Sangramento varicoso no Ccirrotico;
Do tratamento convencional ao TIPS
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Compensated Cirrhosis Decompensated Cirrhosis

Stage Stage 1 Stage 2 Stage 3 Stage 4

Clinical

oo 1% 3% 20% 57%

Figure 3 - Four-Stage Cirrhosis Classification System
Patients with cirrhosis can be subcategorized by disease stage, with stages 1 and 2 classified under Compensated category and stages 3

and 4 in the Decompensated category. In this figure, bleeding refers to variceal bleeding. The risk of death increases significantly with

each more advanced stage.




Multi-stage model for the clinical course
of cirrhosis

« Transition from compensated cirrhosis to DC occurs at a rate of ~5-7%
per year

+ DC is a systemic disease, with multi-organ/system dysfunction

Compensated Decompensated

Stage 0: no varices, mild PH Stage 3: Bleeding
LSM >15 and <20 or HVPG >5 and <10 mmHg Stage 4:

Stage 1: no varices, CSPH First non-bleeding decompensation

LSM 220 or HVPG 210 mmHg Stage 5:

Stage 2: varices (=CSPH) Second decompensating event

End stage

Stage 6: late decompensation:
Refractory ascites, persistent PSE or jaundice,

infections, renal and other organ dysfunction

D'Amico G, et al. J Hepatol 2018,68:563-76,
EASL CPG decompensated cirrhosis. J Hepatol 2018;doi: 10.1016/].jhep.2018.03.024




Multi-stage model for the clinical course
of cirrhosis

+ Transition from compensated cirrhosis to DC occurs at a rate of ~5—7%
per year

- DC is a systemic disease, with multi-organ/system dysfunction

Compensated Decompensated

Asymptomatic Symptomatic

Median survival: 12 years Median survival: 2 years

Stage 6: late decompensation:
Refractory ascites, persistent PSE or jaundice,

infections, renal and other organ dysfunction

D'Amico G, et al. J Hepatol 2018;68:563-76;
EASL CPG decompensated cirrhosis. J Hepatol 2018;doi: 10.1016/.jhep.2018.03.024




Hemorragia Digestiva Varicosa

Epidemiologia

* 50 - 60% dos pacientes com cirrose desenvolvem VGE
* 30 - 35% apresentam sangramento

» 25 -40% de obito no 1° episodio

* 5-8% de sangramento incontrolavel

* /0% ressangram no 1° ano




Em um passado

) Vamu passa
longinquo...




Variacao anual da mortalidade hospitalar ajustada

total e por hemorragia varicosa

183 UTIs da Australia e da Nova Zelandia
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24 6% reducdo de 23,5% no periodo 18.8%

Majeed A, CritCareMed 2019



Na atualidade...




Sangramento varicoso

Medidas gerais Terapia especifica

Vias aéreas/ventilacao

Expansao volémica Drogas vasoativas -
~ : : TIPS precoce
Hemotransfusao Endoscopia

Antibioticos

Controle Falha

TIPS de resgate?

Profilaxia 2" Stent esofagiano?

Baldo?

Adaptado de Cabrera L, Gastroentrol Hepatol 2017



Sangramento varicoso

Medidas gerais Terapia especifica

b Drogas vasoativas o _
a., y C Endoscopia : TIPS precoce

Antibioticos

Controle Falha

TIPS de resgate?

Profilaxia 2"a

Stent esofagiano?
Balao?

Adaptado de Cabrera L, Gastroentrol Hepatol 2017



Sangramento varicoso

Medidas gerais

Vias aéreas/ventilacéo

Rebaixamento do nivel de
consciéncia

\

Protecdo de vias aéreas

N\

Sangramento volumoso ou
Instabilidade hemodinamica
previamente a EDA




Sangramento varicoso

Medidas gerais

Reversao rapida da hipotenséo
- PAS=100 mmHg
Expansao volemica - prevencao da isquemia renal e hepética
Hemotransfusao i
Tipo de expansor
- cristaloide=coloide
Hemotransfusao restritiva

Vias aereas/ventilacéo




Sangramento varicoso

Medidas gerais Ratos com cirrose biliar e HP
Flebotomia ileocdlica (10mL)
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Vias aereas/ventilacéo
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Hemotransfusao
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Castafneda B, Hepatology 2001



Sangramento varicoso

Medidas gerais _ _
Pacientes com cirrose

Vias aereas/ventilacéo

Expansao volémica
Hemotransfusao

1 Restrictive strategy

\_Ll_\_l_‘_‘— P=0.02 by log-rank test

l_l Liberal strategy

Villanueva C, NEJM 2013



Medidas gerais

Subgroup

Overall

Patients with cirrhosis
Child-Pugh class A or B
Child-Pugh class C
Bleeding from varices
Bleeding from peptic ulcer

Sangramento varicoso

Pacientes com cirrose

Hazard Ratio (95% Cl)

0.55 (0.33-0.92
0.57 (0.30-1.08
0.30 (0.11-0.85

0.58 (0.27-1.27
0.70 (0.26-1.25

10.0

(

1.04 (0.45-2.37
(
(

Restrictive Strategy Liberal Strategy

)
)
)
)
)
)

P Value

0.02
0.08
0.02
0.91
0.18
0.26

Villanueva C, NEJM 2013



Sangramento varicoso

Medidas gerais

ESEHEEUIEOIES= = Hemotransfusao restritiva:
Expansédo volémica - Gatilho - Hb <7 g/dl_

Hemotransfusao
- Alvo — Hb = 7-9 g/dL




Quanto a correcao da coagulopatia...

 TAP e INR nao estao relacionados ao risco de sangramento
 TransfusOes de plasma e de plaguetas nao foram bem estudadas
 Fator VII recombinante ativado (rFVl1la):

Kaplan-Meier curves for Kaplan-Meier curves for
active variceal bleeders active variceal bleeders with Child-Pugh =8
with number of subjects at risk with number of subjects at risk

Metanalise com 2 estudos:
- Sobrevida =

- Hemostasia =

- Eventos tromboticos 1
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Bendtsen F, JHepatol 2014



Sangramento varicoso

Medidas gerais

Vias aereas/ventilacéo
Expansao volémica

- 45-66% dos pacientes com hemorragia varicosa
desenvolvem infeccao bacteriana nos 7 dias
seguintes ao sangramento

Hemotransfusao

Antibioticos

- Antibi6ticos reduzem:
- risco de infeccao
- ressangramento
- mortalidade

EASL, JHepatol 2018



Sangramento varicoso

Medidas gerais

Vias aereas/ventilacéo - Opgf)es:

Expansao volemica - Norfloxacin oral (400 mg 2x/d 7d)
Hemotransfuséao ,
- Ceftriaxone IV (1g/d 7d)

Antibioticos

- Variaveis relevantes:
- Resisténcia antimicrobiana local

- Uso prévio de quinolonas
- Gravidade da hepatopatia — Child A?

EASL, JHepatol 2018



Sangramento varicoso

Terapia especifica

Drogas vasoativas

APT Alimentary Pharmacology and Therapeutics

Meta-analysis: vasoactive medications for the management of
acute variceal bleeds

M. Wells, N. Chande, P. Adams, M. Beaton, M. Levstik, E. Boyce & M. Mrkobrada

Wells M, AlimentPharmacolTher 2012



APT Alimentary Pharmacology and Therapeutics

Meta-analysis: vasoactive medications for the management of
acute variceal bleeds

M. Wells, N. Chande, P. Adams, M. Beaton, M. Levstik, E. Boyce & M. Mrkobrada

Studies included in
guantitative synthesis
(meta-analysis)
(n=57)

0.2 0.5 1 0.5 0.7 1 1.5 2
Favours experimental Favours control Favours control Favours experimental

Acute all cause mortality Hemostasis

Wells M, AlimentPharmacolTher 2012



APT Alimentary Pharmacology and Therapeutics

Meta-analysis: vasoactive medications for the management of
acute variceal bleeds

M. Wells, N. Chande, P. Adams, M. Beaton, M. Levstik, E. Boyce & M. Mrkobrada

Conclusions
The use of vasoactive agents was associated with a significantly lower risk

of acute all-cause mortality and transfusion requirements, and improved
control of bleeding and shorter hospital stay. Studies comparing different

rasoactive medications failed to demonstrate a difference in efficacy.

Wells M, AlimentPharmacolTher 2012



Sangramento varicoso

Drogas vasoativas

Terlipressina (Glipressin®) Inicial: 2mg 4/4h
Manutencdo: 1mg 4/4h 5d

Somatostatina (Stilamin®) Inicial: bolus 250ug
Manutencdo: 250-500ug/h 5d

Octreotide (Sandostatin®) Inicial: bolus 50ug
Manutencado: 50ug/h 5d




HEPATOLOGY @&asso

Liver Failure/Cirrhosis/Portal Hypertension (3 Free Access

Lack of difference among terlipressin, somatostatin, and

octreotide in the control of acute gastroesophageal variceal
hemorrhage

Prospective trial (2006-10) in Korea
11 centers, 1.160 cirrhotic patients
5 days of infusion, started within 24h

% Terlipressin ~ Somatostatin ~ Octreotide P
Control of bleeding 89 87 88 0.7
Rebleeding 3 4 4 0.7
Mortality 8 8 8 0.9
Hyponatremia 11 1 1 <0.001

Seo YS, Hepatology 2014



Octreotide (Sandostatin®)

Analogo da somatostatina

Inibidor do GH, glucagon, insulina, gastrina e VIP
Efeltos

—Vasoconstriccao esplancnica

— Reducao da secrecdo pancreatica e intestinal
— Bradicardia

50ug 1V bolus + 50ug/hora



http://upload.wikimedia.org/wikipedia/commons/1/18/Octreotide3d.png

Sangramento varicoso
Drogas vasoativas

Devem ser prontamente iniciadas
Duracao minima — 5 dias de infusao

Nao ha diferenca quanto a eficacia entre terlipressina,
somatostatina e octreotide

Terlipressina é contraindicada em pacientes com doenca
cardiovascular

— Quando utilizada — monitorar o [Na*],




Sangramento varicoso

Terapia especifica

Endoscopia




Meta-analysis: erythromycin before endoscopy for acute upper

gastrointestinal bleeding

250mg IV 30-120 min antes da EDA

Reference

=
!
"

Coffin et al

Frossard et al.B

Carbonell et al

Altraif et al.'®

Country
FRA

SUI

FRA

SA

No. (%) of
varices

13 (32)

29 (28)

57 (57)

90 (100)

Second endoscopy

Blood transfusion

Hospital stay

Procedure time
Death

RR or mean
difference (Cl) P value

056 (0.36, 0.88) 0.01
—0.51 (=095, -0. 0.02
-098 (=154, -0.41) | 0.0007
=1.73 (—4.46, 1.00)

0.51 (017, 152)

Bai Y, AlimentPharmacolTher 2011



Conduta no sangramento agudo
Tratamento endoscopico

* Eritromicina (1b; A)
— 250 mg IV 30-120 min antes
— Contraindicacao: QT > 0,44s

Torsade de Pointes

llllllll
lllllllll

lllllllllllllll
Tw sEWE Ir-ll'-l lII-' IIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIIII




| sec
(1000m sec)

.04 sec

< (40 2C) 5 Iaae
| | 200mseq) | .”“&:“_ PAPER SPEED - 25mm/sec

2 Sec

T imm




Conduta no sangramento agudo
Recomendacdes para a endoscopia (5, D)

BAVENO VI, JHepatol 2015



A randomized controlled trial comparing ligation and sclerotherapy
as emergency endoscopic treatment added to somatostatin in
acute variceal bleedi“g

1 1

Candid Villanueva'*, Marta Piqueras’, Carles Aracil!, Cristina Gémez',
Josep M. Lépez-Balaguer!, Begona Gonzalez', Adolfo Gallego', Xavier Torras’,
~ h 4 : 1 N = y A 1 N : :.. : ’l
Germa Soriano ', Sergio Sainz', Salvador Benito”, Joaquim Balanzo

% Patients surviving without therapeutic fallure

% Ligadura  Esclerose p
(';, 5 SoTatostatin plus Ligation
—
ss Falha terapéutica 4 15 .02
e
= Somatostatin plus Sclerotherapy
Eventos adversos 1 13 04

graves
20 25

Days after admission

Villanueva C, JHepatol 2006



Varizes gastricas

Técnica de hemostasia

— Varizes esofagianas — ligadura elastica (1b; A)

— Varizes gastrica:

LE ou cianoacrilato (5; D) Cianoacrilato (5; D)

BAVENO VI, JHepatol 2015



Quem aqui trabalha em alguma emergéncia que nao dispoe de:

- Octreotide?

- Eritromicina 1V?

- EDA em ate 12h?

- Ligadura elastica no plantao?
- Clanoacrilato no plantao?



Sangramento varicoso

Medidas gerais Terapia especifica

Vias aéreas/ventilacao
Expansao volémica Drogas vasoativas
Hemotransfusao Endoscopia
Antibioticos

Controle

Profilaxia 2"a

Adaptado de Cabrera L, Gastroentrol Hepatol 2017



Sangramento varicoso

Medidas gerais Terapia especifica

Vias aéreas/ventilacéo

Expansao volémica Drogas vasoativas -
- . : TIPS precoce
Hemotransfusao Endoscopia

Antibiéticos

Adaptado de Cabrera L, Gastroentrol Hepatol 2017



Conduta no sangramento agudo
TIPS revestido com PTFE precoce (72h)

* Pacientes com alto risco de falha do tratamento (1b, A)

BAVENO VI, JHepatol 2015



The NEW ENGLAND JOURNAL of MEDICINE

Early Use of TIPS in Patients with Cirrhosis

and Variceal Bleeding

Juan Carlos Garcia-Pagan, M.D., Karel Caca, M.D., Christophe Bureau, M.D.,
Wim Laleman, M.D., Beate Ap M.D., Angelo Luca, M.D,,
Juan G. Abraldes, M.D., Frederik Nevens, M.D., Jean Pierre Vinel, M.D.,
Joachim Méssner, M.D., and Jaime Bosch, M.D., for the Early TIPS

[_ 'd s Ll _1 uiar ||"| trahepatic F" Ortos stemic 1 nun ’['f: 'if: 00 |'j_': erative >tud IZ'_'_:; roLl F_';;.

Garcia-Pagan JC, NEJM 2010
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No. at Risk
Early TIPS
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Early TIPS

P=0.001

=t === = = = = == = = = = ==+

Drugs+EBL

12
Months

17
13

Garcia-Pagan JC, NEJM 2010
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Conclusoes

Em pacientes com ruptura de varizes esofagianas
Child B com sangramento ativo ou Child C,
0 uso de TIPS recoberto com PTFE

esta associado a uma reducao significativa de
- falha do controle do sangramento,
- ressangramento e
- mortalidade,

sem aumento do risco de encefalopatia hepatica.

Garcia-Pagan JC, NEJM 2010



Early TIPS vs endoscopic therapy for secondary prophylaxis after

management of acute esophageal variceal bleeding in cirrhotic patients:
a meta-analysis of randomized controlled trials.

Early TIPS Endoscopic Treatment Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI Year M-H, Fixed, 95% CI

Cabrera 1996 31 17 0.55 [0.29, 1.04)
Sauer 1997 42 18 0.22 [0.08, 0.59]
Jalan 1997 31 13 0.20 [0.06, 0.63])
Merli 1998 18 10 0.50 [0.21, 1.17]
Garcia-Villarreal 1999 22 13 0.17 [0.04, 0.66)
Pomier-Layrargues 2001 41 22 0.17 [0.07, 0.46)
Sauer 2002 43 9 0.65 [0.25, 1.67])
Garcia-Pagan 2010 32 16 0.06 (0.01, 0.43)

Total (95% CI) 260 0.28 [0.20, 0.40]

Total events 34 118
Heterogeneity: Chi’ = 13.32,df = 7 (P = 0.06); I’ = 47%
Test for overall effect: Z = 7.30 (P < 0.00001) 901 ggl}ly TIPSlEndosc1c>%ic Tlrggm

Rebleeding at 1 year

Halabi AS, JGastroenterolHepatol 2016



Early TIPS vs endoscopic therapy for secondary prophylaxis after

management of acute esophageal variceal bleeding in cirrhotic patients:
a meta-analysis of randomized controlled trials.

Early TIPS Endoscopic Treatment Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total M-H, Fixed, 95% Cl Year M-H, Fixed, 95% ClI

Cabrera 1996 31 0.44 [0.13, 1.56]
Cello 1997 24 1.30 [0.40, 4.28]
Jalan 1997 31 0.87 [(0.40, 1.87]
Sauer 1997 1.63 [0.65, 4.07]
Garcia-Villarreal 1999 22 0.07 [0.00, 1.20]
Pomier-Layrargues 2001 0.68 (0.34, 1.35]
Sauer 2002 43 0.78 [0.23, 2.71]
Garcia-Pagan 2010 32 0.32 [0.12, 0.89]

i
NV A SN0 RN

(=]

Total (95% CI) 266 0.68 [0.49, 0.96]

Total events 45 64
Heterogeneity: Chi* = 10.01,df = 7 (P = 0.19); I’ = 30%

Test for overall effect: Z = 2.21 (P = 0.03) 0.01 0.1 1 10 100
Favors Early TIPS Favors Endoscopy

Mortality at 1 year

Halabi AS, JGastroenterolHepatol 2016



Early TIPS vs endoscopic therapy for secondary prophylaxis after

management of acute esophageal variceal bleeding in cirrhotic patients:
a meta-analysis of randomized controlled trials.

Early TIPS
Study or Subgroup Events Total
Cabrera 1996 31
Sauer 1997 42
Garcia-Villarreal 1999 22
Pomier-Layrargues 2001 41
Sauer 2002 43
Garciz-Pagan 2010 32

Total (95% Cl) 211
Total events 6l

Heterogeneity: Tau® = 0.41; Chi® = 15.59, df = 5 (P = 0.008); I’ = 68%
Test for overall effect: Z = 0.95 (P = 0.34)

Endoscopic Treatment

Risk Ratio

Events Total Weight M-H, Random, 95% ClI

32
41
24
39
42
31

209

15.3%
16.0%
15.1%
20.9%
13.4%
19.3%

100.0%

3.10 [1.12, 8.57])
2.15 [0.82, 5.64)
0.91 [0.32, 2.56)
0.63 [0.35, 1.14)
3.91 (1.19, 12.86)
0.73 [0.36, 1.48)

1.36 [0.72, 2.56)

Encephalopathy at 1 year

Risk Ratio
Year M-H, Random, 95% CI

0.01 0.1 1 10 100
Favors Early TIPS Favors Endoscopic Thera

Halabi AS, JGastroenterolHepatol 2016
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Portal Hypertensive Bleeding in

Cirrhosis: Risk Stratification, Diagnosis,
and Management: 2016 Practice
Guidance by the American Association
for the Study of Liver Diseases

- o 2 ~ 3 . L )
Guadalupe Garcia-Tsao, Juan G. Abraldes,” Annalisa BEI‘LIg1‘_il‘tl,4 and Jaime Bosch*™®




Portal Hypertensive Bleeding in
Cirrhosis: Risk Stratification, Diagnosis,

and Management: 2016 Practice
Guidance by the American Association

for the Study of Liver Diseases

Em pacientes com alto risco de falha de controle do sangramento
ou de ressangramento (Child C ou Child B com sangramento ativo) que
nao tenham contraindicacao ao TIPS, um TIPS precoce/preemptivo nas
primeiras 72h de sangramento pode ser benefico

Garcia-Tsao G, Hepatology 2017



Position Paper

JOURNAL OF
% EASL HEPATOLOGY

Expanding consensus in portal hypertension

Report of the Baveno VI Consensus Workshop: Stratifying risk

and

individualizing care for portal hypertension

Roberto de Franchis*, on behalf of the Baveno VI Faculty’

Department of Biomedical and Clinical Sciences, University of Milan, Gastroenterology Unit, Luigi Sacco University Hospital, Milan, Italy

Um TIPS precoce/preemptivo recoberto com PTFE nas primeiras 72h
(idealmente em 24h) deve ser considerado em pacientes com VE, GOV1 ou
GOV2 com alto risco de falha de tratamento (ex. Child C <14 ou Child B com

sangramento ativo) a
(1b:A). Critérios para

p0s tratamento inicial endoscopico e farmacoldgico
pacientes de alto risco devem ser refinados.

BAVENO VI, JHepatol 2015



AG-2017-79
g/10.1590/S0004-2803.201700000-79

Variceal bleeding: update of recommendations
from the Brazilian Association of Hepatology

Devido ao impacto positivo na sobrevida, a colocacao de um TIPS
tem sido recomendada em pacientes com alto risco (Child C 10-13pts ou
Child B com sangramento ativo). Contudo, & necessario refinar estes
criterios antes que seja amplamente recomendado. Neste sentido, €
Importante enfatizar que esta estratégia nao esta disponivel na maioria

dos centros do brasileiros, devido ao seu custo e falta de pessoal
especializado.

Bittencourt PL, ArqGastroenterol 2017



TIPS precoce na HDA varicosa: evidencias atuals

* Reduz ressangramento? Sim.
* Reduz mortalidade? Sim.
 Quais sdo os critérios de indicacdo?
— Atuais: Child B/sangramento ativo ou C<14
— A se considerar: encefalopatia, MELD recalibrado
« Quais fatores interferem no resultado?
— Experiéncia e frequéncia de realizacao
— Protese recoberta com PTFE
— Tempo decorrido do sangramento
— Gravidade do paciente




Sangramento varicoso

Medidas gerais Terapia especifica

Vias aéreas/ventilacéo

Expansao volémica Drogas vasoativas A
~ : : TIPS precoce
Hemotransfusao Endoscopia

Antibiéticos

Falha

TIPS de resgate?

Stent esofagiano?
Balao?

Adaptado de Cabrera L, Gastroentrol Hepatol 2017



Conduta no sangramento agudo
Sangramento refratario

e Stent metalico esofagiano auto expansivel (4; C)

 Comparado ao balao
— Eficacia semelhante
— Maior seguranca




Balao de Sengstaken—Blakemore

Ponte por até 24h

Complicacoes frequentes e graves

Esophageal balloon inflation

Gast piratic /’7 {
‘ Exige vigilancia continua

Gastric balloon




Balao de Sengstaken—Blakemore

Tem seu
lugar, né?

Esophageal balloon inflation

Gastric aspiration e

Gastric balloon inflation

Esophageal balloon ———— l
ﬁ‘\

Gastric balloon
/ |
b\ ) J




Obrigado!




