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REsumo

Introducao: A hemorragia digestiva alta ndo varicosa (HDANV) é uma causa
comum de admissdo hospitalar no mundo com uma consideravel
morbimortalidade. O tempo para estabilizacéo clinica, realizacdo da endoscopia
digestiva alta (EDA) e tempo de internamento s&do fatores impactantes no
desfecho deste perfil de paciente. Neste estudo avaliou-se a relacdo do tempo
execucdo da EDA sobre parametros clinicos, laboratoriais e endoscopicos nos
pacientes com HDANV por doenca ulcerosa péptica (DUP) admitidos em hospital
terciario no estado do Ceara por 1 ano. Metodologia: Este estudo, coorte de
carater retrospectivo e transversal, foi aprovado pelo Comité de Etica. A coleta de
dados foi realizada através dos prontudrios de pacientes admitidos no servigo de
emergéncia referenciada do Hospital Regional Norte — Sobral — CE, com o
diagnéstico de HDANV no periodo de agosto de 2018 a julho de 2019. Dos 270
prontuarios de pacientes admitidos com diagnéstico de hemorragia digestiva alta,
foram selecionados 67 com HDANV por DUP, sendo divididos em dois grupos:
menos de 12 horas de execucado da EDA (G1) e mais de 12 horas de execucao de
EDA (G2) com uso de analises pelo teste de Mann-Whitney e com Qui-quadrado.
Resultados: dos 67 pacientes admitidos, 51 (76%) eram homens; 50,7% tinham
menos de 60 anos; analise de associacao entre idade dos pacientes e o tempo de
realizacdo da EDA, indicou significancia entre os grupos G1 e G2 (p<0,043).
Observou-se uma significancia (p<0,001) entre o tempo de realizacdo da EDA e a
necessidade transfusional e analise de associacao entre o tempo de realizacao da
EDA e Hematécrito (p<0,001) e Hemoglobina (p<0,001). A principal causa de
sangramento foi a Ulcera gastrica (55,2%) e de localizagao antral (49%). Quanto
ao uso de medicacado pré-admissao, 32,8% relataram o uso de AAS e AINEs;
46,2% dos pacientes foram submetidos a tratamento endoscopico. Entre os
grupos, observou-se associacdo de frequéncia (p<0,025) com o tempo de
internamento. O percentual de 6bito foi 7,4%. As caracteristicas endoscoépicas
indicam maior prevaléncia no G1 para classificacdo de Forrest Il e em G2 para
Forrest Ill mesmo sem significAncia (p<0,134). Além disso, a escala Rockall nao
teve uma associacao entre o tempo de realizacao da EDA (p<0,443). Conclusao:
A anadlise de associacdo entre os grupos G1 e G2, mostrou uma frequéncia
esperada entre os pacientes indicando maior necessidade transfusional, menor
indices hematimétricos e maior tempo de internamento para G2. O escore de
Rockall ndo teve associacdo com os grupos. Os pacientes do grupo G2 tiveram
maior tempo para estabilizacdo, necessitando de maior assisténcia médico-
hospitalar, maior tempo de internamento, e maior tendéncia a mortalidade.

Palavras-chave: Endoscopia Gastrointestinal; Hemorragia Gastrointestinal; Ulcera
péptica. Epidemiologia; Hospitalizagao.



Abstract

Introduction: Non-variceal upper gastrointestinal bleeding (NVHD) is a common
cause of hospital admission in the world with considerable morbidity and mortality.
The time for clinical stabilization, performance of upper digestive endoscopy (UGE)
and length of hospital stay are impacting factors in the outcome of this patient. In
this study, we evaluated the relation between the execution time of EDA and
several clinical, laboratory and endoscopic parameters in patients with NVHD due
to peptic ulcer disease (PUD) admitted to a tertiary hospital in the state of Ceara
for 1 year. Methodology: This retrospective and cross-sectional cohort study was
approved by the Ethics Committee. Data collection was carried out through the
medical records of patients admitted to the referenced emergency service of the
Hospital Regional Norte — Sobral — CE, with the diagnosis of HDANV in the period
from August 1, 2018 to July 31, 2019. 67 patients admitted with a diagnosis of
upper digestive hemorrhage were selected with HDANV, being divided into two
groups: less than 12 hours of EDA performance (G1) and more than 12 hours of
EDA performance (G2) using analyzes by the test Mann-Whitney and chi-square
tests. Results: of the 67 admitted patients, 51 (76%) were men; 50.7% were under
60 years of age; analysis of the association between patients' age and the time of
performance of UDE, indicated significance between groups G1 and G2 (p<0.043).
Significance (p<0.001) was observed between the time of performing the EDA and
the need for transfusion and analysis of the association between the time of
performing the UDE and Hematocrit (p<0.001) and Hemoglobin (p<0.001). The
main cause of bleeding was gastric ulcer (55.2%) and antral ulcer (49%).
Regarding the use of pre-admission medication, 32.8% reported the use of AAS
and NSAIDs; 46.2% of patients underwent endoscopic treatment. Between groups,
there was an association between frequency (p<0.025) and length of stay. The
percentage of death was 7.4%. Endoscopic characteristics indicate a higher
prevalence in G1 for Forrest |l classification and in G2 for Forrest Ill even without
significance (p<0.134). In addition, the Rockall scale did not have an association
between the time of performing EDA (p<0.443). Conclusion: The analysis of the
association between groups G1 and G2 showed an expected frequency among
patients, indicating a greater need for transfusion, lower hematimetric indices and
longer hospital stay for G2. The Rockall score was not associated with groups.
Patients in group G2 had a longer time to stabilize, requiring more medical and
hospital care, longer hospital stays, and a greater tendency to mortality.

Keywords: Gastrointestinal Endoscopy; Gastrointestinal Hemorrhage; Peptic ulcer;
Epidemiology; Hospitalization.
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1 INTRODUGCAO

1.1 Hemorragia digestiva alta — definicao e epidemiologia

A hemorragia digestiva alta (HDA) é, por definicdo, todo sangramento que
se origina no trato gastrointestinal, desde a boca até a flexura duodeno-jejunal ou
angulo de Treitz, exteriorizado por hematémese, melena e/ou hematoquezia
(Custodio Lima, 2013).

Hematémese € caracterizada por vomitos de sangue nao digerido ou em
forma de coagulos. Por sua vez, a melena é a nomeacao de fezes escurecidas, de
consisténcia pastosa e odor fétido, resultado da digestao de, ao menos, 100 ml de
sangue apoés percorrer do duodeno ao intestino delgado. A enterorragia,
eliminagdo de sangue vivo via retal, € a manifestagdo mais comum em casos de
hemorragia digestiva baixa, distais ao angulo de Treitz. Entretanto, esta
apresentacao pode ocorrer devido a exteriorizagdo de uma HDA de grandes
volumes (no minimo 1000 ml) e velocidade, assim como a melena pode ocorrer
em HDB (Macedo Silva, 2022).

Em razédo das diferencas na fisiopatologia, a HDA se divide em varicosa,
quando a causa do sangramento é relacionada a hipertensdo portal (varizes
esofagicas e/ou gastricas e gastropatia da hipertensédo portal), e ndo varicosa,
quando esta relacionada a outras causas (Shah, 2021).

A HDA é uma das urgéncias meédicas mais frequentes com incidéncia entre
48-160 casos/100.000 habitantes por ano (Sung, 2021) sendo que mais de 80%
dos casos correspondem a HDA nao varicosa, de acordo com estudos
epidemioldgicos (Chang, 2018; Siau, 2019).

Existem poucos estudos sobre o impacto da HDA no nosso meio. Em 2018,
Cipolletta et al, publicaram uma revisdo literatura de HDA nao varicosa. Foram
observadas, sendo a mais frequente a ulcera péptica (37 — 63,8%). Em 2020,
Wilkins et al, realizaram uma analise, ndo houve diferencas estatisticamente



significativas na mortalidade, ressangramento ou cirurgia ao uso de IBP e grupos

controle, porém houve redugéo no numero de interveng¢des endoscdpicas.
1.2 Hemorragia digestiva nao varicosa

A HDANV é o sangramento do trato digestivo proximal ao ligamento de
Treitz. A incidéncia é estimada em 20-60/100.000 pessoas. E particularmente alto
entre pacientes idosos com outras doengas sistémicas. A HDANV ainda é

caracterizada por importante morbidade e mortalidade (Kacem, 2022).

O prognéstico pode variar de leve a risco de vida. Muitas vezes leva a
hospitalizagdo sistematica e endoscopia de emergéncia, embora, em na maioria
dos casos, ndo constitui uma ameaca imediata a vida. No entanto, pacientes com
sangramento grave podem apresentar complicacées graves e até oObito se nao
receberem o tratamento adequado em tempo habil (Custodio Lima, 2013, Kacem,
2022).

1.3 Abordagem

A Ulcera péptica é a principal causa de HDA nao varicosa, respondendo por
cerca de 35-75% dos casos em todo o mundo, com uma taxa de mortalidade
variando entre 0,9 e 26% (Alzoubaidi, 2017). As outras causas mais frequentes
sdo: lesGes agudas da mucosa gastrica, laceragdes de Mallory-Weiss, lesdes de
Dieulafoy, neoplasias e esofagite. Dentre as causas raras estdo incluidas as
vasculites, a hemobilia e a fistula aorto-entérica. A infeccao pelo Helicobacter
pylori, os anti-inflamatérios ndo esteroidais (AINEs) e a aspirina sdo os principais
agentes etiologicos da ulcera péptica (Custodio Lima, 2013), (Forgerini, 2020).
Esses fatores aumentam independentemente o risco de sangramento por Ulcera.
Entretanto, quando associados, pode haver efeito sinérgico na elevacao da taxa
de sangramento (Melcarne, 2016).

Apesar da extensiva erradicacao do Helicobacter pylori, a incidéncia de



ulcera péptica sangrante ainda se mantém em torno de 40-60 casos por 100.000
habitantes por ano, o que reflete um aumento na incidéncia da Ulcera péptica
relacionada a AINEs e da Ulcera péptica idiopatica (Lanas, 2018).

A prevaléncia de infeccdo pelo Helicobacter pylori nos pacientes que
apresentaram hemorragia por Ulcera péptica varia na literatura. Um estudo
espanhol que incluiu 1068 pacientes com ulcera hemorragica identificou a infeccao
pela bactéria em 95% dos casos (Melcarne, 2016; Lanas, 2018).

Os AINES sao as drogas mais prescritas em todo o mundo, sendo usadas
por mais de 30 milhdes de pessoas diariamente, e, 0 uso na populacao idosa é
ainda maior, pela predisposicio a doencas como as desordens
musculoesqueléticas, dores persistentes ndo malignas e malignas (Lanas, 2018).

Segundo Tseng (2021), também encontrou um risco aumentado de
sangramento por Ulcera péptica em usuarios de baixas doses de aspirina quando
comparados ao grupo controle. Este risco € maior se houver historia prévia de
sangramento por Ulcera péptica, longo tempo de uso, e uso concomitante de
clopidogrel ou outros anticoagulantes (Custodio Lima, 2013; Mullady, 2020).

1.4 Estratificacao — Rockall e Forrest

A classificacado de Forrest (figura 1) € utilizada amplamente na
subclassificacdo das ulceras com intuito de avaliar taxa de ressangramento,
indicando as Ulceras com beneficio de tratamento endoscopico. Sendo
demonstrado que as Uulceras com sangramento Forrest la/lb apresentaram
persisténcia ou recidiva do sangramento em torno de 75 a 85%. Naqueles
pacientes Forrest lla/llb, risco de ressangramento entre 38 e 50% e nos casos
Forrest lic/lll, entre 0 e 10% (Rockall, 1996; Kohler, 1997).

1.5 Classificacao de Forrest



Sangramento Tipo Descricédo
| — Ativo Forrest 1A Em jato
Forrest IB Em “babacao”
Il - Recente Forrest [IA Coto vascular visivel
Forrest IIB Coégulo recente
Forrest [IC Fundo hematinico
Il — Sem Sangramento | Forrest Il Sem sinal de sangramento

Figura I: Classificagdo de Forrest para Glcera péptica sangrante

A classificacdo de Forrest deve ser analisada a luz dos achados
endoscépicos. Outro fato que se deve ressaltar é o baixo grau de concordancia da
classificacao de Forrest entre varios examinadores, especialmente para os tipos
lla, llb e llc. Mesmo para o sangramento ativo (I) e sem estigmas (lll), ndo ha
concordancia entre diferentes endoscopistas vendo a mesma leséo. A terapéutica
endoscépica é preconizada para lesées com sangramento ativo ou vaso visivel
nao sangrante (Forrest la, Ib e lla), dado que a taxa de recidiva hemorragica é
reduzida para 13-30%, quando comparada com os 90% na hemorragia ativa e
50% na presenca de vaso visivel. Em relagdo as ulceras com coagulo aderido a
sua base (Forrest lIb), esta indicada a sua remog¢ao para um adequado tratamento
endoscépico se 0 mesmo for facilmente removivel com jato de agua e se houver
disponibilidade de recursos terapéuticos endoscépicos e cirurgicos, caso haja
precipitacdo da hemorragia (Shah, 2021; Sung, 2021; Zheng, 2020; Custodio
Lima, 2013).

Dentre os indices progndésticos, o escore de Rockall € o mais utilizado na
literatura, sendo que seu uso ja foi validado em varios paises. O escore de Rockall
pode ser pré-endoscopico, avaliando idade, presenca de comorbidades e status

hemodinamico; e completo, utilizando, além dos critérios clinicos acima, critérios



endoscopicos. A tabela A mostra as variaveis utilizadas e sua respectiva
pontuacao para o calculo do escore de Rockall pré-endoscopia e do escore de
Rockall completo. Os estudos tém demonstrado resultados discordantes quanto a
capacidade prognéstica do escore de Rockall pré-endoscopia em relacdo a
necessidade de terapéutica endoscopica e ocorréncia de ressangramento e Obito
(Rockall, 1996; Custodio Lima, 2013).

Com relacao ao escore de Rockall completo, o estudo inicial mostrou que
as taxas de ressangramento e de mortalidade eram maiores nos pacientes com
pontuagdes = 5, e menores naqueles com pontuagédo < 2 (tabela B). Assim,
pacientes com pontuacao <2 poderiam ser considerados de baixo risco para essas
complicagdes. Entretanto, os resultados da literatura tém sido contraditorios
quanto a utilidade desse escore na previsao de ressangramento (Shah, 2021;
Custodio Lima, 2013).

Tabela A: indices de prognéstico do escore de Rockall. Adaptado de Rockall
(1996).

Rockall pré-endoscopia

Variaveis Escores
0 1 2 3
ldade <60 > 60 >80
Estado PAS > 100 PAS > 100 PAS < 100 -
Hemodinamico mm Hg FC < | mm Hg FC > mm Hg
100 bat/ min | 100 bat/ min FC > 100
Estavel Taquicardia bat/min
Hipotensao e
Taquicardia
Doencas associadas - - ICC, Insuficiéncia
Insuficiéncia renal,
coronariana, hepatica,
outras neoplasia
graves disseminada

Escore de ROCKALL completo
As mesmas variaveis do escore de Rockall pré-endoscopia

Diagnostico Sindrome de Todos os Céncer -
endoscépico | Mallory-Weiss outros gastrointestinal
ou auséncia diagnésticos
de lesdes
Estigmas de Ausentes ou - Sangue no TGl -




sangramento apenas alto, coagulo
recente hematina aderente, vaso
visivel e
sangramento
ativo

Tabela B: Porcentagem de ressangramento e mortalidade pelo escore de Rockall.

Pontuacao Ressangramento Mortalidade
<2 4,3 % 0,1 %
3e4 14% 4,6%
5a11 37% 22%

1.7 Tratamento — Medicamentos / Endoscoépicos

O tratamento medicamentoso € amplamente realizado com IBP, sendo o
omeprazol o primeiro e mais utilizado no tratamento de Ulceras gastro-duodenal,
no tratamento do tratamento do refluxo gastroesfagico e no tratamento de
Helicobacter pylori, como substituto benzimidazélico (Targownik, 2022).

A inibicdo do pH gastrico acima de 6,0 facilta os mecanismos de
coagulacdo e os sistemas de reparacdo da mucosa, além de dificultar a lise dos
coagulos recém-formados (Custodio Lima, 2013). Omeprazol é uma base fraca

inibidora gastrica da bomba de prétons (H+/K+ ATPase). Ele apresenta pKaq de
4,2 e pKao de 9,0, portanto, sofre rapida difusédo através das membranas lipidicas

para os compartimentos acidificados (como é o caso dos canaliculos das células
parietais). No interior destes canaliculos ele é protonado e concentrado,
transformando-se no cétion sulfonamida tiofilico reativo e ativo. Esta sulfonamida
inativando

consegue formar ligacdo dissulfeto covalente com a enzima,

irreversivelmente a bomba de prétons (Targownik, 2022).

O uso de IBP endovenoso em bolus, seguido de infusdo continua apds
hemostasia endoscdpica, mostrou ser eficaz em diminuir a recidiva hemorragica e

a necessidade de cirurgia. A dose de omeprazol eficaz € de 80 mg em bolus,



seguida de infusdo continua de 8 mg/h ou 40 mg 8/8h por 48 a 72 horas (Custodio
Lima, 2013; Kawasaki, 2017; Chang, 2018).

O tratamento endoscoépico modificou a histéria natural da HDA nao varicosa.
Varios estudos demonstraram que a realizagao da terapéutica endoscépica reduz
significativamente a incidéncia da recidiva hemorragica, bem como a necessidade
de intervencao cirargica e a mortalidade. De uma maneira geral, existem varias
técnicas para tratamento das lesées hemorragicas com comprovado potencial de
cessar a hemorragia e reduzir o risco de recidiva. Podemos dividi-las em trés
grandes grupos: métodos de injecdo (injecdo de adrenalina, etanolamina,
cianoacrilato, fibrina, etc), térmicos (plasma de argbnio, “heater probe”, cateter
bipolar) e mecéanicos ("clips", ligadura elastica) (Custodio Lima, 2013; Barkun,
2019; Sung, 2021; Mullady, 2020).

Estudos indicam que ndo existe clara superioridade de uma das técnicas
sobre as demais. Tendo isso em vista, a definicdo sobre a melhor opcéao
terapéutica cabe ao endoscopista, considerando-se a causa e a circunstancia do
sangramento, a experiéncia pessoal e a disponibilidade do servi¢o (Custodio Lima,
2013).

2 JUSTIFICATIVA

Existem poucos dados na literatura local e nacional sobre perfil dos
pacientes com HDANV. Especificamente na regido objeto deste estudo, néo
existem dados direcionados para melhor caracterizagdo desta populacado e suas
particularidades.

A HDANV é caracterizada por importante morbi-mortalidade, uma vez que
0s pacientes com sangramento grave podem apresentar complicacbes e até obito
se nao receber o tratamento adequado em tempo habil (Maghrebi, 2022).

Com relagdo ao tempo para execug¢ao da endoscopia, a literatura ainda é
controversa. Um estudo chinés com 6474, mostrou que endoscopia de urgéncia e
tardia pode levar a mortalidade em comparacdo a endoscopia precoce (6 a 24



horas) (GUO, 2022). A Sociedade Europeia de Endoscopia Gastrointestinal ndo
recomenda a endoscopia digestiva alta com menos de 12 horas, uma vez que, em
comparagao com a endoscopia precoce (< 24 horas), nao se observou melhora
dos pacientes. Sugere ainda que a terapia com inibidor da bomba de prétons (IBP)
pré-endoscopia seja considerada em pacientes que apresentam HDA aguda, para
diminuir os estigmas endoscépicos e, assim, reduzir a necessidade de terapia
endoscoépica; no entanto, isso ndo deve postergar a realizacdo da endoscopia
(Gralnek, 2021). Por outro lado, o Colégio Americano de Gastroenterologia indica
que os pacientes internados ou em observagdo no hospital para HDA sejam
submetidos a endoscopia dentro de 24 horas (Abraham, 2022).

Diante desse cenario controverso, o tempo de execucdo da EDA pode ser
influenciado pelos parametros clinicos, laboratoriais e achados endoscopicos em
pacientes com HDANV por DUP admitidos no Hospital Regional Norte em Sobral —

Ceara para termos melhores condi¢cées de atendimento deste paciente?

3 OBJETIVOS

3.1. Geral

Tracar uma relacdo do tempo de execucdo da endoscopia digestiva alta com
parametros demograficos, clinicos, laboratoriais e endoscopicos em pacientes
com hemorragia digestiva alta por doencga ulcerosa péptica admitidos no Hospital
Regional Norte em Sobral (Ceard) durante 12 meses.

3.2. Especificos

3.2.1. Analisar de forma retrospectiva a casuistica de hemorragia digestiva
alta (HDA) nao varicosa;

3.2.2. lIdentificar as caracteristicas epidemiologicas, clinicas, achados
endoscépicos e terapéuticas utilizadas pelos pacientes;

3.2.3. Comparar os achados epidemiolégicas, clinicos e endoscdpicos com
tempo de execucao de endoscopia.
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Abstract

Introduction: Non-variceal upper gastrointestinal bleeding (NVUGIB) is a common
cause of hospital admission in the world, with considerable morbidity and mortality.
The time for clinical stabilization, performance of upper digestive endoscopy (UDE)
and length of hospital stay are impacting factors in the outcome of these patients.
Herein, we evaluated the relation between the time of performance of UDE and
clinical, laboratory and endoscopic parameters in patients with NVUGIB due to
peptic ulcer disease (PUD) admitted to a tertiary hospital in the northeastern of the
Brazil during 12 months. Methods: This retrospective and cross-sectional cohort
study was approved by the local Research Ethics Committee (CEP/ISGH) under
protocol number 3.912.892. Data collection was carried out through the medical
records of patients admitted to the emergency service of the Regional Norte
Hospital at Sobral, Ceara, Brazil, with the diagnosis of NVUGIB from August 2018
to July 2019. Among the patients admitted with a diagnosis of upper
gastrointestinal bleeding, 67 were selected with NVUGIB and were divided into two
groups: UDE performed within less than 12 hours (G1) and UDE performed after
more than 12 hours (G2), using analyses by the Mann-Whitney test and chi-square
tests. Results: Among the 67 admitted patients, 51 (76%) were men and 50.7%
were under 60 years of age. The analysis of the association between patients' age
and time of performance of UDE indicated significance between groups G1 and G2
(P<0.043). It was observed significance (P<0.001) between the time of
performance of UDE and the need for transfusion, and analysis of the association
between the time of performance of UDE and hematocrit (P<0.001) and
hemoglobin (P<0.001). The main causes of bleeding were gastric ulcer (55.2%)
and antral ulcer (49%). Regarding the use of pre-admission medication, 32.8%
reported the use of ASA and NSAIDs; 46.2% of patients underwent endoscopic
treatment. Between groups, there was an association of frequency (P<0.025) with
the length of stay. The percentage of death was 7.4%. Endoscopic characteristics
indicate a higher prevalence in G1 for Forrest Il classification and in G2 for Forrest
lll, even without significance (P<0.134). In addition, the Rockall score did not have
an association with the time of performance of UDE (P<0.443). Conclusion: The
analysis of the association between groups G1 and G2 showed an expected
frequency among patients, indicating a greater need for transfusion, lower
hematimetric indices and longer hospital stay for G2. The Rockall score was not
associated with groups. Patients in group G2 had a longer time to stabilize,
requiring more medical and hospital care, longer hospital stay, and a greater
tendency to mortality.

Keywords: Gastrointestinal Endoscopy. Gastrointestinal bleeding. Peptic ulcer.
Epidemiology. Hospitalization.

INTRODUCTION



Upper gastrointestinal bleeding (UGIB) is one of the most frequent medical
emergencies, with an estimated worldwide incidence of 20-60/100,000, being
particularly high among elderly patients with comorbidities. Non-variceal upper
gastrointestinal bleeding (NVUGIB) has a high prevalence in the world population,
with peptic ulcer disease (PUD) as the main cause®. Almost 80% of patients
seeking emergency services for NVUGIB are admitted to the hospital requiring
emergency endoscopy?'33!. NVUGIB is characterized by significant morbidity and
mortality, since patients with severe bleeding can have complications and even die
if they do not receive adequate treatment in a timely manner'”.

Drug treatment in this pathology is widely performed using proton pump
inhibitors (PPIs), with omeprazole being the first and most used in the treatment of
gastroduodenal ulcers?®30, Endoscopic treatment modified the natural history of
NVUGIB, reducing the incidence of recurrence of bleeding, as well as the need for
surgical intervention and mortality’.

Regarding the time to perform the endoscopy, the literature is still
controversial. The European Society of Gastrointestinal Endoscopy does not
recommend upper digestive endoscopy (UDE) within less than 12 hours®. On the
other hand, the American College of Gastroenterology recommends that patients
hospitalized or under observation in the hospital for UGIB undergo endoscopy
within 24 hours'. However, in daily practice, there are some patients, due to
different clinical conditions, who do not undergo endoscopy at these times.

In view of this controversial scenario, this study aimed to establish a
relationship between the time of performance of UDE and demographic, clinical,
laboratory and endoscopic parameters in patients with NVUGIB due to PUD
admitted to Hospital Regional Norte in Sobral, Ceard, Brazil, during 12 months.

METHODS

Study source, design, period and setting



This was a retrospective and cross-sectional cohort study. All medical
records of patients of both sexes, over 18 years old, admitted to the emergency
service of the Regional Norte Hospital at Sobral, a municipality in the state of
Cear4, Brazil, with the diagnosis of NVUGIB due to PUD through UDE from August
2018 to July 2019, were included. As a referral service in endoscopy, the Regional
Norte Hospital covers 55 municipalities in the northern region of the state of Ceara,
which represents 1.6 million inhabitants. Thus, the 12-month interval was selected
for the present study considering the high demand for this service.

All patients received adequate treatment with hemodynamic stability (in
cases that required it), intravenous omeprazole at 80 mg bolus and 40 mg 12/12
hours, and underwent laboratory blood tests and UDE by the hospital's endoscopy

service team.

The inclusion criteria were: medical records of patients with endoscopic
findings of ulcer, gastric erosions, acute lesions of the gastric mucosa and clinical
symptoms (hematemesis, melena, dizziness, nausea and vomiting). The selected
patients were classified according to the Rockall score of prognosis for rebleeding
and mortality with clinical and endoscopic parameters, with a total sum of 11, being
stratified as low (0 to 2 points), intermediate (3 to 4 points), and high (5 to 11
points), and Forrest classification: Forrest la (active spurter); Ib (active oozing); lla
(non-bleeding visible vessel); llb (adherent clot); lic (flat pigmented haematin on
ulcer base), and Il (clean-based ulcer).

The medical records of patients younger than 18 years old, with variceal
UGIB or other NVUGIB pathologies, patients with PUD with bleeding who did not
or could not use omeprazole or who were not evaluated by the Forrest
classification or Rockall score were excluded. The criteria for performing the

endoscopic treatment were Forrest la, Ib and lla ulcerative lesions.

Through an electronic system, 720 medical records of patients who could
have the outcome of UGIB were selected over a period of 1 year through the ICD,
and from these it was observed that UDE was performed upon hospital admission



in 270 patients. Of these, the medical records (physical and digital) were reviewed
and 67 patients who had a diagnosis of UGIB due to PUD were selected. They
were divided by time of performance of endoscopy into groups G1 and G2.
Demographic and clinical data from these records are shown in Figure 1.

For data analysis, the patients from the selected medical records were
divided into two groups, namely: group 1 (G1), which included patients with time of
performance of endoscopy of less than 12 hours after arrival at the hospital; and
group 2 (G2), which included patients with time of performance of endoscopy
greater than 12 hours and less than 48 hours.

Data collection instrument

The medical records were organized using a standardized form prepared by
the researcher, including: clinical and epidemiological data and UDE procedures.
For data analysis, the following were collected: (1) time of performance of UDE
with Forrest classification; (2) description of clinical data; (3) previous pathological
history; (4) data related to bleeding; (5) endoscopic treatment; (6) clinical course

and/or outcome.

Data processing and statistical analysis
All information collected through review of patient charts was stored in a
database using Excel software (Microsoft) and the Epi Info version 6.2 program.

A comparison was made between groups regarding epidemiological, clinical
and endoscopic characteristics. Therefore, the chi-square test was performed to
determine the p-value and thus verify the statistical significance (P<0.05). The
strength of the association between the variables was measured by calculating the
odds ratio (OR), with determination of a 95% confidence interval (95%Cl).

In all analyses a p-value of less than 5% (P<0.05) was considered
statistically significant, and the statistical significance with calculation of the p-value
was obtained using the programs BioEstat 5.0 and Epi Info. For parametric

variables, values were expressed as meanztstandard deviation.



Ethical aspects

In compliance with Resolution 466 of the Brazilian National Health Council of
December 2012, to ensure the integrity and dignity of study participants,
contributing to the development of research within ethical standards, and also
considering that the source for data collection in this study were medical records
whose trustee was the Regional Norte Hospital, this research project was
submitted to its local Research Ethics Committee (CEP/ISGH), and approved
under protocol number 3.912.892.

RESULTS

Among the 67 records of admitted patients, 51 (76%) were men and 16
(23.8%) were women; regarding age, 50.7% were under 60 years old and 49.3%
were over 60 years old. No statistically significant correlations were found (P=0.566
and P=0.255, respectively) when assessing the variables sex and age between
patients in G1 and G2. However, when analyzing between groups in an age group
division, < 60 and > 60 years of age, an analysis of association between age and
time of performance of UDE with significance (P=0.043) was observed, in which

G2 has more patients aged over 60 years (Table 1).

As for comorbidities, it was observed that 29 patients (43%) had some type
of comorbidity, with arterial hypertension (26.8%) and diabetes mellitus (17.9%)
being the most frequent. In the analysis between groups G1 and G2, no

significance was observed (P=0.800).

Analyzing the hematimetric parameters (hemoglobin - Hb and hematocrit -
Ht), collected at the time of hospital admission, it was observed that the indices in
the G2 group are lower than those in G1, with a significant associative relationship
with the levels of Hb (P<0.001) and Ht (P<0.001) (Table 1 and Figure 2), indicating
a greater transfusion need in the G2 group, which was observed with a significant
difference (P<0.001) between the G1 and G2 groups, with the G2 group showing a

greater tendency to use blood concentrates.



As for the causes of bleeding (gastric or duodenal ulcer or more than one
cause), gastric ulcer was the main cause in both groups (G1 and G2), with no
statistical difference (P=0.377). As for the location of the ulcer, the gastric antrum
was the main one in G1 and G2, but also without reaching statistical difference
(P=0.150) between groups. Analyzing the size of the peptic lesions between G1
and G2, there was no statistical difference (P=0.916), indicating the similarity
between groups.

Analyzing the medical records regarding the use of ASA, NSAIDs,
anticoagulants and corticosteroids, which are drugs implicated in causing digestive
tract bleeding, it was observed that 26 (38.8%) of the 67 patients with PUD used
these medications (57% of whom had over 60 years old) (Table 1). However, we
did not observe significant correlations (P=0.849) when comparing the groups.

Using the complete Rockall score for comparison between groups, no
qualitative difference (p=0.442) was observed between G1 and G2. However, both
groups had an intermediate risk for rebleeding (G1 = 3+2) and (G2 = 4£2).

As for the Forrest classification for hemorrhagic ulcer, a tendency was
observed in G1 for Forrest Il and in G2 for Forrest lll, although without significance
(P=0.134) (Table 2), suggesting that patients in G2 had more time to stabilize
hemodynamics and correct hemostasis.

The need for endoscopic treatment did not differ between groups and no
significant correlation was observed (P=0.260). However, we observed that 60% of

the patients in G1 received some endoscopic treatment, while in G2, only 38%.

When we evaluated patients’ mean length of stay, we observed 4.9 days,
ranging from 2 to 21 days. Group G1 had a mean of 43 days of hospitalization,
being shorter than that of G2, which had a mean of 615 days, showing a significant
association (P<0.025). As for the clinical course, the percentage of death was
7.4% (5 patients), all from G2, although without statistical significance (P=0.149).

DISCUSSION



In this study, the relationship between the time of performance of UDE (<12
hours and 12-24 hours) on demographic, laboratory, clinical and endoscopic
parameters was evaluated in 67 patients with UGIB due to PUD admitted to a
tertiary hospital in the state of Ceara for 1 year.

As for demographic parameters, there was a higher prevalence of male
patients (51) when compared with females (16), constituting a percentage of 75%
and 25%, respectively, similar to a Brazilian study®. The mean age of both groups
was 56.76 years old (G1 54.3 years old and G2 58.1 years old), similar to previous
studies*56. However, when compared with developed countries?32%, it was
observed that these have a higher mean age (67 years) and, similar to our study, a
predominance of male patients. Analyzing age versus time of performance of
endoscopy, it was observed that patients younger than 60 years old underwent
endoscopy earlier when compared with patients older than 60 years old, reaching
significance (P<0.043). These findings may be because older patients generally
require more time to stabilize hemodynamic parameters?’:31,

Analyzing the laboratory parameters, the hematimetric levels (Hb and Ht)
between groups G1 and G2 showed a significant association (P<0.0001),
indicating that patients in G2 had lower levels of Hb and Ht, and consequently,
more time to optimize hemodynamic parameters, impacting the delay in performing
the endoscopic procedure. In this regard, some international consensuses
recommend performing an endoscopic procedure within the first 24 hours of the
episode, this time being the most appropriate for patients with UGIB, since
literature data suggest a decrease in hospitalization time and the need for surgical
intervention when this recommendation is followed®33. Some authors also suggest
that in high-risk patients, performing UDE in the first 12 hours of gastrointestinal
bleeding may reduce the risk of mortality®-26.

In clinical parameters, among the causes of bleeding, the main one was
gastric ulcer, with 54.8% for G1 and 56% for G2, which is in agreement with data
from the world literature*2'34. However, there may be some variations in this
cause of bleeding depending on factors such as a specific age group, referring
hospitals for liver transplantation, patients with comorbidities such as renal



disorders and rheumatologic diseases, users of anti-inflammatory drugs and
patients with Helicobacter pylore:'3.

Regarding the previous use of medications commonly associated with PUD,
including ASA, NSAIDs, anticoagulants, and corticosteroids, in the present study,
no statistical significance was identified between G1 and G2 (P = 0.606). As for the
type of medication prior to admission, 38.8% of the patients in both groups were
using some of these medications. Considering the total number of medications
used, 32.8% were ASA and/or NSAIDs. Similar studies characterizing elderly
patients with NVUGIB identified the use of NSAIDs and/or ASA in 39.4% of the
patients studied*'619, while another study identified in a general population an
average of 41% of users®. This frequency was similar to that described in an Italian
study, in which 36% of patients with NVUGIB used these medications’®.
Furthermore, these same authors showed that compared with non-users of ASA
and/or NSAIDs, the relative risk for PUD was 2.9 for users of high-dose ASA (300
mg) and 4.0 for users of NSAIDs'?. For ASA users, the risk is similar for the
presence of both gastric and duodenal ulcers, while for NSAIDs there is a greater
association with gastric ulcer. In addition, the use of low-dose ASA and the use of
NSAIDs were also related to an increased risk of UGIB?.

Comparing G1 and G2 groups regarding the need for transfusion, it was
noticed a significant difference (P<000.1), with a greater tendency in G2, where
66.7% of the patients underwent blood transfusion. A randomized study to assess
transfusion status (TRIGGER study) with groups with a ‘“liberal” transfusion
strategy, with a target of approximate values of 10 g/mL (hemoglobin) for
performing UDE and after, and the other group with a “restrictive” transfusion
strategy with a target of approximate values of 8 g/mL, with similar conditions,
showed a higher level of survival in 6 weeks in the “restrictive” group'%26. These
data have guided a target of values of 7-8 g/mL for performing UDE in NVUGIB.
Although the relationship between mortality and blood transfusion still needs
further studies, it is possible to suggest that transfusion can change parameters of
coagulability and storage, with pro-inflammatory effects. This finding may explain



the deaths in the G2 group, as it will be discussed below, although the patients in
this group were within the “restrictive” strategy.

The hospital length of stay between the two groups had a significant
relationship (p<0.025), with a longer stay in the G2 group, which may be related to
some factors: comorbidities, transfusion of blood components and longer time for
stabilization, which is in line with the study of other authors'2.

The evaluated comorbidities were those considered for the calculation of the
Rockall score, namely: hypertension, diabetes mellitus, kidney, heart and liver
failure, and neoplasms. When these were compared between groups G1 and G2,
we did not identify statistical significance (P=0.800), but we observed that 43.2% of
patients had some comorbidity, 29.8% of which had severe comorbidities. When
we compare our data with the international literature, we can observe similar
percentages, around 27.4 to 35.9% of patients with severe comorbidities*33.

Analyzing the complete Rockall score, it was observed that this parameter
was similar in both groups (G1 3%2; G2 4+2; p = 0.442), characterizing an
intermediate risk for rebleeding. Although without statistical significance, the G2
group had a higher Rockall score when compared with that of G1. Also, in the
present study, mortality was higher than expected (7.4%), since according to
Rockall, for scores 3 and 4, the expected mortality percentage is 4.6%2.
Interestingly, all deaths occurred in G2, a group where a tendency towards a
higher Rockall score was observed, when compared with G1, although without
reaching statistical significance. This finding may be related to other aspects of G2:
advanced age, greater tendency to instability and greater tendency to transfusion.
A study evaluating the time of performance of endoscopy of 516 patients showed
that patients with early endoscopy (less than 6 hours) had lower mortality when
compared with patients who underwent endoscopy between 6 and 24 hours,
relatively in line with our study 523,

Analyzing the endoscopic parameters, the Forrest scale has been a widely
used marker for over 40 years to characterize ulcer disease, identifying ulcer
bleeding, rebleeding and mortality®. In our study, a tendency was observed in the
G1 group for Forrest Il classification (60%), while in the G2 group a tendency was



observed for Forrest Il classification (50%), without reaching statistical significance
(P=0.134). However, although without statistical significance, some characteristics
of the patients in G2 group may explain this tendency, for example: longer time to
perform endoscopy and longer time to optimize hemodynamic stability, with longer
time to heal with the benefit of PPl administration. In a study characterizing elderly
patients with NVUGIB, some authors observed a higher prevalence of patients in
the Forrest Il classification, with statistical significance (P=0.03)%.

As for the location of the ulcers, in both G1 and G2 groups it was observed
that 49% were located in the gastric antrum. Studies in the 1980s and 1990s
indicated a greater tendency for ulcerous lesions in the duodenum in relation to
lesions in the stomach. Currently, there is an increase in gastric lesions, which may
be related to the widespread eradication of Helicobacter pylori and increased use
of NSAIDs?6, showing the importance of monitoring Helicobacter pylori in patients
with chronic use of NSAIDs.

With regard to the size of the peptic lesion, a mean lesion size of 15.44 mm
was observed in both groups, with no statistical difference (P=0.916). Similarly, in a
review study analyzing the use of PPI, rebleeding factors and morbidity and
mortality, no relationship was observed between any of these factors and the size
of the lesion’.

The endoscopic treatment of bleeding lesions was undoubtedly the greatest
advance in NVUGIB therapy in recent decades, significantly reducing rebleeding
rates, the need for surgical intervention and mortality*2°. In our study, endoscopic
therapy was performed in 46% of patients. In the literature, these data vary, taking
into account that the treatment depends on the cause of the bleeding, the
existence of active bleeding or signs of recent bleeding, the endoscopist's skill, the
material available at the place of care, and on-call or face-to-face service. Some
authors demonstrated that endoscopic treatment was performed in almost 50% of
patients with peptic ulcers'8, In our study, when comparing both G1 and G2
groups, we observed a greater tendency in G1 group, with 60% of patients
undergoing some type of endoscopic treatment, but without reaching statistical
significance (P= 0.260).



As strengths of this study, we highlight that it is the first Brazilian study, to
our knowledge, to compare the time of performance of UDE in UGIB secondary to
PUD.

As for the limitations of this work, the type of retrospective study can
characterize selection biases. Also, the fact that it was retrospective did not allow
for the elaboration of a protocol for the study, so the endoscopic treatment was at
the discretion of the executing physician, which could determine variations in
therapeutic actions during the execution of the examination. Another limitation of
the study was the evaluation of the presence of Helicobacter pylori only in

subsequent endoscopies in an outpatient setting post-hospitalization.

In conclusion, it was found in Gl group a profile of patients with
the benefit of a shorter length of hospital stay and lower risk of
nosocomial complications, but always emphasizing the importance of fluid
resuscitation and pharmacotherapy. Also, patients in G2 group are older
with lower hematimetric indices, greater need for transfusion and longer
length of hospital stay, requiring more intensive care in the hospital

setting.
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Figuras

0 Pacientes
selecionados pelo
CID por possivel
HDA

450 pacientes excluidos: Ndo
realizaram EDA, HDA ndo
varicosa, sem informagGes
complementares, outras causas

270 pacientes com
realizagdo de EDA

67 pacientes com
HDAVN por DUP com
realizacdo de EDA

Figure 1: Flowchart of the selection process of the medical records of patients
admitted by the ICD who underwent UDE in the emergency service of the Regional
Norte Hospital (Sobral, Ceara, Brazil) from August 2018 to July 2019.
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Figure 2: Quantification of (A) hematocrit and (B) hemoglobin (Hb) with time of
performance of endoscopy (<12h or >12h) in patients with non-variceal upper
gastrointestinal bleeding admitted in the emergency service of the Regional Norte
Hospital (Sobral, Ceara, Brazil) from August 2018 to July 2019.
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Figure 3: Length of stay (days) and time of performance of endoscopy (<12h or
>12h) in patients with non-variceal upper gastrointestinal bleeding admitted in the
emergency service of the Regional Norte Hospital (Sobral, Ceara, Brazil) from
August 2018 to July 2019.



Tabelas:

Table 1: Demographic, clinical and laboratory characterization of patients with non-
variceal upper gastrointestinal bleeding admitted in the emergency service of the
Regional Norte Hospital (Sobral, Ceara, Brazil) from August 2018 to July 2019.

Variaveis Tempo de endoscopia p-valor*
<12 horas >12 horas
Sexo (n/%)
Masculino 18 (72.0) 33 (78.6) 0.566 2
Feminino 7 (28.0) 9(21.4)
Idade, em anos (média + DP) 54+15 58+16 0.255b
Idade, em anos (n/%)
<60 anos 12 (68.0) 17 (40.5) 0.043 2
>60 anos 8 (32.0) 25 (59.5)
Comorbidades (n/%)
Sim 10 (40.0) 19 (45.2) 0.800 2
Néo 15 (60.0) 23 (54.8)
Hemoglobina (média £ DP) 9.942.9 7.343.0 <0.001 ®
Hematdcrito (média £ DP) 29.748.2 22.248.9 <0.001 ®
Causas do Sangramento (n/%)
Ulcera Gastrica 14 (56.0) 23 (54.8) 0.377 2
Ulcera Duodenal 6 (24.0) 15 (85.7)
Duas ou mais causas 5 (20.0) 4 (9.5)
Localizacao da lesao (n/%)
Antro 16 (64.0) 17 (40.5) 0.1502
Corpo 1 (4.0) 9(21.4)
Fundo 1 (4.0) 1(2.4)
Duodeno 7 (28.0) 15 (35.7)
Tamanho da lesao, em mm (média + DP) 15+11 16117 0.916°
Uso medicacao prévio a admissao (n/%)
Sim 11 (44.0) 15 (35.7) 0.606 2
Nenhuma 14 (56.0) 27 (64.3)
Tipo de medicacao prévio a admissao (n/%)
Nenhuma 14 (56.0) 27 (64.3) 0.849a
AAS 4 (16.0) 7 (16.7)
AINES 5 (20.0) 6 (14.3)
Anticoagulantes 1(4.0) 2 (4.8)
Corticoides 1 (4.0) 0 (0.0)
Rockall (média + DP) 312 442 0.442°
Tratamento endoscoépico (n/%)
Nenhum 10 (40.0) 26 (61.9) 0.260 2
Escleroterapia 13 (52.0) 13 (31.0




Dois ou mais tratamentos 2 (8.0) 3(7.1)
Transfusao sanguinea (n/%)

Sim 5 (20.0) 28 (66.7) <0.0012
Nao 20 (80.0) 14 (33.3)
Tempo de internamento (média + DP)
413 615 0.025°
Evolucao clinica (n/%)
Alta hospitalar 25 (100.0) 37 (88.1) 0.1492
Obito 0 (0.0 5(11.9)

a Realizado teste de Qui-Quadrado de Pearson two sided. PRealizado teste de Mann-Whitney. *
Valores em negrito quando p<0.05.
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7. Apéndice

7.1 Apéndice: Ficha clinica para coleta de dado

TEMPO DE EXECUCAO DE ENDOSCOPIA E SUA RELACAO COM AS
CARACTERISTICAS CLINICAS E ENDOSCOPICAS DE PACIENTES COM

HEMORRAGIA DIGESTIVA ALTA NAO VARICOSA POR ULCERA PEPTICA EM
UM HOSPITAL TERCIARIO DO NORDESTE DO BRASIL

Orientador: Mirna Branner

IDENTIFICACAO
NOME:
SEXO: M( ) F( ) IDADE:
RACA:
DIAGNOSTICO:
NUMERO DO PRONTUARIO:
ADMISSAO: / / /

SAIDA: / / /




1. Sangramento prévio?
Sim —1 Nao — 2 Desconhecido — 3

Qual:

Ulcera gastrica - 1 Ulcera duodenal - 2 Esofagite erosiva - 3 Gastrite erosiva - 4
Duodenite erosiva — 5 Lesao de Dieulafoy — 6 Mallory-Weiss — 7 Outros — 8 Nao
se aplica—-9

2. Iniciado omeprazol no momento da admissao intra-hospitalar: Sim: 1 Nao:

2

3. Exames laboratoriais pré endoscopia: Hb Htc

4. Necessidade transfusional pré endoscopia: _ bolsas
5. Medicacao em uso na pré admissao: Nao: . Sim:

AAS:1 AINES:2 ANTICOAGULANTES: 3 CORTICOIDES: 4

6. Escore de Rockall: PONTOS
Variaveis PONTUACAO
0 1 2 3
IDADE <60 60-79 >80 -
PAS > 100 FC < PAS > 100 FC > 100 PAS <100 FC > 100
VOLEMIA . ) ) ) _ ) ) -
100 Estavel Taquicardia Hipotensao+Taquicardia
DOENGCAS ICC, insuf. Coronariana Ins. renal, Ins. hepatica
ASSOCIADAS Neoplasia disseminada
Outras doencas graves
. . Todos os outros R ) )
DIAGNOSTICO MW s/ estigmas ) o Cancer gastro-intestinal -
diagndsticos




ESTIGMA L Sangramento no TGl alto
, Auséncia ou
ENDOSCOPIC h i - -
0 ematina Forrest la, lla ou llb
Vidmern e Hessaugromentio b rranfi it e pacd ety Aferrali dade
Pam uayda
F.I.Il'Fi'JIJ'H T A T N T el |.lr'|l'|i|'
3 W 4.3m, " &, 1%
3.5 o 14% A 4
fi- & Flra g ld4=s P b
7. Comorbidades Clinicas: sim—1/nao -2
Sim Nao Sim Nao
HAS -1 Insuficiéncia
cardiaca -4
DM -2 Insuficiéncia
hepética — 5

Insuficiéncia

renal -3

Neoplasia — 6

Outros - 7

8. Data da endoscopia:

9. Periodo para a realizacao do exame (A partir da solicitacao):

/

<6 hs

6-12hs

12-24hs




> 24 hs 4

10. Causa do sangramento:

Ulcera gastrica ( )

Ulcera duodenal ( )

Esofagite ( )

Gastrite erosiva ( )

Duodenite erosiva ( )

Lesao de Dieulafoy ( )

Mallory-Weiss ( )

Neoplasia ( )

Outra: ()

© 0N OAE N~

11. Classificacao de Forrest:
|. Hemorragia ativa:
| a — Sangramento em jato 1. ( ) | b — Sangramento em “ babagao “ 2.( )

Il. Hemorragia recente: |l a — Coto vascular visivel (sem sangramento ativo) 3. (

) Il b = Ulcera ndo sangrante com coagulo recente 4. ( ) Il ¢ — Ulcera com fundo de
hematina 5. ( )

Il — Ulcera sem sinais de sangramento recente 6. ( )

7 —ndo aplica

12. Localizacao da lesao

1. Antro ( ) 2. Corpo ( ) 3. Fundo ( ) 4. Duodeno ()
13. Tamanho___ mm. Nao se aplica ( )

14. Outros achados endoscopicos? Nao ( ) Sim ()

1. Varizes esofagicas, ndo sangrantes ( )
2. Varizes gastricas, ndo sangrantes ( )




Ulcera pés escleroterapia ( )

Ulcera pés ligadura elastica ( )

Ectasia vascular antral ( )

Gastropatia da Hipertensao portal ( )

Ulcera gastrica ndo sangrante ( )

Ulcera duodenal ndo sangrante ( )

Erosbes (eséfago, estdmago, e/ou duodeno) ( )
0.N&o se aplica

= ©® NGO AW

15. Tratamento endoscoépico realizado:

1. Nenhum ( )
2. Escleroterapia ( )
a. Oleato de etanolamina5% _ ml.
b. Adrenalina 1: 20.000. Total de volume injetado: _~ ml

c. Outro, especifique:
3. Outros, especifique:

16. Parada do sangramento apds a terapia endoscoépica? Sim —1 Nao — 2 nao
se aplica—3

17. Realizado second look? Ndo -1 Sim -2
18. Necessidade de cirurgia?

N&o -1 Sim -2 . Data: / / . Tipo:

19. Evolucao:

Parada do sangramento / /
Alta hospitalar em / /
Ressangramento ( ).

Obito ( ). Data__ /__ /

>~




