
i S

e .40, 12.. g
Gl\ulun(.p{fas I‘Lé]l)(n —.— 1017 43,09, 33.62) 28
Fasolatc (2007) —— 2,12 (1.00, 4.51) Td
Piekarska (2008} ——— 5T 26) 1.8
Overall (D53 Gl == 3.7 [3.05, 4.83 N

T T T T 30% no 12 més
o1 8 1 3 1o
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Arvaniti V, Gastroenterol 2010
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InfecgBes bacterianas na cirrose

PROGNOSTICO
R
infecgdo (152) a infecgdo (255)

Insuficiéncia cerebral 31% 17% <0.01
Insuficiéncia respiratdria 20% 10% <0.05
Insuficiéncia circulatéria 34% 18% <0.001

Pontuagdo CLIF-C ACLF 54+11 48+9 <0.05

Ventilagdo mecanica 38% 22% <0.001

Depuragdo extra-renal 33% 21% <0.01

Mortalidade 90 dias 51% 38% <0.05

Fernandez J, Gut 2018

Survival

Infecgdes bacterianas na cirrose
PROGNOSTICO

Sobrevida livre de transplante em pacientes com
descompensacdo aguda (AD) ou ACLF com e sem infeccdo

ACLF - BID

Survival

ACLF - BiF U

ACLF @ C

Fernandez J, Gut 2018
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Infecgdes bacterianas na cirrose
PROGNOSTICO

FATORES MODIFICAVEIS

+ Detecgao e tratamento precoce
Tratamento inicial efetivo

FATORES DO
HOSPEDEIRO

FATORES BACTERIANOS
Sitio de aquisigao
Cultura positiva « Disfungao hepatica N
Multirresisténcia * Idade

Co-morbidades
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Infecgdes bacterianas na cirrose

TRATAMENTO
1000
g
§
]
:
i’ ] + ] .
11t
; it
5
3
01
< L & ] & % ‘t*
u‘& & Fo ’f ~‘% L&‘
% % & ‘s, %

Time from hypotension onset (hrs)

Arabi et al, Hepatol 2012

InfecgOes bacterianas na cirrose
TRATAMENTO

A Adjusted OR n P value

Al patisnts p———i 635 @
Diocumented THTECEGN B B4R <0 T

Cuiture-postive — + AT3 <0,0001
Bacteremia —_—— 245 0008
Community-ecquired inlection —— 357 <0.000%
Nesocomial infechon e e 00003
Gram-posilive » - “ 168 0.0
Gram-nagative . - ‘ 323 00009
Frieumona . 235 00001
Intra-asdominal infaction + -+ 4 2 0.005
Nean-immunacompromised —— 533 =0.0001
Immunocompraomised r * ' 102 0.06
0y 0 08 100.0

Arabi et al, Hepatol 2012
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Infeccdes bacterianas na cirrose
MULTIRRESISTENCIA

//,

/
L/

MDR: multidrug resistant
Resisténcia a pelo menos 1 ABT de 3 familias distintas

XDR: Extensively drug resistant
Resisténcia a pelo menos 1 antibidtico de todas

d familias exceto a no maximo 2

PDR: Pan drug resistant
Resisténcia a todos os ABT

InfecgBes bacterianas na cirrose
MULTIRRESISTENCIA - INCIDENCIA

Aumento na incidéncia de MDR*
40

35

p<0,05 vs outros periodos

30
25
20
15

10

1998-2000 2005-2007 2010-2011

* Multidroga resisténcia
Ferndndez J, Hepatol 2002 e 2012

Infecgdes bacterianas na cirrose
MULTIRRESISTENCIA — INCIDENCIA

MDR* segundo o tipo da infecgdo

50 50 T
2015-2016
2010-2011

40 40 38%
30 30
20 20
10 10

0 0

Comunitdria HCA** Nosocomial Comunitaria HCA** Nosocomial
* Multidroga resisténcia Ferndndez J, Hepatol 2012 Piano et al, Gastroenterology 2019

** Healty care associated
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Infeccdes bacterianas na cirrose
MULTIRRESISTENCIA - PROGNOSTICO
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Wiest, Gut 2012
~ . .
Infecgdes bacterianas na cirrose
MULTIRRESISTENCIA - PROGNOSTICO
Impacto da resisténcia antimicrobiana no progndstico (n=1302)
RESOLUCAO DA INFECCAO CHOQUE SEPTICO MORTALIDADE HOSPITALAR
100% 50 50
o p<0,003
80% 10 p<0,001 40 p<0,004
m% I
60% 30 30
50%
40% 20 20
30%
20% I 10 - 10
10%
0% 0 0
EN3o MDR ® MDR EN3o MDR = MDR ® N3o MDR = MDR

Piano et al, Gastroenterology 2019

InfecgOes bacterianas na cirrose
MULTIRRESISTENCIA

Fatores de risco

| odisratio os%ic | p

Infecgdo nosocomial 2,65 1,75 - 4,01 <0,001
HCA* 1,62 1,04 — 2,52 0,032
Antibiético sistémico nos

altimos 3 meses L92 [£3254280 S0
ITU 2,48 1,59 — 3,87 <0,001
Pneumonia 3,20 1,83 - 5,59 <0,001
Celulite 2,92 1,41 - 6,09 0,04

* Healty care associated

Piano et al, Gastroenterology 2019
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Infecgdes bacterianas na cirrose
ALGORITMO DE TRATAMENTO

‘ Sepsis ou choque?

Infecgdo nosomial
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Infecgdes bacterianas na cirrose
PAPEL DA ALBUMINA

INFECCOES NAO-PBE (INFECIR-2)

H ALB-G

H SMT-G

Number of patients

ACLF at enrolment Unsolved ACLF

Ferndndez et al, Clin Gastroenterol Hepatol, 2020
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Infecgdes bacterianas na cirrose
PAPEL DA ALBUMINA

INFECCOES NAO-PBE (INFECIR-2)
[ vawAve | AsuvvaasT(n=s1) | p | ANTIBGTICOS (57 ||

CREATININA SERICA (mg/dL)

Basal 1.320.7 1.1+0.4
Dia 3-7 1.1+0.6 0.0116 1.1:0.4 0.1513
SODIO SERICO (mEq/L)
Basal 131.246.2 132.7t5.4
Dia 3-7 134.915.7 <0.0001 133.5¢5.1 0.0905
PAM (mmHg)
Basal 78.1+11.7 79.1+11.0
Dia 3-7 82.1£11.8 0.0167 80.1+10.5 0.4758
RENINA PLASMATICA (pU1/m)
Basal 242 (46-903) 125 (34-399)
Dia 3-7 161 (18-393) 0.0002 91(25-768) 0.4426

Ferndndez et al, Clin Gastroenterol Hepatol, 2020

InfecgBes bacterianas na cirrose
PAPEL DA ALBUMINA

INFECCOES NAO-PBE (INFECIR-2)
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Ferndndez et al, Clin Gastroenterol Hepatol, 2020
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Infecgdes bacterianas na cirrose
PAPEL DA ALBUMINA

INFECCOES NAO-PBE (INFECIR-2)
PACIENTES COM CIRROSE AVANCADA E INFECGOES NAO-PBE QUE RECEBEM A COMBINAGAO DE ALBUMINA
E ANTIBIOTICOS TEM MELHORES RESULTADOS DO QUE PACIENTES QUE RECEBEM APENAS ANTIBIOTICOS.

VARIAVEL ALBUMINA + ABT ANTIBIOTICOS n

RESOLUGAO DO ACLF 14/17 (82%) 3/9 (33%) 0.03
NOVA INFECCAO 6/61 (9,8%) 14/57 (24,5%) 0.03
MELHORA DA FUNGAO CIRCULATORIA E RENAL

Ferndndez et al, Clin Gastroenterol Hepatol, 2020
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SANGRAMENTO POR COAGULOPATIA:
COMO PREVENIR E TRATAR?

Bleeding due to coagulopathy: how to prevent and treat?

Nicolas Intagliata, MD
Associate Professor of Medicine
University of Virginia, Charlottesville

The coagulopathy of liver disease is an emerging field of active study."? It is now well accepted
that routine coagulation parameters do not predict bleeding or thrombosis in patients with cirrhosis.
Rather, coagulation in cirrhosis is a rebalanced, but fragile hemostatic system that may tilt towards
bleeding or thrombosis via diminished pro/anti-coagulant pathways. Moreover, hypercoagulability,
once anathema to the patient with cirrhosis, is now an accepted and frequently observed phenome-
nonin cirrhosis.® As standard indices of coagulation are inaccurate in liver disease patients(e.g. INR),
alternative, more global measures of coagulation have been evaluated, such as viscoelastic testing
(VET)and thrombin generation assay (TGA). These tests may offer a more accurate assessment of the
entire coagulation system.*®

One major goal of this field is to develop a clearer understanding of the coagulation system in
cirrhosis so clinicians can predict and prevent bleeding and thrombosis. Our understanding of the
pathophysiology of cirrhosis and hepatic decompensation is rapidly expanding. Patients with acute
decompensation are at risk for developing acute on chronic liver failure (ACLF) and are at high risk for
mortality.” The re-balanced coagulation system in cirrhosis is particularly susceptible to exogenous
perturbations during hepatic decompensation (e.g. infection, liver failure, and acute kidney injury
(AKI)).%° However, the causal role of these events in relationship to the risk of bleeding and thrombo-
sis remains under-investigated.’ "

Patients with decompensated liver disease are frequently hospitalized and undergo multiple in-
vasive procedures. Current strategies using conventional coagulation parameters to direct pre-pro-
cedural prophylaxis likely lead to unnecessary over-transfusion. Data are lacking to assist cliniciansin
prediction of bleeding events associated with invasive procedures common to hospitalized patients.

Studies examining bleeding in patients with cirrhosis undergoing procedures vary tremendously
in study design, patient population, and outcome definitions." It is challenging to compare prevalence
of bleeding events in these studies as they did not adhere to uniform bleeding definitions and were
conducted in patients with varying degrees of hepatic decompensation in outpatient and/or inpa-
tient settings. It is also important to recognize that bleeding from procedures depends on the risk
of the procedure and is not uniform. Studies conducted examining safety of procedures in general13
or specific procedures in cirrhosis, such as paracentesis™®, have been published and overall report
generally low rates of associated bleeding. Most of these studies are retrospective, highly variable, do
not control for prophylaxis, and lack uniform outcome definitions.

De Pietri et al. conducted a randomized control trial of patients undergoing procedures with de-
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compensated cirrhosis (majority Child-Turcotte-Pugh (CTP) C).“ They report one bleeding event (ma-
jor bleed, defined by WHO bleeding score)in 60 patients(1.7%). Another study conducted in advanced
cirrhotic patients listed for liver transplantation (mean MELD 22) reported a higher prevalence of pro-
cedural related bleeding in 20% of patients (10/50).16 This study did not use a validated definition of
bleeding. A retrospective study in a large cohort of majority compensated cirrhosis (278/363 (77%)
CTP A or B) found a low prevalence of bleeding events (defined by WHO bleeding score) with only 10
post-procedural bleeding events or 2.8% of the cohort.13 Recently 2 large multicenter randomized
control trials have investigated the efficacy and safety of thrombopoetin agonists (TPO) to improve
thrombocytopenia for planned procedures in patients with cirrhosis.”® Both studies were conducted
in a cohort of majority compensated cirrhosis and included mainly low risk procedures. A range of
incident bleeding events(minor and major defined by WHO bleeding score)was 2.6% t0 5.6%.

Other studies have reported varying rates of in-hospital bleeding in patients with decompensa-
ted cirrhosis. Drolz et al. studied 211 patients in the intensive care unit with decompensated cirrhosis
(CTPC)and ACLF.® While reported rates of bleeding included both portal hypertension and non-portal
hypertension bleeding, 6.7% of patients developed bleeding (ISTH definition of bleeding) unrelated to
portal hypertension with the majority of these (10/14) related to procedures or surgical interventions.

The literature in this field suffers from a lack of uniform outcome definitions and widely varying
cohorts.” The true incidence or prevalence of procedural-related bleeding events in patients with cir-
rhosis is likely dependent on multiple factors including the severity of liver disease, pre-procedural
characteristics, and the level of risk of procedure.

Recent guideline recommendations from the AASLD address the challenge surrounding predic-
tion of procedural related bleeding in patients with cirrhosis and provide guidance on management.?
Conventional parameters, such as platelet count and INR, do not accurately reflect the state of the
hemostatic system and using these as guides for prophylaxis or treatment of bleeding is discouraged.
Rather, this complex systemis subject to myriad dynamic factors which can change rapidly in patients
and future research should continue to work to reveal potential predictors of bleeding.

1. Tripodi A, Mannucci PM. The coagulopathy of chronic liver disease. N Engl J Med 2011;365:147-56.

2. Intagliata NM, Argo CK, Stine JG, et al. Concepts and Controversies in Haemostasis and Throm-
bosis Associated with Liver Disease: Proceedings of the 7th International Coagulation in Liver
Disease Conference. Thromb Haemost 2018;118:1491-1506.

3. Lisman T, Bakhtiari K, Pereboom IT, et al. Normal to increased thrombin generation in patients under-
going liver transplantation despite prolonged conventional coagulation tests. J Hepatol 2010;52:355-61.

4. De Pietri L, Bianchini M, Montalti R, et al. Thrombelastography-guided blood product use before
invasive procedures in cirrhosis with severe coagulopathy: A randomized, controlled trial. Hepa-
tology 2016;63:566-73.

b. Vuyyuru SK, Singh AD, Gamanagatti SR, et al. A Randomized Control Trial of Thromboelastogra-
phy-Guided Transfusion in Cirrhosis for High-Risk Invasive Liver-Related Procedures. Dig Dis Sci
2020;65:2104-2111.
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6. Rocha LL, Neto AS, Pessoa CMS, et al. Comparison of three transfusion protocols prior to cen-
tral venous catheterization in patients with cirrhosis: A randomized controlled trial. J Thromb
Haemost 2019.

7. Arroyo V, Moreau R, Jalan R, et al. Acute-on-chronic liver failure: A new syndrome that will re-
-classify cirrhosis. J Hepatol 2015;62:S131-43.

8. Fisher C, Patel VC, Stoy SH, et al. Balanced haemostasis with both hypo- and hyper-coagulable
features in critically ill patients with acute-on-chronic-liver failure. J Crit Care 2018;43:54-60.

9. Premkumar M, Saxena P, Rangegowda D, et al. Coagulation failure is associated with bleeding
events and clinical outcome during systemic inflammatory response and sepsis in acute-on-
~chronic liver failure: An observational cohort study. Liver Int 2019;39:694-704.

10. Intagliata NM, Davis JPE, Lafond J, et al. Acute kidney injury is associated with low factor XIll in
decompensated cirrhosis. Dig Liver Dis 2019;51:1409-1415.

11. Zanetto A, Rinder HM, Campello E, et al. Acute Kidney Injury in Decompensated Cirrhosis Is Asso-
ciated With Both Hypo-coagulable and Hyper-coagulable Features. Hepatology 2020;72:1327-1340.

12. Schepis F, Turco L, Bianchini M, et al. Prevention and Management of Bleeding Risk Related to
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13. Napolitano G, lacobellis A, Merla A, et al. Bleeding after invasive procedures is rare and unpredic-
ted by platelet counts in cirrhotic patients with thrombocytopenia. Eur J Intern Med 2017:38:79-82.
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MANEJO DO
HEPATOPATA CRITICO

MODERADORES: JOSE EYMARD DE MEDEIROS NETO (AMIB/SBH)E
CACILDA PEDROSA (AMIB/SBH)



HEPATITE ALCOOLICA: ) A
COMO PREVENIR DISFUNGAO ORGANICA

Liana Codes

Mensagens

- Hepatite alcéolica(HA)é uma condicdo grave, associada a complexas alteragées imunoldgicas. E um dos princi-
pais fatores desencadeantes da insuficiéncia hepdtica crénica agudizada(IHCA).

« HA é frequentemente associada a infeccdes bacterianas e fingicas. E fundamental a adocdo de estratégias

adequadas pra o tratamento de infecgoes nesses casos.

« Corticoterapia continua sendo a primeira linha de tratamento, mas € ineficaz em pacientes com HA e ACLF de
alto grau. Deve-se identificar precocemente a ndo resposta ao corticdide, pois a auséncia de resposta se associa
a prognastico reservado(Lille > 0.56: sobrevida 25-30 % em 6 meses).

« O transplante hepdtico é considerado como terapia de resgate para casos altamente selecionados de HA grave.

« A abstinéncia etilica melhora a sobrevida de curto e longo prazo. Abordagem multidisciplinar e medidas educati-
vas sdo essenciais. O tratamento da dependéncia quimica reduz os desfechos negativos da DHRA

Doenca hepatica relacionada ao alcool (DHRA) é uma das principais causas de morte em todo o
mundo. Hepatite alcodlica(HA) é uma das formas de apresentacao da DHRA, caracterizada pelaicte-
ricia de inicio recente e sinais de insuficiéncia hepatica em individuos com o consumo ativo e recente
de alcool. A HA grave, caracterizada pela Fungao Discriminante (Maddrey) >32 se associa a um alto
risco de mortalidade em curto prazo.

Estudos recentes mostram que nos ultimos anos houve um aumento das hospitalizacoes por
DHRA, sobretudo entre os individuos jovens, do sexo feminino, com menos de 35 anos, que cursam
com HA grave associada a insuficiéncia hepatica cronica agudizada (IHCA), gerando necessidade de
internagdes prolongadas, uso de suportes artificiais, altos custos hospitalares e mortalidade intra
hospitalar ainda importante!™.

Em 2020, o estudo PREDICT [ sugeriu que a descompensagao aguda (DA) da cirrose esteja re-
lacionada sobretudo ao processo inflamatorio sistémico, havendo fenotipos distintos com riscos di-
ferentes de faléncias orgéanicas e desfechos negativos em curto prazo. Nesse estudo, observou-se
que 97.4% dos pacientes com fatores preciptantes identificados de DA tinham infeccoes bacteria-
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nas ou hepatite alcodolica grave, juntas ou isoladamente. Desta forma, o diagndstico, a prevencao e
o tratamento desses fatores preciptantes sao pontos-chaves na melhora do prognostico da cirrose
descompensada.

O corticoide continua sendo opgao de tratamento para pacientes com HA grave, mas seus bene-
ficios sao limitados. A presenca de IHCA e sua gravidade sao associadas com diminui¢do das chances
de resposta a corticoterapia®. Apenas 37.5% dos pacientes tratados com prednisona foram respon-
dedores na presencga de IHCA graus 2 e 3. Esses indices de resposta sao muito baixos para corroborar
o uso de corticéide em pacientes com IHCA de alto grau. 0 PREDICT mostrou ainda que a mortalidade
com 28 e 90 dias nao foi significativamente diferente em pacientes que recebem ou nao corticote-
rapia. Por outro lado, o mesmo estudo mostrou que estratégias de cobertura antibiética para flora
multirresistente foi mais efetiva em resolver infecgoes do que o emprego de esquemas classicos de
antibioticos. O planejamento de antibiotioticoterapia adequada diminuiu a incidéncia cumulativa de
IHCA em pacientes com descompensacao aguda, bem como mortalidade em 90 dias.

O transplante hepatico precoce para pacientes graves, com critérios de sele¢cao bem definidos,
tem sido cada vez mais realizado com resultados bastante favoraveis. A percentagem de recidiva do
consumo alcodlico tem sido inferior a 15%. Alguns especialistas sugerem a reducao do periodo de
abstinéncia de 6 para 1-3 meses, embora esta estratégia, em termos de ganhos de sobrevida, pareca
inferior ao transplante precoce. Um score avaliando parametros sociais e de adicgao esta sendo ava-
liado de forma prospectiva pelo grupo de Lille !

Vale ainda ressaltar a importancia do manejo multidisciplinar com a adogao de terapia compor-
tamental e farmacoterapia em alguns casos. Estudos mostram que o tratamento da dependéncia
quimica tem melhorado os desfechos em pacientes com cirrose relacionada ao alcool !
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RECOMENDAGOES PRATICAS:
SEDOANALGESIA, VENTILACAO, TROMBOPROFILAXIA
E PROFILAXIA DE ULCERA DE ESTRESSE

Luana Fernandes Machado

Mensagens

- Analgesia deve ser considerada antes da sedagdo

« Sedativos devem ser usados para induzir apenas sedagado leve

« Utilizar escala de monitoramento de sedagdo e protocolo de sedacdo leve

« Utilizar preferencialmente sedativos n@o benzodiazepinicos nas menores doses possiveis para atingir o

alvo de sedacgdo
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Pacientes criticos sao sujeitos a inimeros procedimentos causadores de dor. Aproximadamen-
te 75% dos pacientes reportam dor severa, 30% dor em repouso e 50% durante os procedimentos
de enfermagem. Pela dificuldade em sua avaliacao e controle a dor € muitas vezes menosprezada,
podendo comprometer a recuperacao e o bem-estar do paciente.

A agitagcao é comum em paciente criticos e pode ser decorrente de muitas etiologias. Devemos
identificar e tratar imediatamente as causas da agitacao, como delirio, encefalopatia hepatica, dor,
hipoxemia, hipotensao, hipoglicemia, abstinéncia de alcool ou drogas. E importante aperfeicoar o
ambiente com controle do ruido, reducao da exposicao do paciente e controle de temperatura do
ambiente.

Idealmente a analgesia deve ser considerada antes da sedacao. Quando for necessario sedacao
os sedativos devem ser usados para induzir sedacao leve. Deve-se ter como meta a reducao diaria da
dose do sedativo através de:

« Protocolos de sedacgao: Algoritmos para ajuste dos sedativos pela enfermagem com intuito de
manter o paciente em sedacao superficial;

- Nao sedacao: Opgao por manter o paciente em analgesia sem sedacao que deve ser utilizada
de acordo com a necessidade e por curtos periodos de tempo;

- Despertar diario: Suspender a sedacao pela manha até o paciente apresentar algum despertar,
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incomodo ou indicios de méa adaptacgao a ventilagdo mecanica(tosse, movimentos, facies de dor). Em
sequida, deve-se retornar a metade da dose, e titula-la conforme necessario.

As melhores escalas para avaliacao de dor em UTl sao:

- Escala BPS - Behavioral Pain Scale (Ferramenta de Avaliagcao de Dor Comportamental): ava-
lia expressao facial, movimentos de membros superiores e adaptacao ao ventilador.

« Escala CPOT - Critical Care Pain Observation Tool (Ferramenta de Observacao da Dor Critica):
avalia expressao facial, movimentos corporais, tensao muscular e adaptagao ao ventilador.

A escala mais utilizada para avaliacdo de Sedacgao é a Escala de RASS demonstrada na tabela
abaixo. Devemos manter idealmente o paciente entre -2 e 0.

Pontuagao Clazsificagao Descrigao
4 Combativo Combativo, violento, risco para a equipa
: . Conduta agressiva, puxa ol remove tubos ou
3 Muito agitado g ks =
cateteres, agressivo verbalmente
. Movimentos des i frequentes, briga com o
2 Agitado PECPOSA Torpuerice, g
ventilador
: Intranguile, ansicso, sem Movimentos vigorosos ou
1 Inquieto ;
agressivos
1] Alerta e calmo Alerta, calmo
Adormecido, facimente despertavel, mantém contacto
-1 Somolento i i
visual por mais de 10 segundos
3 Despertar precocs 8o estimule verbal, mantém contato
i S0 kv visual por menos de 10 sequndos
a Movimentos & aberura ocular ac estimule verbal, mas
-3 Sedagao moderada :
sam contato visual
Sem resposta ao estimule verbal, mas apresenta
-4 Sedacio intensa movimentos cu sbertura ocular ac toque {estimulo
fizico)
-5 Mao desperta Sam resposta 3 estimulo verbal ou fisies

Em relagao a droga de escolha devemos evitar o uso de benzodiazepinico por ser uma droga
metabolizada no figado de meia vida longa no paciente hepatopata. Sedativos nao benzodiazepini-
cos sao recomendados para melhorar os resultados clinicos de pacientes em ventilagdo mecénica
e para reduzir a incidéncia de delirium. O propofol é util para fornecer sedacao leve com rapido
despertar apos a interrupcao do medicamento e geralmente sao necessarias doses menores. A
dexmedetomidina € uma boa opcao e é permitida para pacientes que nao estao intubados. Portan-
to suainfusao nao precisa ser interrompida durante o desmame para extubacao. Seu metabolismo
e hepatico sendo necessaria dose menor em paciente hepatopata assim como preconizado para o
propofol.
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0 ajuste de dose em pacientes hepatopatas € complexo. Dados sobre a modificagao da dose do
medicamento para pacientes com hepatopatia cronica sao limitados. A redugao empirica da dose
combinada com monitoramento clinico € a melhor estratégia. A sele¢cdo de medicamentos, o ajuste
de dose e o monitoramento do paciente envolvem uma abordagem multidisciplinar (hepatologia, in-
tensivista, equipe de enfermagem, farmacia e outras subespecialidades médicas).

Ventilagao Mecanica

« Estratégia de ventilacido mecanica protetora com baixas pressoes de via aéreas e baixos
volumes correntes

« Atengao as medidas de prevencao de pneumonia associada a ventilagdo mecanica

O paciente hepatopata critico pode necessitar de intubagao orotraqueal e ventilagao mecanica
durante suainternacao em UTI por: alteracao de nivel consciéncia com Escala de Glasgow < 8 ou Agi-
tacao psicomotora perigosa secundariaa EH grau lll ou |V, instabilidade hemodinamica ou insuficién-
ciarespiratoria e/ou hipoxemia.

Assim como qualquer outro paciente critico deve-se utilizar estratégia de ventilagao mecéanica
protetora com baixas pressoes de vias aéreas e baixo volume corrente que deve ser ajustado para peso
predito pela altura do paciente. Utilizar a menor PEEP possivel para nao comprometer o retorno venoso.

Os parametros devem ser ajustados de forma semelhante a outros pacientes criticos conforme
as recomendacoes:

+ F102 necessaria para manter a saturacao arterial de oxigénio entre 93 a 97%.

« Volume corrente até 6 mL/kg e manter a pressao de platé menor que 30 cmH20

«Modo assistido controlado a Volume (VCV) ou presséo (PCV)

« Frequéncia Respiratoriainicial controlada entre 12-16 rpm

« PEEP que evite colapso pulmonar guiada pela FiO2 necessaria para manter oxigenagao adequada

E importante instituir medidas para prevencao de pneumonia associada a ventilacdo meca-
nica como: manutengao da cabeceira elevada a 30°, controle rigoroso de presséo de cuff (Manter
entre 25 e 30 cmH20) e realizagdo de teste de ventilacdo espontanea diariamente para avaliar a
retirada da ventilagao. O balanco hidrico positivo esta associado a maior tempo de ventilagao me-
canica e piores desfechos em UTI. Portanto, devemos evitar hipervolemia evitando a congestao
pulmonar.

O paciente hepatopata critico pode apresentar hipertensao intra-abdominal e isso pode se re-

lacionar com a ventilagdo mecénica. O impacto da alta pressao expiratoria final positiva (PEEP> 12
cmH20) na PIA é considerado leve e adiciona 1-2 mmHg no valor. O aumento da PIA por ser transmi-
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tido ao torax e predispor colapso. O ajuste da Peep deve levar em consideragao o valor da PIA e deve-
mos evitar PEEP baixa em paciente com PIA>12 cmH20.

Tromboprofilaxia

« 0 hepatopata critico deve receber tromboprofilaxia farmacoldgica exceto se alto risco para
sangramento (plaqueta <50.000) ou sangramento ativo

A trombocitopenia ou disfungao plaquetaria associadas a anormalidades da coagulagao sao co-
muns em pacientes hepatopatas. Aproximadamente 75% dos pacientes cirréticos apresenta trom-
bocitopenia leve (75.000 a 150.000 / mL) e 13% trombocitopenia moderada (50.000 a 75.000 / mL).
No entanto, esses pacientes apresentam alta incidéncia de trombose venosa portal e idiopatica, o
que significa que a coagulopatia da cirrose ndo protege contra a trombose. As situagdes associadas
atrombocitopenia leve/ moderada (> 50.000/mm3 ) ndo devem interferir nas decisdes de prevengao
de TEV. Na trombocitopenia grave (<560.000/mma3), no entanto, a profilaxia deve ser considerada in-
dividualmente.

As recomendacgoes da American College of Chest Physicians sugerem o uso tromboprofilaxia
com heparina nao fracionada ou heparina de baixo peso molecular para todos os pacientes grave-
mente enfermos, exceto se alto risco de sangramento (plagueta <50.000, sangramento nos Ultimos 3
meses ou ulcera gastroduodenal ativa) ou sangramento ativo. Para pacientes criticamente enfermos
gue estao sangrando ou tem alto risco de sangramento sugere-se Tromboprofilaxia mecanica até o
risco de sangramento diminuir. Quando o risco de sangramento diminuir, deve-se iniciar trombopro-
filaxia farmacologica.

Todos os pacientes hepatopatas internados em UTI devem receber Tromboprofilaxia farmaco-
l6gica exceto se alto risco para sangramento (plagueta < 50.000) ou sangramento ativo. A profilaxia
farmacologica deve ser preferencialmente com heparina de baixo peso molecular (40 mg SC 1vez ao
dia). Se ndo estiver disponivel ou houver contra indicagdo deve-se utilizar heparina nao fracionada
5.000U SC 2 a 3 vezes ao dia.

Profilaxia de ulcera de Estresse

« Profilaxia de Ulcera de estresse esta indicada para a maioria dos pacientes hepatopatas in-
ternados em UTI

O paciente hepatopata tem altissimo risco de sangramento gastrointestinal, sendo indicado
profilaxia farmacoldgica para Ulcera de estresse para a grande maiores dos pacientes hepatopatas
internados em unidade de terapia intensiva.

Segunda as Diretrizes da Sociedade Portuguesa de Cuidados Intensivos para profilaxia de ul-
cerade estresse na unidade de terapia intensiva a insuficiéncia hepatica cronica € considerada um
fator de risco menor para sangramento do trato gastrointestinal. Essa diretriz sugere o seguinte
algoritmo para definicao da prescricao de profilaxia de ulcera de estresse:
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- . . N - . Si Regime de supressao acida em conformidade com a
| Paciente com indicagao convincente para supressao da acidez }L- il;gcagéo B

Nao L

Paciente com um dos seguintes (fatores major de risco): sim Indicagdo para profilaxia da ilcera de estresse com

—» - Coagulopatia {definida como contagem de plaquetas < 50.000/m?, um inibidor da bomba de prétons®
ANl superior & 1,5 ou TTPa superior a duas vezes o valor do Tabela 1 para os regimes t )
controle)

- Insuficiéncia respiratoria (definida como necessidade de ventilagao
mecanica por pelo menos 48 horas)

- lesao cerebral traumatica (escore sequndo a escala Glasgow de
coma < B), lesdo traumatica da medula espinhal, ou lesae por
queimadura > 35% da superficie corporea)

- Sepse (modificagao aguda no SOFA total = 2 pontos em
consequéncia de infecgao)

Nio |
. . " - . Y

Paciente com dois dos seguintes (fatores minor de risco): Descontinuar a profilaxia da ilcera de estresse quando

- Insuficiéncia renal aguda ou crénica {com necessidade de uso satisfeitos ambos a seguir:
intermitente ou continuo de terapia de substituigdo renal) Sim ~ Eatoras de risco 130 mais e.stéo prasentes

- Chogue {definido como infusdo continua de vasopressores ou = - Eriiiee e nistheiasmtaral
intropices, pressdo arterial média abaixo de 70mmHg ou niveis de i
lactato plasmatico iguais ou superiores a 4mmol/L)

- Insuficiéncia hepatica crinica (definida como cirrose comprovada
por bidpsia, histdrica de sangramento de varizes esofagicas ou
encefalopatia hepdtica)

- Terapia com glicocorticoides (= ao equivalente a 250mg de
hidracortisana)

- Trauma miltiplo com escore de severidade da lesao = 16

I

Avaliacao diaria

Nio l

Sem indicagdo de profilaxia da ulcera de estresse
—1 - Nao dar inicio ou cessar a profilaxia da Ulcera de estresse

Figura 1 - Algoritmo para profilaxia de sangramento da Ulcera de estresse na unidade de terapia intensiva. * Em casa de infecgéa por Clostridium difficile & indicegio de profilaxia da
tlcera de estresse, dar preferéncia a antegonistas do receptor HZ da histamina. NI - Razio N I ional; TTPa - tempo de tromboplastina parcialmente ativada; S0FA - Sequential Grgan Falure Assessment.
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A melhor droga para profilaxia de Ulcera de estresse ainda € um assunto controverso. Os ini-
bidores de bomba de prétons parecem estar associados com maior incidéncia de pneumonia as-
sociada a ventilacao e nao serem superiores a antagonista de receptor H2 da histamina na preven-
¢ao de sangramento gastrointestinal. Mas nao existe recomendacao objetiva da superioridade de
antagonistas de receptor H2 de histamina. Sugere-se ajuste de dose para inibidores de bomba de
protons em pacientes com insuficiéncia hepatica moderada a grave, mas a dose adequada é des-
conhecida. Os antagonistas de receptores H2 da histamina devem ser ajustados em paciente com
insuficiéncia renal e clearence de creatinina < 50 mL/min/m2. A melhor droga é a que vocé tiver
disponivel no seu servigo e deve ser definida conforme protocolo institucional.
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MANEJO DA COVID-19 NO HEPATOPATA

Management of COVID-19 in patients with cirrhosis

Manuel Mendizabal (ARG)

Hepatology and Liver Transplant Unit, Austral University Hospital, Pilar,
Argentina

Asociacion Latinoamericana para el Estudio del Higado (ALEH)

Introduction

The severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2), responsible for the coro-
navirus disease 2019 (COVID-19), causes substantial pulmonary disease. Chronic liver disease and
cirrhosis are common conditions presenting a systemic immunocompromised status . Thus, bac-
terial infections are a common cause of liver-related complications in patients with cirrhosis .
Viral infections have been less described in this population. Circulating cytokines and chemokines
have been proposed to further contribute to hepatocyte and endothelial damage and the conse-
quent hepatic decompensation . SARS-CoV-2 infection in patients with cirrhosis has been asso-
ciated with detrimental outcomes. We know from different retrospective studies that mortality in
this population is high, ranging from 16% to 42% “-%. A large international study identified greater
age and alcohol-related liver disease as risk factors for death in patients with cirrhosis hospitalized
for COVID-19"%., As expected, high rates of acute hepatic decompensation and acute-on-chronic li-
ver failure (ACLF)were also observed in patients with cirrhosis and SARS-CoV-2 infection“5°, This
short review describes the impact of COVID-19 in patients with cirrhosis and the limited therapeutic
options we have in this critical population.

Impact of COVID-19 in patients with cirrhosis

Cirrhosis is associated with immune dysfunction, which is related to a bad COVID-19 prognosis
), In patients with severely decompensated cirrhosis, systemic inflammation can affect the func-
tion of tissue somatic cells and modify the clinical manifestation of cirrhosis . An analysis from
2286 patients hospitalized with SARS-CoV-2 infection from 11 countries in Latin America revealed
that cirrhosis was strongly associated with death(aOR, 3.1; 95% Cl, 1.9-4.8)". A multinational study
including 745 patients with chronic liver disease also identified cirrhosis to be associated with de-
trimental outcomes (OR, 9.3, Cl 95% 4.8-18.1). Importantly, in both studies, the main cause of death
was lung injury, with only 19% to 22% of the patients dying due to cirrhosis-related complications.
These findings strongly suggest that cirrhosis is a driving force in lung injury development, and this
relationship could be due to cirrhosis-associated immune dysfunction 9.

Interestingly, an analysis of 88,747 COVID-19-positive individuals revealed that patients with
cirrhosis were less likely to test positive than patients without cirrhosis (8.5% vs. 11.5%; OR, 0.83;
95% Cl, 0.69 to 0.99)%. As previously described, patients with cirrhosis exhibited increased 30-day
mortality and ventilation rates (17.1% and 13.0%, respectively), being 4.1times more likely to under-
go mechanical ventilation and 3.5 more likely to die ®". In the previously mentioned prospective
study from LATAM the mortality rate in patients with cirrhosis was 46% . This finding was strikin-
gly higher than the rate reported in studies from Europe and North America(30-34%)and similar to
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asmall cohort from India(42%)“>1©(Table 1). We can speculate that this might be the consequence
of treating patients with advanced liver disease and multi-organ failure in a region with a fragile
health care system. Despite this potential limitation, infected patients with cirrhosis have a uni-
formly worse crude prognosis compared to uninfected patients ?. Whether SARS-CoV-2 infection
outcomes are similar to other acute precipitants, including bacterial infection in patients develo-
ping ACLF, remains uncertain. A study from Italy reported significantly higher mortality in patients
with cirrhosis and SARS-CoV-2 compared with bacterial infection®. Viral infections in patients with
cirrhosis have also been associated with high mortality rates. Influenza virus infection has been
associated with an 18% mortality rate in patients with cirrhosis 2. These studies underscore the
concept that infections are associated with ACLF and excessive systemic inflammation leading to
organ dysfunction through direct deleterious effects on microcirculatory homeostasis and mito-
chondrial function .

Treatment of COVID-19 in patients with cirrhosis

The pandemic represents a challenging scenario for patients with cirrhosis and their treating
physicians. There is a strong association between liver disease severity and death after SARS-CoV-2
infection, highlighting the importance of carefully monitoring these patients guided by individual risk,
institutional resources and the local burden of COVID-19 ™). The accepted strategy for the manage-
ment of ACLF is treating the precipitating factor whilst providing intensive monitoring and support of
failing organs. Specific treatment against SARS-CoV-2 has not been evaluated in patients with cir-
rhosis. Table 2 describes drugs commonly used in patients with COVID-19 and their association with
liver injury. Thus far, no specific therapy was associated with increased survival in this population.
Recently, mMRNA-based vaccines for SARS-CoV-2 were associated with a 64.8% decrease in the deve-
lopment of COVID-19 infection after the first dose and a 78.% decrease after the second dose ™. They
also appear to be highly associated with a reduction in hospitalization and death due to COVID-19.
These findings strengthen the hope that these vaccines may mitigate the effects of COVID-19 pande-
mic on individuals with cirrhosis. We still need more data regarding effectiveness in this population of
other vaccine types more widely used in Latin America(i.e. inactive virus or viral vectors).
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Table 1. Reported mortality in patients with cirrhosis and SARS-CoV-2 infection

Only hospitali-

Author [Ref] Population zed patients

Mortality

Bajaj NACSELD /37 30 %

lavarone [%! North of Italy 17/50 34 %

Mendizabal ™ LATAM 46/96 46 %
Ge 8! N3C 80/8.941 8.9 %
Shalimar ! India 11/26 42%

loannou (8] Veterans 55/305 18 %

Belli t°] ELITA/ELTR 3M37 32.7%
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Table 2. Association between specific COVID-19 therapies and liver injuries

Drugs Liver injury

Lopinavir-ritonavir Increased AST/ALT and Bilirubin
Remdesevir increased AST/ALT
Tocilizumab Significant increased ALT
Antibiotics multiple presentations

Corticosteroids Increased liver enzymes
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Manejo da insuficiéncia
hepatica aguda grave

Luiz Marcelo Sa Malbouisson, PhD
Livre-Docente FMUSP
Unidade de Terapia Intensiva Cirdrgica
Instituto Central
Hospital das Clinicas — FMUSP
(luiz.malbouisson@hc.fm.usp.br)

MEDICINA
Sp

Definicao de Insuficiéncia hepatica aguda
definicao atual

» Les&o/Necrose hepatocelular aguda
» Caracterizada por coagulopatia e encefalopatia
* Auséncia de doenga crbnica do figado*

* Curso de evolucdo de dias a semanas

» Evolucéo para faléncia multipla de érgéos

Curr Opin Crit Care 2020, 26:163-170
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O problema da insuficiencia hepéatica aguda

¢ Sindrome rara, de incidéncia variavel:

» Palses desenvolvidos 5-6/1.000.000 pessoas

» Etiologia multipla da IHA, com grande variagdo geogréfica
* Dados retrospectivos

* Poucos estudos prospectivos

~

Am | Gastroenterol 2007; 102: 24592463
BMC Gastroenterol 2019; 19:18

Causas de IHA atendidas no HC FMUSP

Outras
5.1% Virus

= |56 PACIENTES COM IHA

Idade 37,7+ 159 anos
116 (74,4%) feminino
40 (25,6%) masculino

Sexo
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Disfuncdes organicas associadas a IHAG
em consequéncia a SIRS

o w— T ®
Unbalanced hemostasis Brain death
Thrombocytopenia

Bacterial, fungal Hypoglycemia
Pneumopathy Hyponatremia
Septicemia Hypophosphoremia
Urinary infection Hypokalemia
Haemodynamic ¢ Pulmanary & Renal
Hyperkinetic syndrome Pneumopathy Toxic
Arthythmia Acute respiratory distress syndrome Functional
Pulmonary overload

EASL Clinical Practical Guidelines on the management
of acute (fulminant) liver failure™ Journal of Hepatology 2017 vol. 66 | 1047-1081
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TRATAMENTO ETIOLOGICO DA IHAG

Paracetamol > NAC?!?!
Drogas n3o paracetamol = NAC ??

Hepatite B> Lamivudina ??

HSV > Aciclovir ???

Autoimune >  Corticoide ??

Lesdo hepdtica na gestagdo >  Parto!

Journal of Hepatology 2017 vol. 66 | 1047-1081

Intravenous acetylcysteine in paracetamol induced fulminant hepatic
failure: a prospective controlled trial

R Keays, P M Harrison, ] A Wendon, A Forbes, C Gove, G ] M Alexander, Roger Williams

10 T Pacientes — 50 pacientes consecutivos
08
06

04

Proporgao de sobreviventes

0,2_

BM] voLUME 303 26 OCTOBER 1991
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Manejo Clinico na Terapia Intensiva

Avaliagdo diagndstica inicial (diagnéstico de causa de base)
Protecdo das vias aéreas se encefalopatia > 2 e medidas de neuro-proteg&o

CVVH precoce para pacientes com IHAG aguda e hiperaguda

Iniciar antibioticoprofilaxia precoce (fluconazol e cefotaxima/ceftriaxona)

Transferencia / avaliagéo para transplante hepatico

04



Edema cerebral na
insuficiéncia hepatica aguda
Mecanismos

- Shunt porto-sistémico total agudo por necrose hepatica
* Acumulo de amoénia e toxinas no SNC
* Ativagéo de resposta inflamatéria sistémica

* Intensidade do edema cerebral proporcional a intensidade
da encefalopatia

|dentificac&o do risco de edema cerebral
e hipertensao intra-craniana

* Risco de HIC de acordo com a clinica (West-Haven)
* WH e ll - risco desprezivel
* WH Il - risco de 25 a 35 %
* WHIV-riscode65a75%

* Tempo ictericia-encefalopatia
» Risco maior em hiperaguda que em subaguda

Munoz SJ, Semin Liver Dis 1993: 13; 209-12
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Arterial Ammonia and Clinical Risk Factors for
Encephalopathy and Intracranial Hypertension in
Acute Liver Failure

........

Proportion froe of ICH

17 T T
0 4 o . 10
Day of admission

Fig. 4. Kaplan-Meier plot of ICH in 165 patients with ALF accordmng to
the anenal ammonia concentration on admission, For the log-rank test,
P <001

Bernal W et al., HEPATOLOGY 2007;46:1844-1852.
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Original Articles

Elevated Intracranial Pressure and Computed Tomography of
the Brain in Fulminant Hepatocellular Failure

SANTIAGO J. MUROL.' MURHAY ROBINSON # BRUCE NORTHRUP,* RODNEY BELL,* MICHAEL MORITZ,*
Bavee Jarreia,! Pavr MARTIN' AND Wistis C Maoosey*

Departments of ‘Medicine, “Neurasurgery, "Newrclogy and ‘sw;rrv Jefferson Medical College. Phuludelphia, Pennsvivunic
rmure meuurod by an epidural monitor i in patients

wllh ful hepatic failure. Unfor . & con-

siderable diffe xisted bet the of
cerebral edema diagnosed by computed tomography of
the brain and elevation of the intracranial pressure,
Our observations suggest that in patients with ful-
minant h c fallure and ad d hepatic enceph-
alopathy, hy of the brain is of little
‘ value in de(ecngg cerebral edema. Pressure moni-

Cﬂ'ebnl hemlluon is a leading cause of death in
with fi failure. Clas-
sical signs of elevated intracranial pressure are often
absent in these patients. A reliable noninvasive
method by which the presence of cerebral edema could
be determined is much needed. To assess the efficacy of
cmpulod lomocrnphy of the brun in this setting, we
totheintr ial

toring is most important to establish the presence and
guide the therapy of intracranial hypertension. (Hera-
ToLocy 1991513:209-212,)

HEPATOLOGY 1991; 13:209-212

Intensive Care Med
DOI 10.1007/500134-011-2224-2

REVIEW

e .'.1"3’3:—'.:5'..-v Ultrasonography of optic nerve sheath

Thomas Geeraerts diameter for detection of raised intracranial
Mahmoud Messerer o -

Behrouz Kassai pressure: a systematic review

and meta-analysis

Sensitivity

0s
Specificity

Intensive Care Med DOI 10.1007/500134-011-2224-2
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Insuficiéncia Hepatica Aguda
Manejo Neurolégico

Monitorizagao neurologica 2/2h

Monitorizagao neuroldgica

Glasgow < 8 , Encefalopatia H. grau lll,

midriase, anisocoria ou convulsées N . .
*Avaliagéo da bainha do nervo 6tico por US

Intubar e ventilar

*US Doppler transcraniano
Manter PaCO; 35 - 40 mmHg PP

*Tomografia computadorizada
IMEDIATAMENTE
Sedacio com propofol/fentanil
Decubito a 30-45°
Cabeca em posicdo neutra
Evitar estimulos algicos
Evitar aspiragdo oro-traqueal

Doppler / USG nervo 6ptico

v
AVALIAR
de cranio

Protocolo de HIC
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Quando indicar PIC na IHAG
N

e o o

® Pergunta sem resposta clara
® Encefalopatia grau lll ou IV (IHAG hiperagudo ou aguda)
® Chogque circulatério com dificil controle pressoricos
® Piora neuroldgica rapida

® Equipe com experiéncia no método
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Continuous Renal Replacement Therapy
Is Associated With Reduced Serum
Ammonia Levels and Mortality

in Acute Liver Failure

TABLE 4. Association of Renal Repl Therapy Use on Day 1 With 21-Day Post Study Admission Transplant-Free
All-Cause Mortality for Patients With ALF (n = 1,186)
Modal 1* Modsl 2' Model 3°
o0R (95%CH  PVolue'  oOR(B%CH  Plale®  oOR(95%CH  PValue’
mo WS 0% M M MM
I W W[ ] M M
(AR it M 1t Mo 0702608

HEPATOLOGY, VOL. 67, NO. 2, 2018
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Use of the Molecular Adsorbent Recirculating
System in Acute Liver Failure: Results of a
Multicenter Propensity Score-Matched Study

104 ALF patients receiving MARS between January 2009 and January 2019

R 5 21-day Transplant-free Survival
Data exctracted from electronic medical records z
Rz KCCH ro-—

Vasopressors-| -® r

| 3487 patients within US ALFSG data repository | INRH =
I 2631 patients with ALF |

856 patients with acute liverinjury (excluded) Age-] ‘
Propensity Score®~{ e
1544 ALF SMT controls enrolled within US ALFSG data repository between January :
2010 and December 2019 available for PS calculation APAP+ ; | —
I~ i
MARSH . |
| 416 SMT control patients matched (4:1) to 104 MARS case patients | T T 1
R 5 ] 2 4 (-}
Adjusted Odds Ratio (95% Cl)
Final PS-matched cohort (n=520)
www.ccmjournal.org XXX 2021 = Volume XX * Number XXX

Bleeding Complications in Acute Liver Failure
1770 patients in the ALF Study Group Registry between 1998 and 2016

¢ Bleeding complications were observed in only 187 patients (11%),

e 173 spontaneous and 22 post- procedural.

® 84% of spontaneous - upper gastrointestinal source and rarely resulted (RBC)
transfusion

» Conclusions—Despite a perceived bleeding diathesis, clinically significant bleeding
is uncommon in patients with ALF. Bleeding complications in patients with ALF are
markers of severe systemic inflammation rather than of coagulopathy and so,
portend a poor prognosis.

Hepatology. 2018 May ; 67(5): 1931-1942. doi:10.1002/hep.29694.

Manejo da coagulopatia na IHAG

Quando possivel TEG
Exames tradicionais pouco efetivos de
coagulopatia

Sem Sangramento = sem transfuséo

Procedimento cirdrgicos = transfusao
habitual

58
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Tromboelastografia orienta melhor transfusao

Normal Trombociopenia Hemofilia Hipercoagulacdo  Hiperfibrindlise

Mi

Predictors of bacteraemia and mortality
in patients with acute liver failure

|35% dos pacientes com bacteremia e/ou fungemia|

w 25
o
ALF ® 20
n = 206 patients o
215
s
] 5 10
S —
Transplanted | Not transplanted é 5
n=59 n=147 3 N7
£ NZ.M ==
. — [ — E 8 uw 5 5858 8 $38 %< s
EEEBEERRRES RS
g 2 guwgg s 20§
ot (S ) (o =% 33§ d§°:2¢ 8
[BACH) [NBACIH]) [BACH) [NBALF] R £ = g 7
n=26 n=33 n=46 n=101 2 & o £
)

Intensive Care Med (2009) 35:1390-1396
DOI 10.1007/s00134-009-1472-x
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Outras Disfuncgoes

Disfuncao respiratdria

Cuidado com BH

Hipoglicemia

Controle da glicemia e infusdo continua de glicose 50%

Disfungao Adrenal Relativa

Corticoides

Hipercatabolismo

Suporte nutricional enteral quando possivel
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Insuficiéncia Hepatica Aguda Grave

60%
50%
40% 4

30%

Medical Survival

20% 1

10% -

0-10 11-56 N >56

0%
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Prognosis indicator in acute liver failure: Is there a place for
cell death markers?

Main criteria used as Prognosis indicators in acute liver failure. Other criteria can be found at Ref. [4].
Criteria Poor prognostic factors affecting outcome of patients
Clichy-Villejuif [1,7]

Coma and confusion (encephalopathy stage 3-4) and factor V <20% if under 30 years

or
Coma and confusion (encephalopathy stage 3-4) and factor V <30% if over 30 years
KCH criteria [5,6]
INR >6.7 or any three of the following:
Drug toxicity
Indeterminate cause of acute liver failure
Non-paracetamol Age <10 or >40 years
Jaundice to coma interval >7 days
Bilirubin >300 pm/L
INR>3.5
Lactate »3.5 Mmol/L
Paracetamol Arterial pH <7.3, or lactate >3 mmol/L after adequate volume resuscitation or
Encephalopathy grade 3 or 4 + creatinine >300 um/L + INR >6.5
MELD score [11,12] 10x(0.957L0crearinivel ME/L] + 0.378L0v00m niinvinlME/dL] + 11200 e + 0.643
CK18/M65 MELD score [13] 10x(0.957LNcrearsnine] ME/L] + 0.378Lnnes[U/pl] + 112001k + 0.643

Journal of Hepatolegy 2010 vol. 53 ' 593-595
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Tranplante na IHA

Table 5. Primary or secondary causes of ALF and need for transplantation.

Disease group Hepatic/primary ALF Extrahepatic/secondary liver failure and AoCLF
(Emergency t ion may be a treatment option) (Emergency ion is not a treatment option)
Acute liver failure Drug related Ischaemic hepatitis (HH)
Acute viral hepatitis Systemic diseases:
Toxin-induced ALF « Haemophagocytic syndromes
Budd-Chiari syndrome « Metabolic disease
Autoimmune « Infiltrative disease
Pregnancy related e Lymphoma *
o Infections (e.g., malaria)
Chronic liver disease presenting Fulminant presentation of Wilson disease Liver resection for either secondary deposits or primary
with a phenotype of ALF liver cancer
Autoimmune liver disease Alcoholic hepatitis
Budd-Chiari
HBV reactivation
. . ~ <
IHA com indicac¢é&o de Transplante

EASL Clinical Practical Guidelines on the management

of acute (fulminant) liver failure” Journal of Hepatology 2017 vol. 66 | 1047-1081

Mensagens

SIRS / faléncia de multiplos drgdos

* Transferir o paciente para centro com experiéncia
* Prevencdo / tratamento precoce das complicacdes:
» Controle da hipertensdo intracraniana

* HD contihua para remover aménia

* Antibioticoprofilaxia

* Transplante como modalidade de tratamento efetivo
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