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KEYWORDS Abstract

Cirrhosis; Introduction: Epistaxis in cirrhotic patients is a common issue. However, the literature pub-
Epistaxis; lished to date is very scarce.

Chronic hepatopathy; Material and methods: Retrospective case series of patients with cirrhosis who presented with
Nosebleed a significant epistaxis, between 2006 and 2016.

Results: Data were collected from 39 cirrhotic patients with a mean age of 61.4 (+14) years,
75% of which were males. The main comorbidities were hypertension (33%) and diabetes mellitus
(26%). Seven (18%) patients were taking antiplatelet drugs and 3 (8%) anticoagulants. One third
of patients had a previous history of epistaxis and 6 had a previous ENT pathology. The main
aetiological factor of cirrhosis was alcohol in 46% of cases, with 15 (38%) patients presenting
with Child A, 12 (31%) Child B and 12 (31%) Child C class. The median MELD score upon admission
was 16 [12-21]. Thirty-five (97%) patients had portal hypertension. At admission, the median
platelet count was 89,000 [60,000-163,000] and mean INR was 1.52 (+0.37). Clinically, epistaxis
presented as haematemesis or melaena in 8 (21%) patients, simulating gastrointestinal bleeding
due to swallowing of blood. In 10 (26%) patients, epistaxis was considered as the probable trigger
of an episode of hepatic encephalopathy. Two patients required ICU admission due to bleeding
and 8 (21%) died during hospitalisation due to causes not directly related to epistaxis.
Conclusions: Epistaxis is a complication to be taken into account in cirrhotic patients, as it can
act as an encephalopathy trigger or simulate an episode of gastrointestinal bleeding.
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Hepatopatia crénica; Introduccion: La epistaxis en los pacientes cirroticos es un hecho frecuente. No obstante, la
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Material y métodos: Serie de casos retrospectiva de pacientes con cirrosis que presentaron una
epistaxis significativa, entre los anos 2006 y 2016.
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Resultados: Se recogieron datos de 39 pacientes cirroticos con una edad media de 61,4 (£14)
anos, 75% varones. Las principales comorbilidades fueron la hipertension arterial (33%) y la
diabetes mellitus (26%). Siete (18%) pacientes tomaban antiagregantes y 3 (8%) anticoagulantes.
Un tercio de los pacientes tenian antecedentes de epistaxis y 6 presentaban alguna patologia
ORL previa. La principal etiologia de la cirrosis fue el alcohol en el 46% de los casos, siendo 15
(38%) pacientes Child A, 12 (31%) Child By 12 (31%) Child C. La mediana de MELD al ingreso
fue de 16 [12-21]. Treinta y cinco (97%) pacientes presentaban hipertension portal. Al ingreso,
la mediana de plaquetas fue de 89.000 [60.000-163.000] y la media de INR de 1,52 (+0,37).
Clinicamente, en 8 (21%) pacientes la epistaxis se presentd simulando una hemorragia digestiva
como hematemesis o melenas al ser la sangre deglutida. En 10 (26%) pacientes la epistaxis fue
considerada como el probable desencadenante de una encefalopatia hepatica. Dos pacientes
requirieron ingreso en UCI por el sangrado y 8 (21%) fallecieron durante el ingreso, por causas
no directamente relacionadas con la epistaxis.

Conclusiones: La epistaxis es una complicacion a tener en cuenta, pudiendo actuar como des-
encadenante de encefalopatia o simular un episodio de hemorragia digestiva.

© 2018 Elsevier Espana, S.L.U. Todos los derechos reservados.

Introduction

Epistaxis (from the Greek, literally ‘‘to drip’’) is the term
used to describe a haemorrhage or bleeding from the nos-
trils or paranasal sinuses, which exits through the nostrils
or towards the mouth via the nasopharynx. The abundant
vascularisation of the nasal passages and their special dis-
tribution in the thin nasal mucosa makes epistaxis very
common in the general population, in the great majority
of cases consisting of isolated and self-limiting episodes
of little consequence. In extreme cases, or patients with
significant comorbidity, however, it can become a life-
threatening complication.” The majority of episodes of
epistaxis (90-95%) come from the Kiesselbach plexus, which
is an area located in the anterior inferior part of the nasal
septum, susceptible to mucosal dryness and probing by
fingers. The remaining 5-10% of episodes originate from fur-
ther back in the nasal cavity, from where the blood can drip
into the oropharynx more easily and then be swallowed into
the gastrointestinal tract.?

Epistaxis is the most common otorhinolaryngology emer-
gency, with more than 25,000 cases a year in Accident
and Emergency departments in countries like the United
Kingdom. However, there is little scientific evidence on
the subject and the first epistaxis clinical practice guide-
lines were only published very recently.® Epistaxis is
most commonly caused by trauma or hypertension, or
it can be idiopathic; liver disease in general is a rare
cause (<5%) of this type of bleeding in the general
population.*

Patients with chronic liver disease are particularly sus-
ceptible to bleeding disorders and epistaxis.”? However, in
recent years, we have witnessed a paradigm shift in the
approach to coagulopathy in patients with cirrhosis. We
now know that these patients have a very unstable bal-
ance between the different phases of haemostasis. This
balance can be tilted towards a higher thrombotic risk, but

also in special situations towards a higher bleeding risk.>
In certain disorders which often affect the liver, such as
hereditary haemorrhagic telangiectasia (Osler-Weber-Rendu
syndrome), nasal bleeding is a predominant symptom.® How-
ever, recurrent epistaxis may also be the first symptom to
suggest advanced chronic liver disease.’

Bleeding from the nasal cavity can be swallowed and
manifest as gastrointestinal bleeding in the form of hae-
matemesis and/or melaena. According to classic series?, this
is the case in up to 0.5% of patients with suspected gas-
trointestinal bleeding. The differential diagnosis becomes
even more important in patients with liver cirrhosis and
oesophageal varices, as a massive epistaxis could be mis-
taken for variceal bleeding and cause significant delays in
the appropriate treatment (or unnecessary treatment for
the varices, with the consequent risk of iatrogenesis).’

The literature on epistaxis in patients with cirrhosis is
fairly limited to date.'®"'? In view of all the above factors,
and the routine feeling in our clinical practice that this is
not just an anecdotal problem, we decided to carry out this
study to identify the clinical characteristics of patients with
cirrhosis who had episodes of significant nasal bleeding while
in hospital.

Material and methods

This was a retrospective observational study which analysed
a case series of patients with liver cirrhosis admitted to
Hospital Universitario Ramon y Cajal in Madrid from 2006 to
2016 who had an episode of epistaxis while in hospital. Aret-
rospective search was performed on the hospital discharge
report software, which included the terms ‘‘cirrhosis’’,
“‘chronic liver disease’’, ‘‘epistaxis’”> and ‘‘nasal
bleeding’’.

Demographic, clinical, analytical and treatment varia-
bles, and clinical outcome during the index admission for
which they were included in the study were collected for all
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Table 1 Main comorbidities of the patients enrolled in the
study (N=39).

Comorbidity n %
Hypertension 13 33

Diabetes mellitus 10 26
Active alcoholism 8 21

Chronic kidney disease 7 18
Hepatocellular carcinoma 5 13
Liver transplant 4 10
Use of intranasal drugs 3 8
HIV infection 2 5
Osler-Weber-Rendu syndrome 1 3

HIV: human immunodeficiency virus.

the enrolled patients. Patients whose episodes of epistaxis
were managed in the Accident and Emergency Department
and who were discharged from there were excluded.

The qualitative variables are expressed as absolute and
relative frequencies. Quantitative variables with a normal
distribution are expressed as mean and standard deviation,
and all other variables as median and interquartile range. All
statistical analyses were performed with Stata v13.0 soft-
ware (StataCorp LP, TX, USA).

Results

During the study period, 39 patients with cirrhosis met
the search criteria and were included in the analysis. The
mean age of the patients was 61.4 (+14 years), and 75%
were male. The main comorbidities were hypertension (13
patients) and diabetes (10 patients). The most relevant
comorbidities are shown in Table 1. In terms of usual medi-
cation being taken at the time of admission that might have
played a part in the epistaxis, seven (18%) patients were on
anti-platelet agents and three (8%) were on anticoagulants.
Six (15%) patients were on treatment with beta-blockers.

A third of the patients had a history of epistaxis and six
had a significant ENT disorder in their medical history: two
had external nasal trauma; one perforated nasal septum;
one traumatic placement of a nasogastric (NG) tube in the
Accident and Emergency Department; one granulomatous
septal lesion; and one nostril angioma.

The main aetiological factor responsible for the cirrho-
sis was alcohol (44% of the patients). Fig. 1 summarises
the associated aetiological factors. On admission, 15 (38%)
patients were Child-Pugh class A, 12 (31%) Child-Pugh B
and 12 (31%) Child-Pugh C. The median Model for End-Stage
Liver Disease (MELD) score was 16 [12-21]. Thirty-five (97%)
patients had some stage of decompensated liver disease:
25 ascites; 13 hepatic encephalopathy; and 6 bleeding from
oesophageal varices. The median platelet count on admis-
sion was 89,000 [60,000-163,000] cells/mm? and the mean
INR was 1.52 (+0.37).

A one-third of the patients required transfusions of red
blood cell concentrate (with an average of 1.3units per
patient and a range of 0-9), two patients required trans-
fusion of platelet concentrate and one patient required
transfusion of fresh frozen plasma to correct their
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I cardiac Mastocytosis
Figure 1  Main aetiology of chronic liver disease. HBV: hep-

atitis B virus; HCV: hepatitis C virus; PBC: primary biliary
cholangitis.
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Figure 2 Treatments applied to the epistaxis.

coagulopathy. The median length of hospital stay was 13
[6-24] days.

A one-third of patients already had epistaxis on admis-
sion. In the remaining two thirds, the epistaxis appeared
during their hospital stay. Clinically, in 27 (69%) patients
it presented as typical anterior epistaxis, in four (10%) as
posterior bleeding and in eight (21%), as haematemesis or
melaena as a result of the blood having been swallowed,
simulating a gastrointestinal bleed. In ten (26%) patients,
the epistaxis was thought by the treating medical team to
be the probable trigger of hepatic encephalopathy (three
of these ten patients had swallowed blood). The treatment
applied to the epistaxis is shown in Fig. 2.

Two patients had to be admitted to the ICU because of the
bleeding and eight (21%) died while in hospital, for reasons
not directly related to nasal bleeding.
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Discussion

Although it is a rare complication, epistaxis should be con-
sidered as a potential source of bleeding in patients with
cirrhosis who present with upper gastrointestinal bleeding
(UGIB) symptoms.

The largest series of patients with liver disease and
epistaxis, only recently published, was based on a US
national registry of hospital admissions.'" This population-
based study included 1436 patients with liver disease who
were compared with more than 38,000 patients without liver
disease used as controls. The authors found that patients
with epistaxis and liver disease were significantly younger
(55.7 vs 67.5), had longer hospital stays (3.9 vs 3.2 days) and
had more known risk factors for liver disease (alcohol abuse,
coagulopathy, renal failure, etc.). They calculated a greater
risk of transfusion and in-hospital mortality in patients with
liver disease, with odds ratios of 1.52 (1.336-1.729) and 2.26
(1.372-3.736), respectively.

Camus et al. published a series,’® in which the study
design makes it more similar to ours, from a reference
centre for liver transplantation in Los Angeles,'® which
included 461 patients with cirrhosis and registered in the
database for UGIB. Epistaxis was considered as the origin
of bleeding in 20 (4.3%) of these 461 patients. In our study
which, being retrospective, only included cases of epistaxis
confirmed in the hospital discharge report, evacuation of
the blood as UGIB in the form of haematemesis and/or
melaena was detected in eight (21%) of the total 39 epistaxis
episodes.

These patients had advanced liver disease, two thirds of
them being in Child-Pugh class B or C and 95% having had
some type of complication related to portal hypertension.
In the series by Camus et al., the patients also had very
advanced liver disease, with 95% Child-Pugh class C, and an
average MELD score of 29.6. Alcoholic aetiology predomi-
nated in both of these series, affecting approximately 50%
of patients.

In the patient’s previous medical history, it is important
to identify particular comorbidities (hypertension, use of
intranasal drugs), previous ENT disorders (present in a third
of our patients) and nasal trauma, especially related to NG
tube insertion attempts; although this was only recorded
in one of our patients, it occurred in 80% of the cases in
the American series. Careful consideration of the use of an
invasive procedure with potential complications such as the
insertion of an NG tube is even more important in patients
with such advanced liver disease with marked thrombocy-
topenia and risk of nosebleed."

It is interesting that only six patients (15%) in our series
were on beta-blocker treatment when almost all of them had
portal hypertension. Of these six patients, three had hyper-
tension, four had oedema/ascites decompensation and one
had a history of variceal UGIB. Considering the effect beta-
blockers have on the systemic and portal circulation and the
fact they are widely used in cirrhosis, it is possible that the
lack of beta-blocker treatment in the rest of the patients of
the series (85%) was a factor involved in the development of
epistaxis.

Diagnosing epistaxis mimicking UGIB is complex. In addi-
tion to a high degree of suspicion, except in the very rare

cases where the nasal origin is obvious from the clinical pre-
sentation, it requires an urgent oesophagogastroscopy to
rule out bleeding varices. Bleeding that presents as hae-
matemesis or melaena usually originates in the posterior
nasal cavity, from where the patient is more likely to swallow
the blood inadvertently. Another interesting finding from
our series was that in a quarter of the patients, the blood
ingested from the epistaxis was thought to have probably
triggered an episode of hepatic encephalopathy.

Therapeutic management in most cases involved the help
of an otolaryngologist and simple therapeutic measures such
as nasal packing. In half of the cases, the bleeding stopped
spontaneously and only 10% of the patients required more
advanced measures such as surgery or embolisation of the
bleeding vessel. This contrasts with the American series,'®
in which up to 45% of patients presented with shock or
hypotension, 75% required nasal packing and 10% arterial
embolisation. However, the patients in that series had more
advanced liver disease and coagulopathy.

Although there was only one death directly attributable
to epistaxis in the American series and none in ours, because
these patients have advanced liver disease, in-hospital mor-
tality can be as high as 21% (25% in the American series).

The main limitation of our study is its retrospective
nature, making it subject to multiple biases, such as only
selecting cases which are potentially more serious (episodes
included in the hospital discharge or death reports). Further
prospective studies are needed to help better understand
the characteristics of this potential complication of liver
cirrhosis and to confirm the hypotheses generated here.

Conclusions

Epistaxis is a complication that must be considered in
patients with chronic liver disease who present with symp-
toms of UGIB. It tends to affect patients with advanced
cirrhosis and can on occasion act as a trigger for hepatic
encephalopathy.
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