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Abstract
Background: Functional renal failure and cardiovascular dysfunction are common complications of liver
cirrhosis. This study aimed to evaluate cardiac performance, systemic vascular resistance (SVR) and fluid status
in patients with decompensated liver cirrhosis either with or without functional renal failure.
Methods: Sixty patients diagnosed as having decompensated liver cirrhosis were divided into two groups. Group
1 included 30 patients with decompensated liver cirrhosis with ascites and with creatinine values ≤ 1.5 mg/dl.
Group 2 included 30 azotemic decompensated cirrhotic patients with diagnostic criteria of hepatorenal syndrome
(HRS). Also, 20 healthy subjects, of matched age and sex to the Group 1 and Group 2 patients, were included in
the study as the control group. All patients and normal controls were subjected to clinical examination, laboratory
evaluation, ECG, abdominal ultrasonography and echocardiographic studies.
Results: The echocardiographic and ECG data showed significant increase in LAD (P<0.01, P<0.01), AoD
(P<0.05, P<0.01), interventricular septum thickness (IVST) (P<0.01, P<0.01), posterior wall thickness (PWT)
(P<0.01, P<0.01), EDD (P<0.01, P<0.01), ESD (P<0.05, P<0.01), left ventricular (LV) mass (P<0.01, P<0.01),
and Corrected QT (QTc) (P<0.01, P<0.01) interval with significant decrease in SVR (P<0.01, P<0.01).
Additionally, there was significant decrease in IVC diameter in both patients groups compared to the control
group (P<0.01, P<0.01).
Conclusion: Patients with decompensated liver cirrhosis have low SVR, and Doppler echocardiography provides
an easy noninvasive tool to assess this finding. Also, these patients demonstrate small inferior vena cava (IVC)
diameter with normal collapsibility, which indicates low effective plasma volume. Measuring IVC diameter and
collapsibility are of value in the prediction of intravascular fluid status in liver cirrhosis. This is especially true
with renal dysfunction. Early addition of oral vasoconstrictors in decompensated patients may correct the SVR
and circulatory dysfunction and hinder HRS occurrence.
Keywords: Fluid status, Hepatorenal syndrome (HRS), Inferior vena cava (IVC) collapsibility, Liver cirrhosis,
Systemic vascular resistance (SVR)

1. Introduction
Chronic liver diseases are amongst the top leading causes of death worldwide (1-3). Chronic liver diseases are
characterized by unrelenting progression of liver inflammation and fibrosis over a prolonged period of time, usually
more than 20 years, which may eventually lead to cirrhosis (4). Renal dysfunction is a common complication of
liver cirrhosis with ascites, occurring in 20% of patients with cirrhosis who are admitted to a hospital (5). Most cases
of renal dysfunction in cirrhosis are functional in nature (6). A wealth of evidence indicates that impairment in
circulatory function is the main cause of renal dysfunction in cirrhosis.  Some studies (7, 8) have found that patients
with cirrhosis and ascites without hepatorenal syndrome show a typical circulatory pattern of increased total plasma
volume, cardiac index and heart rate, along with reduced peripheral vascular resistance and arterial pressure. When
hepatorenal syndrome develops, the mechanisms of further derangement of cardiovascular function become even
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more complex because a decreased cardiac function is also involved. Furthermore, studies performed by Tristani and
Cohn (9) as well as Lebrec (10) have shown that a significant number of patients with hepatorenal syndrome exhibit
arterial hypotension. These studies also indicated that reduced cardiac output with a tendency for peripheral vascular
resistance is slightly higher in the aforementioned subjects than in ascitic subjects without hepatorenal syndrome.
Cardiac failure in cirrhosis, named portal or cirrhotic cardiomyopathy (CCM), has a functional background and may
disappear after liver transplantation. It comprises systolic and diastolic dysfunctions, mainly of the left heart
chamber, and electromechanical abnormalities including a prolongation of the Q-T interval. Diastolic heart
dysfunction precedes abnormalities of systolic cardiac performance (11). The histopathology of CCM is nonspecific
and more evident in patients with ascites (12). Paracentesis may improve diastolic and systolic functions (13). The
most common way to study LV systolic and diastolic functions is by echocardiography. For the analysis of diastolic
function, the mitral E/A ratio has been analyzed in most reported studies of CCM, concluding that a ratio ≤1 is
associated with increased mortality risk. A mitral E/A ratio ≤1 is present in 50–70% of patients with end stage liver
disease (ESLD); this becomes more evident with disease progression (14, 15). By providing noninvasive correlates
of intracardiac pressure and flow, Doppler echocardiography may offer a complete hemodynamic assessment to help
guide diagnosis and treatment of patients who are critically ill. MRV/TVILVOT > 0.27 had a 70% sensitivity and a
77% specificity to identify systemic vascular resistance (SVR) > 14 WU. MRV/TVILVOT < 0.2 had a 92% sensitivity
and an 88% specificity to identify SVR < 10 WU. Normal SVR > 10 Wood units (WU) and <14 WU (16). The
diameter of the IVC and the calculation of the caval index should be measured 3 cm from where it enters the right
atrium. The inspiratory and expiratory diameter of the IVC can then be measured on the M-mode image, at the
smallest and largest locations, respectively. In patients with decreased intravascular volume, the diameter of the IVC
will be decreased and the percentage of collapse will be greater than 50%. With complete collapse, the IVC may
become difficult to visualize. Volume overload patients with increased intravascular volume will have a large IVC
diameter and minimal collapse on inspiration. In severe cases, there may not be any notable respiratory variation
seen in M-mode (17).

The general objective of this study was to evaluate circulatory dysfunction in patients with decompensated liver
cirrhosis either with or without functional renal failure. The specific objectives were to evaluate: 1) cardiac
performance by echocardiography and electrocardiography, 2) systemic vascular resistance, and 3) fluid status in
both patients groups and subsequently compare them to normal subjects and to each other.

2. Material and Methods
Sixty adult patients with cirrhosis and ascites were recruited from the Gastroenterology and Hepatology Department
of the Theodor Bilharz Research Institute. The Ethical Committee of TBRI approved the study, and was conducted
in accordance with Helsinki Declaration (1975). All participants gave written informed consent. The study was
carried out in 2014 and 2015. Patients diagnosed as having liver cirrhosis caused by HCV infection were included in
the study. These diagnoses were determined by clinical, biochemical and morphological sonographic criteria.
Patients were divided into two groups. Group 1 included 30 patients (50%) with decompensated liver cirrhosis, with
ascites and with creatinine values ≤ 1.5 mg/dl. Group 2 included 30 azotemic cirrhotic patients (50%) with ascites,
with creatinine values > 1.5 mg/dl, and with diagnostic criteria of HRS. The HRS diagnosis was established based
on the 2007 International Ascites Club criteria: cirrhosis with ascites; serum creatinine >1.5 mg/dl; no improvement
of serum creatinine (decrease < 1.5 mg/dL) after volume expansion; absence of shock; no treatment with
nephrotoxic drugs; absence of parenchymal kidney disease as indicated by proteinuria >500 mg/day,
microhematuria (>50 RBCs/high power field), and/ or abnormal renal ultrasound scanning (18). A third group
(Group 3) consisting of 20 healthy subjects (of matched age and sex to the Group 1 and Group 2 patients) was also
included in this study as a control group.

Subjects with heart disease, pulmonary disease, diabetes mellitus, hypertension (blood pressure >140/85 mmHg),
hyperlipidemia, any malignancy, alcohol consumption, pregnancy, HBV co-infection and liver malignancy were
excluded. None of the patients were receiving any drugs that could interfere with the cardiovascular, hepatic or renal
function, however the use of diuretics and/or beta-blockers was permitted. Treatment using diuretics or beta-
blockers was temporarily discontinued for 3 days before the investigations in order to eliminate a pharmacological
influence on cardiac work or volume status.

All patients and normal volunteers were subjected to thorough historical and physical examination. All patients were
additionally subjected to blood sampling for comprehensive blood picture, including: hemoglobin percent, liver
function tests, renal function tests, serum electrolytes, lipid profiles, HBs antigen and HCV antibody. Twelve lead
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surface resting ECG were additionally performed on all subjects. The QT interval duration was manually calculated
from the beginning of the q wave to the end of the T wave in all 12 leads. Moreover, the maximal QT interval
duration was measured among these 12 leads. QT intervals were corrected (QTc: Corrected QT interval) in
accordance with the rate using the BAZET formula: QTc = QT / √RR. QTc> 440 ms was considered prolonged (19-
20). Abdominal ultrasound scanning was performed on all participants using a Toshiba Nemo 30 scanner equipped
with a 3.5 mHz linear transducer. These scans were carried out by one trained investigator who, it is important to
note, was unaware of all other clinical and laboratory data. All echocardiographic measurements were performed
according to the recommendations of the American Society of Echocardiography (21), by more than one member of
the study team, with an average was taken. M-mode, two dimensional echocardiography, and Doppler ultrasound
studies (pulsed, continuous wave and color flow imaging) were made using a high resolution (ALT 5000 HDI)
Toshiba Nemo 30 scanner equipped with a 2.5 mHz transducer. With M-mode, measurements of interventricular
septum (IVS) and left ventricle posterior wall (PWT) thicknesses, separately at end diastole and end systole, were
done. Furthermore, left ventricle end-diastolic (LVED) and end-systolic (LVES) diameters were determined. The
size of the left atrium was determined from the parasternal long axis view at end systole. Left ventricular ejection
fraction EF% was measured from M-mode dimensions using Teichholz formula (22).

With Doppler echocardiography accompanied by electrocardiogram, flow characteristics and rates of mitral,
tricuspid, aortic and pulmonary valves were evaluated. Pulsed Doppler spectral recordings were obtained in the
apical 4-chamber view from a sample volume positioned at the tips of the mitral leaflets. The transmitral, pulsed
Doppler velocity recordings from 3 consecutive cardiac cycles were used to derive measurements using the peak
values of E and A velocities.  Impaired relaxation was defined as an E/A ratio <1 (23). The left ventricular (LV)
outflow time-velocity integral (TVILVOT) in centimeters was obtained by placing a pulsed wave sample volume in
the LV outflow tract when imaged from the apical 3-chamber view. A continuous wave Doppler was used to
determine peak mitral regurgitant velocity (MRV) in m/s from the apical 4-chamber view. The highest velocity
obtained from multiple echocardiographic views was then used. Systemic vascular resistance was calculated from
the equation SVR= MRV/TVILVOT (16).

Vena cava sonography was performed in the supine position with 2-dimensional guided M-mode echocardiography,
using a 3.5 mhz ultrasound probe. From a subxiphoidal long axis view, the diameters were measured immediately in
end-expiration (24). Most studies agree that the measurement should be distal to the junction with the right atrium
and within 3 cm of that point (25-27). The inspiratory and expiratory diameter of the IVC can then be measured on
the M-mode image, at the smallest and largest locations, respectively. In patients with decreased intravascular
volume, the diameter of the IVC will be decreased and the percentage of collapse will be greater than 50%. With
complete collapse, the IVC may become difficult to visualize. Patients with increased intravascular volume will
have a large IVC diameter and minimal collapse on inspiration. In severe cases, there may not be any notable
respiratory variation seen in M-mode (17).

3. Results
The demographic data of the patients groups (1&2) and the control group revealed mean ages 43.5±9.95,
41.55±10.53 and 43.9±8.8 years, respectively. In Group 1; 18 were males (60%) and 12 were females (40%). In
Group 2; 20 were males (66.6%) and 10 were females (33.4%).  In the control group; 12 were males (60%) and 8
were females (40%). There was significant decrease in both systolic & diastolic BP with increase in pulse rate in
both patient groups (Groups 1 and 2) as compared to the control group (P<0.01). Moreover, there was significant
decrease in systolic & diastolic BP in Group 2 as compared to Group 1 (P<0.01) (Table1).

There was an overall significant decrease in liver span as well as a significant increase in portal vein and spleen
diameter in both patient groups as compared to the control group (P<0.01) (Table2). The electrocardiographic data
showed a statistically significant increase in heart rate and QTc in both patient groups as compared to the control
group and a statistically significant increase in QTc in Group 2 as compared to Group 1 (Table 2).

The laboratory data showed a significant increase in K, ALT, AST, total bilirubin (Tbil), direct bilitubin (Dbil),
WBCs and INR with a significant decrease in Na, Alb and platelets in both patient groups as compared to the control
group. Additionally, there was a significant increase in creatinine, BUN and WBCs with a significant decrease in
Na, Albumin & platelets in Group 2 as compared to Group 1 (Table3).



Electronic physician

Page 1177

Table 1. Demographic and clinical data of the studied groups, patients (groups 1, 2) and control (group 3)
Variables Group1 (n=30)

(mean±SD)
Group2 (n=30)
(mean±SD)

Group3 (n=20)
(mean±SD)

P1 P2 P3

Age (year) 43.5±9.95 41.55±10.53 43.9±8.8 NS NS NS
Gender Male 18 (60%) 20 (66.6%) 12 (60%) NS NS NS

Female 12 (40%) 10 (33.4%) 8 (40%) NS NS NS
Systolic BP (mmHg) 109.0±21.2 90.6±11.3 123.3±8.1 < 0.01 < 0.01 < 0.01
Diastolic BP (mmHg) 68.8±12.5 59.0±8.4 78.7±4.2 < 0.01 < 0.01 < 0.01
Pulse (beat/minute) 96.3±7.7 94.8±8.2 70.2±10.2 < 0.01 < 0.01 NS

P1: value between groups 1&3; P2: value between groups 2&3; P3: value between groups 1&2; NS: not significant

Table 2. Abdominal sonar and electrocardiography of the studied groups, patients (group1, 2) and control (group3)
Variables Group1(n=30)

(mean±SD)
Group2(n=30)
(mean±SD)

Group3 (n=20)
(mean±SD)

P1 P2 P3

Liver (cm) 12.3±1.8 12.2±1.9 14.6±0.5 < 0.01 < 0.01 NS
Portal vein ( mm) 14.8±1.6 15.1±1.4 6.44±0.5 < 0.01 < 0.01 NS
Spleen (cm) 16.2±1.7 16.3±1.5 8.6±1.6 < 0.01 < 0.01 NS
Ascites moderate 5

Tense 25
moderate 2
Tense 28

No ascites

Kidneys Normal Normal Normal
ECG Heart rate 98.3±9.7 95.8±8.6 71.2±7.2 < 0.01 < 0.01 NS

QTc (msec) 458.35±19.2 472.53±26.7 391.14±9.6 < 0.01 < 0.01 < 0.01
P1: value between groups 1&3; P2: value between groups 2&3; P3: value between groups 1&2; NS: not significant

Table 3. Laboratory data of the patients (group1, 2) and control (group3)
Variables Group 1 (n=30)

(mean±SD)
Group 2 (n=30)
(mean±SD)

Group 3 (n=20)
(mean±SD)

P1 P2 P3

Na (mEq/L) 131.3±4.7 122.4±3.8 141.0±2.5 < 0.01 < 0.01 < 0.01
K (mEq/L) 4.8±0.5 4.9±0.8 4.0±0.2 < 0.01 < 0.01 NS
Creat( mg/dL) 1.1±0.5 2.8 ±0.8 1.0±0.2 NS 0.01 0.01
BUN (mg/dL) 23.4±17.2 55±19.3 21.0±10.3 NS 0.01 0.01
ALT (U/L) 31.9±31.3 33.2±36.9 13.6±2.1 0.01 0.01 NS
AST(U/L) 63.9±88.7 69±92.7 13.2±4.1 0.01 0.01 NS
T bil (mg/dL) 3.3±4.4 3.8±4.5 0.5±0.1 0.01 0.01 NS
D bil (mg/dL) 1.8±2.6 1.9±2.9 0.1±0.0 0.01 0.01 NS
Alb (g/dL) 2.5±0.8 2.1±0.7 4.1±0.1 < 0.01 0.01 0.05
Cholesterol (mg/dl) 145.1±34.3 150.3±36.2 152.2±16 NS NS NS
TG (mg/dL) 108.6±50.5 111.9±57.7 112.3±56 NS NS NS
Hb (gm/dl) 10.6±2.8 10.2±1.6 11.3±1.9 NS NS NS
WBCs 10.5±1.2 16.3±7.2 5.2±1.3 < < 0.01 < 0.01 < 0.01
Platelets 126.7±60.4 89.3±37.6 270.2±90.8 < 0.01 < 0.01 < 0.01
INR 1.67±0.46 1.8±0.55 1.04±0.05 < 0.01 < 0.01 NS

P1: value between groups 1&3; P2: value between groups 2&3; P3: value between groups 1&2; Alb: Albumin,
ALT: alanine aminotransferase; AST: aspartate aminotransferase; BUN: blood urea nitrogen; Creat: creatinine; D
bil.: Direct bilirubin; Fbs: Fasting blood sugar; Hb: hemoglobin; INR: international normalized ratio; K: serum
potassium; Na: serum sodium; T bil. : Total bilirubin; TG: Triglyceride; WBCs: white blood corpuscles; NS: not
significant

The echocardiographic data showed a statistically significant increase in LA, Ao, IVST, PWT, EDD (P<0.01), ESD
and LV mass in both patient groups as compared to the control group and a statistically significant decrease in early
to late diastolic flow ratio (E/A ratio) in both patient groups as compared to the control group.  A significant increase
in LA and Ao was also demonstrated in Group 2 as compared to Group 1 (Table 4). There was significant decrease
in SVR and IVC diameter in both patient groups as compared to the control group. There was normal IVC
collapsibility in Group 1 and 2 and insignificant decrease in IVC collapsibility in Group 2 (Table 5).
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Table 4. Echocardiographic data of the patients (group1, 2) and control (group3)
Group 1 (n=30)
(mean±SD)

Group 2 (n=30)
(mean±SD)

Group 3 (n=20)
(mean±SD)

P1 P2 P3

LA (cm) 3.8±0.5 4.1±0.6 3.4±0.3 < 0.01 < 0.01 < 0.05
AO (cm) 3.1 ±0.3 3.4±0.8 2.8±0.2 < 0.05 < 0.01 < 0.05
IVST (cm) 1.0±0.3 1.0±0.4 0.9±0.1 < 0.01 < 0.01 NS
PWT (cm) 1.0±0.1 1.0±0.2 0.9± 0.1 < 0.01 < 0.01 NS
EDD (cm) 5.3±0.6 5.5±0.8 4.5±0.3 < 0.01 < 0.01 NS
ESD (cm) 3.1±0.5 3.3±0.7 2.8±0.3 < 0.05 < 0.01 NS
EF % 66.6±8.3 64.8±8.4 68.8±7.2 NS NS NS
LV mass (gm) 182.8±53.1 184±54.1 136.8±28.8 < 0.01 < 0.01 NS
E velocity (m/s) 0.58± 0.26 0.59± 0.26 0.62 ±0.15 NS NS NS
A velocity (m/s) 0.65± 0.44 0.66±0.45 0.59 ±0.17 < 0.01 < 0.01 NS
E/A E/A 0.9± 0.3 0.9± 0.4 1.1± 0.5 < 0.01 < 0.01 NS

P1: value between groups 1&3; P2: value between groups 2&3; P3: value between groups 1&2; Ao: aortic diameter:
EDD: end diastolic dimension; EF: ejection fraction; ESD: end systolic dimension; IVST: interventricular septum
thickness; LA: left atrium diameter; LVM: left ventricular mass; PWT: posterior wall thickness; NS: not significant

Table 5. Specific echocardiographic measurements of the patients (group1, 2) and control
Variables Group 1 (n=30)

(mean±SD)
Group 2 (n=30)
(mean±SD)

Group 3 (n=20)
(mean±SD)

P1 P2 P3

SVR 0.13±.03 0.12±.06 0.21±.04 < 0.01 < 0.01 NS
IVC (mm) 10.3±2.1 10.8±4.3 16.4±3.2 < 0.01 < 0.01 NS
IVC coll. (%) 51.2±8.3 48.5±4.6 53.2±2.3 NS NS NS

P1: value between groups 1&3; P2: value between groups 2&3; P3: value between groups 1&2; Coll: collapsibility;
IVC: inferior vena cava; SVR: systemic vascular resistance; NS: not significant

4. Discussion
In our study we found a significant decrease in both systolic & diastolic BP with a significant increase in heart rate
in both patient groups as compared to the control group. Our results are in agreement with the results of Moller and
Henriksen who found Hyperdynamic syndrome in patients with cirrhosis (28). Additionally, there was a significant
decrease in systolic and diastolic BP in Group 2 (hepatorenal syndrome patients) as compared to Group 1.
Hemodynamic studies performed by Tristani and Cohn (9) and Lebrec (29) have shown that a significant number of
patients with hepatorenal syndrome exhibit arterial hypotension. In our study, there was a significant decrease in
liver span and a significant increase in portal vein and spleen diameters in both patient groups as compared to the
control group. This is in agreement with studies of Mandal, Sudha Rani and colleagues (31, 32). The
electrocardiographic data in our study showed a statistically significant increase in heart rate and QTc in both patient
groups as compared to the control group and a statistically significant increase in QTc in Group 2 as compared to
Group 1. Our study agrees with other studies that showed similar findings (13, 32, and 33). Our study showed a
significant decrease in Na in both patient groups as compared to the control group. Furthermore, there was a
significant decrease in Na in Group 2 as compared to Group 1. These findings agree with many studies that have
concluded that hyponatremia is common in patients with cirrhosis and ESLD, that it is associated with increased risk
of morbidity and mortality in these patients, and that hyponatremia is also associated with the development of
hepatorenal syndrome (34, 35). Hyponatremia is associated with numerous complications in liver disease patients,
including severe ascites, hepatic encephalopathy, infectious complications, renal impairment, increased severity of
liver disease, increased hospital stay, and neurologic/infectious complications post-transplant (36). The laboratory
data in our study showed a significant increase in ALT, AST, Tbil, Dbil, WBCs and INR and a significant decrease
in Alb and platelets in both patient groups as compared to the control group.  This is a common finding in patients
with liver cirrhosis (37). Also, there was a significant increase in creatinine, BUN and WBCs and a significant
decrease in Na, Alb and platelets in Group 2 as compared with Group 1. Our study agrees with the study done by
Fisher and Brown, which showed clinical onset of HRS with pre-renal features of low urine output in the absence of
diuretics, urinary sodium excretion, dilutional serum hyponatremia, moderate hyperkalemia, and a rise in plasma
creatinine concentration; with a subsequent decline in creatinine clearance as well as a decrease in Alb, platelets, and
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an increase in WBCs in HRS; due to increased incidence of infection specially spontaneous bacterial peritonitis in
these patients (38). Our echocardiographic data showed a statistically significant increase in LA diameter, Ao
diameter, IVST, PWT, EDD, ESD, LV mass and a statistically significant decrease in early to late diastolic flow
ratio (E/A ratio) in both patient groups as compared to the control group and a significant increase in LA and Ao
diameters in Group 2 as compared to Group 1. Our findings agree with other studies on this matter: Grose et al.,
found an increase in EDV in patients with cirrhosis (39); Wong et al. found an increased left ventricle wall
thickening in patients with cirrhosis (40). Other studies have found that patients with cirrhosis have altered
hemodynamics leading to a hyperdynamic syndrome (41, 42). Increase in the left ventricle mass is a physiological
response to the increased work as reflected by increased CO. The increased CO also explains why Child B patients
showed a significant higher stroke volume, end systolic volume and end diastolic volume than Child A patients
during stress. These are likely the earliest changes towards the hyperdynamic syndrome seen in advanced cirrhosis
with decreased SVR, increased CO, increased left ventricular mass together with subtle hormonal changes (28, 43).
In an autopsy study of 133 patients with cirrhosis, cardiomegaly and left ventricular hypertrophy were found in up to
43% of the patients (44). Similar to our results, Moller and Henriksen also reported an increase in both systolic and
diastolic volumes of the left ventricle in cirrhotic patients (45). Also, Finucci et al. reported that cirrhotic patients
demonstrate an increase in left ventricular end-diastolic, left atrium and stroke volumes (46). In our study, we found
preserved systolic function in the patient groups with no change in ejection fraction between all three groups. This is
in agreement with the study of Ginès who found no difference in systolic LV function in cirrhotic patients both with
and without ascites, and those without renal failure or with HRS, despite marked differences in the activity of the
renin–angiotensin system and sympathetic nervous system. These features indicate an impaired response of cardiac
chronotropic and inotropic function to changes in systemic hemodynamics (47). Baik et al. reported that systolic
function is preserved in liver cirrhosis patients with normal or even increased ejection fraction at rest (48). Similar to
our results concerning diastolic function in cirrhotic patients, Moller and Henriksen and Sawant et al. concluded that
cirrhotic patients have diastolic dysfunction with left ventricular hypertrophy, left atrial enlargement, isovolumetric
relaxation time prolongation, and decreased early to late diastolic flow ratio (E/A ratio) (11, 49). In our study, there
was a significant decrease in SVR in both patient groups as compared to the control group. Our results agree with a
recent study that observed a statistically significant inverse correlation between SVR and all validated liver disease
severity models (50). The exact mechanism of vasodilation with a drop in SVR in patients with decompensated liver
cirrhosis is not yet fully understood. The most common implicated chemical mediator is nitric oxide (51). It has
been postulated that endotoxemia in cirrhosis induces expression of nitric oxide synthase within the vessel walls.
Nitric oxide synthesized in this way is a potent vasodilator with a profound impact on mean arte¬rial blood pressure
and SVR (52, 53). This vasodilatory effect is further exacerbated by inefficient hepatic clearance of nitric oxide due
to portal–systemic shunting (54, 55).  Other potential local vasodilatory mediators in cirrhosis include carbon
monoxide (56), prostacyclin (57), and hydrogen sulfide (58). As cirrhotic patients progress from compensated to
decompensated, with or without hepatorenal syndrome (HRS), there is a progressive decline in systemic vascular
resistance and decreased blood pressure. Moreover, there is a progressive rise in plasma norepinephrine (NE),
plasma renin activity, and arginine vasopressin (AVP), with resultant hyponatremia during progression of cirrhosis
to HRS; all known risk factors for increased mortality in cirrhosis (59). Thus, the primary systemic arterial
vasodilation hypothesis, causing arterial underfilling, has been proposed to explain the pathogenesis of renal sodium
and water retention in cirrhotic patients (60). Therefore, SVR could, theoretically, be a predictor for severity of liver
disease (61). In our study there was a significant decrease in IVC diameter in both patient groups as compared to the
control group. There was normal IVC collapsibility in normal volunteers and patients with decompensated liver
cirrhosis and ascites, with creatinine≤1.5 (IVC collapsibility >50%). In patients with decompensated liver cirrhosis
and ascites, with creatinine >1.5, there was an impairment in IVC collapsibility (IVC collapsibility <50%). Our
study agrees with the study of Davenport who found that IVC diameter and IVC collapsibility are of value in the
prediction of intravascular fluid status in liver cirrhosis especially with acute renal injury (ARI) (62). On the other
hand, the study of Kitamura and Kobayashi found that interpretation of caval physiology is hindered by conditions
that restrict the physiologic variability of the IVC; such as liver cirrhosis and fibrosis, masses causing external
compression, and elevated intra-abdominal pressure (63). The finding of a small-diameter IVC with large inspiratory
collapse (high caval index) correlates with low volume states. This phenomenon may be observed in hypovolemic
and distributive shock states. Conversely, a large IVC with minimal collapse (low caval index) suggests a high
volume state (64). A recent study suggested that every 1mL/kg of intravascular fluids (IVFs) administered should
change the IVC collapsibility by 0.86‐1.00%. This anticipated change in IVC diameter can be used to gauge a
patient’s response to intravascular volume repletion (65). The most effective method currently available for the
management of HRS is the administration of vasoconstrictor drugs. The administration of midodrine, an orally
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active α- adrenergic agonist, in patients with cirrhosis and ascites, improved circulatory functions. This was
indicated by an increase in arterial pressure and suppression of the activity of renin angiotensin and sympathetic
nervous systems. Consequently, a marked improvement of circulatory function was observed, with associated
increase in renal blood flow, glomerular filtration rate and urinary sodium excretion. No significant side effects were
reported in short-term studies (66, 67). The addition of systemic oral vasoconstrictors that interfere with the early
circulatory dysfunction of patients with decompensated cirrhosis and with decreased SVR, without waiting for the
advent of renal impairment, may postpone HRS occurrence and improve survivals.

5. Conclusions
In conclusion, patients with decompensated liver cirrhosis have low systemic vascular resistance and that Doppler
echocardiography provides an easy noninvasive tool to assess this resistance. Follow-up of SVR by Doppler
echocardiography may be a predictor for severity of liver disease. Decompensated cirrhotic patients have a small
IVC diameter with normal collapsibility, which indicates low effective plasma volume. Patients with hepatorenal
syndrome may have decreased IVC collapsibility. Thus, measuring IVC diameter and collapsibility are of value in
the prediction of intravascular fluid status in liver cirrhosis, especially with renal dysfunction. The addition of
systemic oral vasoconstrictors that interfere with the early circulatory dysfunction of patients with decompensated
cirrhosis and with decreased SVR, without waiting for the advent of renal impairment, may postpone HRS
occurrence and improve survivals. Patients with decompensated liver cirrhosis have LV diastolic dysfunction and
prolonged QT interval in the ECG with preserved systolic function. The reduced afterload, secondary to the
systemic arterial vasodilatation, compensates for both a decreased preload and contractile dysfunction. Regular re-
evaluation of cardiac status should be undertaken to minimize the risk of decompensation.

Acknowledgments:
This study was done in the Intensive Care Unit at Theodor Bilharz Research Institute in Giza, Egypt. The authors
gratefully acknowledge the help and support of the Research Center’s staff.

Conflict of Interest:
There is no conflict of interest to be declared.

Authors' contributions:
All authors contributed to this project and article equally. All authors read and approved the final manuscript.

References
1) Dalmau-Bueno A, Garcia-Altes A, Marí-Dell’olmo M. et al. Trends in socio-economic inequalities in cirrhosis

mortality in an urban area of Southern Europe: a multilevel approach. J Epidemiol Community Health
2010;64:720–727.

2) Heron M, Hoyert DL, Murphy SL, Xu J, Kochanek KD, Tejada-Vera B. Deaths: final data for 2006. Natl Vital
Stat Rep 2009;57:1–134.

3) Everhart JE, Ruhl CE. Burden of digestive diseases in the United States. Part III: Liver, biliary tract, and
pancreas. Gastroenterology 2009;136:1134–1144.

4) Schuppan D, Afdhal NH. Liver cirrhosis. Lancet 2008;371:838–851.
5) Garcia-Tsao G, Parikh CR, Viola A. Acute kidney injury in cirrhosis. Hepatology 2008; 48:2064–77.
6) Cynthia D,Tsien DC,  Rabie R,  Wong F. Acute kidney injury in decompensated    cirrhosis. Gut 2013;62:131-

137.
7) Fernández-Seara J, Prieto J, Quiroga J, et al. Systemic and regional hemodynamics in patients with liver

cirrhosis and ascites with and without functional renal failure. Gastroenterology 1989;97:1304-12.
8) Maroto A, Ginès P, Arroyo V, et al. Brachial and femoral artery blood flow in cirrhosis: relationship to kidney

dysfunction. Hepatology 1993;17:788-93.
9) Tristani FE, Cohn JN. Systemic and renal hemodynamics in oliguric hepatic failure: effect of volume

expansion. J Clin Invest. 1967; 46:1894-906.
10) Lebrec D. Review article: future indications for terlipressin therapy. Aliment Pharmacol Ther. 2004;20 Suppl

3:65-7.
11) Møller S, Henriksen JH. Cirrhotic cardiomyopathy: a pathophysiological review of circulatory dysfunction in

liver disease. Heart 2002;87:9–15.



Electronic physician

Page 1181

12) Pozzi M, Redaelli E, Ratti L, et al. Time-course of diastolic dysfunction in different stages of chronic HCV
related liver diseases, Minerva Gastroenterologica e Dietologica 2005; 51( 2):179–186,

13) Zambruni A, Trevisani F, Caraceni P, Bernardi M. Cardiac electrophysiological abdnormalities in patients with
cirrhosis, Journal of Hepatology 2006;44(5):994–1002.

14) Goitein O, Matetzky S, Beinart R, et al. Acute myocarditis: noninvasive evaluation with cardiac MRI and
transthoracic echocardiography. American Journal of Roentgenology 2009;192(1):254–258.

15) Valeriano V, Funaro S, Lionetti R, et al. Modification of cardiac function in cirrhotic patients with and without
ascites, American Journal of Gastroenterology 2000;95(11): 3200–3205.

16) Noninvasive measurement of systemic vascular resistance using Doppler echocardiography. American Society
of Echocardiography 2004;17(8):834-838.

17) Goldflam K, Saul T, Lewiss R. Focus On: Inferior Vena Cava Ultrasound. ACEP News, June 2011.
18) Salerno F, Gerbes A, Gines P, Wong F, Arroyo V. Diagnosis, prevention and treatment of hepatorenal

syndrome in cirrhosis. Gut 2007;56:1310-1318.
19) Goldman MJ. Principles of clinical electrocardiography. 8th ed. Los Altos: Lange Medical cary,1973;24-28.
20) Bernardi M, Calandra S, Colantoni A, et al. Q-T Interval Prolongation in Cirrhosis: Prevalence, Relationship

With Severity, and Etiology of the Disease and Possible Pathogenetic Factors. Hepatology 1989;27:28-34.
21) Gottdiener J.S., Bendnarz I., Devereaux R, et al. American Society of Echocardiography recommendations for

use of echocardiography in clinical trials. Journal of American Society of Echocardiography 2004;17:1086–
1119.

22) Teichholz LE, Kreulen T, Herman MV, Gorlin D. Problems in echocardiographic volume determinations. Am J
Cardiol. 1976;37(1):7-11.

23) Lubien E, DeMaria A, Krishnaswamy P, et al. : Utility of Brain Natriuretic Peptide in Detecting Diastolic
Dysfunction : Comparison With Doppler Velocity Recordings. Circulation 2002; 105:595-601.

24) Mandelbaum A, Ritz E. Vena cava diameter measurement for estimation of dry weight in haemodialysis
patients. Nephrol Dial Transplant.1996;11(2):24-27.

25) Brennan JM, Blair JE, Goonewardena S, et al. Reappraisal of the use of inferior vena cava for estimating right
atrial pressure. J Am Soc Echocardiogr. 2007;20:857–861.

26) Feissel M, Michard F, Faller JP, Teboul JL. The respiratory variation in inferior vena cava diameter as a guide
to fluid therapy. Intensive Care Med 2004; 30:1834–1837.

27) Weekes A, Tassone H, Babcock A, et al. Comparison of serial qualitative and quantitative assessments of caval
index and left ventricular systolic function during early fluid resuscitation of hypotensive emergency
department patients. Acad Emerg Med 2011;18:912–921.

28) Moller S, Henriksen JH. Cardiovascular complications of cirrhosis. Gut 2008;57: 268-278.
29) Lebrec D. Review article: future indications for terlipressin therapy. Aliment Pharmacol Ther. 2004;20(3):65-7.
30) Mandal L, Mandal SK, Bandyopadhyay D, Datta S. Correlation of portal vein diameter and splenic size with

gastro-oesophageal varices in cirrhosis of liver. Journal Indian Academy of Clinical Medicine 2011;12(4):266-
270.

31) Sudha Rani KVL , Sudarsi B,  Siddeswari R,  Manohar S. Correlation of Portal Vein Size with Esophageal
Varices Severity in Patients with Cirrhosis of Liver with Portal Hypertension.  International Journal of
Scientific and Research Publications 2015;5(1): 1-5.

32) Møller S, Henriksen JH. Cirrhotic cardiomyopathy. J Hepatol 2010;53:179-190.
33) Cavasi A, Cavasi E, Grigorescu M, Sitar-Taut A. Relationship between NT-proBNP and Cardio-Renal

Dysfunction in Patients with Advanced Liver Cirrhosis. J Gastrointestin Liver Dis. 2014;231:51-56.
34) Ginès P, Guevara M. Hyponatremia in cirrhosis: pathogenesis, clinical significance, and management.

Hepatology 2008;48(3):1002-1006.
35) Bengus A, Babiuc RD. Hyponatremia – predictor of adverse prognosis in cirrhosis. Journal of Medicine and

Life  2012;5.2 :176-8.
36) Gaglio P, Marfo K, and Chiodo J. Hyponatremia in Cirrhosis and End-Stage Liver Disease: Treatment with the

Vasopressin V2-Receptor Antagonist Tolvaptan. Dig Dis Sci. 2012;57(11): 2774–2785.
37) Cirrhosis From Wikipedia, the free encyclopedia. This page was last modified on 17 March 2015, at 20:31.

Available at http://en.wikipedia.org/wiki/Cirrhosis.
38) FisherEM, Brown DK. Hepatorenal Syndrome Beyond Liver Failure AACN Advanced Critical Care 2010;

21(2):165–184.
39) Grose RD, Nolan J, Dillon JF, et al. Exercise-induced left ventricular dysfunction in alcoholic and non-

alcoholic cirrhosis. J Hepatol 1995;22: 326–332.
40) Wong F, Girgrah N, Graba J, et al. The cardiac response to exercise in cirrhosis. Gut 2001;49:268–275.



http://www.ephysician.ir

Page 1182

41) Moller S, Hove JD, Dixen U, Bendtsen F. New insights into cirrhotic cardiomyopathy. Int J Cardiol.
2013;167:1101–1108.

42) Schrier RW, Ecder T, Gibbs memorial lecture. Unifying hypothesis of body fluid volume regulation:
implications for cardiac failure and cirrhosis. Mt Sinai J Med 2001;68: 350–361.

43) Iwakiri Y, Groszmann RJ.  The hyperdynamic circulation of chronic liver diseases: from the patient to the
molecule. Hepatology 2006;43:121–131.

44) Ortiz-Olvera NX, Castellanos-Pallares G, Gómez-Jiménez LM, et al. Ana¬tomical cardiac alterations in liver
cirrhosis: an autopsy study. Ann Hepatol 2011;10:321–6.

45) Moller S, Henriksen JH. Cirrhotic cardiomyopathy: a pathpphysiological review of circulatory dysfunction in
liver disease. Heart 2002;87: 9-15.

46) Finucci G, Desideri A, Sacerdoti D, et al. Left ventricular diastolic function in liver cirrhosis. Scand J
Gastroenterol 1996;31:279-84.

47) Ginès P. Left ventricular function assessed by echocardiography in cirrhosis: Relationship to systemic
hemodynamics and renal dysfunction. Journal of Hepatology 2013;58(1):51-57.

48) Baik S, Fouad T, Lee S. Cirrhotic cardiomyopathy. Orphanet Journal of Rare Diseases 2007;2:15-19.
49) Sawant P, Vashishtha C, Nasa M. Management of Cardiopulmonary Complications of Cirrhosis. International

Journal of Hepatology 2011;1-11-15.
50) Gaduputi V, Abdulsamad M, Sakam S, Abbas N, Tariq H, Ihimoyan A.  Systemic vascular resistance in

cirrhosis: a predictor of severity?  Hepatic Medicine: Evidence and Research 2014;6: 95–101.
51) Wiest R, Shah V, Sessa WC, Groszmann RJ. NO overproduction by eNOS precedes hyperdynamic splanchnic

circulation in portal hypertensive rats. Am J Physiol. 1999;276:1043–1051.
52) Vallance P, Moncada S. Hyperdynamic circulation in cirrhosis: a role for nitric oxide? Lancet.

1991;337(8744):776–778.
53) Guarner C, Soriano G, Tomas A, et al. Increased serum nitrite and nitrate levels in patients with cirrhosis:

relationship to endotoxemia. Hepatology. 1993;18(5):1139–1143.
54) Tarantino G, Citro V, Conca P, et al. What are the implications of the spontaneous spleno-renal shunts in liver

cirrhosis? BMC Gastroenterol. 2009;9:89-98.
55) Tarantino G, Citro V, Esposito P, et al. Blood ammonia levels in liver cirrhosis: a clue for the presence of

portosystemic collateral veins. BMC Gastroenterol. 2009;9:21-24.
56) De las Heras D, Fernández J, Ginès P, et al. Increased carbon monoxide production in patients with cirrhosis

with and without spontaneous bacterial peritonitis. Hepatology 2003;38(2):452–459.
57) Guarner C, Soriano G, Such J, et al. Systemic prostacyclin in cir¬rhotic patients. Relationship with portal

hypertension and changes after intestinal decontamination. Gastroenterology 1992;102(1):303–309.
58) Ebrahimkhani MR, Mani AR, Moore K. Hydrogen sulphide and the hyperdynamic circulation in cirrhosis: a

hypothesis. Gut. 2005;54(12):1668–1671.
59) Gines P, Schrier RW. Renal failure in cirrhosis. N Engl J Med 2009; 361: 1279–1290.
60) Schrier RW, Arroyo V, Bernardi M et al. Peripheral arterial vasodilation hypothesis: a proposal for the initiation

of renal sodium and water retention in cirrhosis. Hepatology 1988;8:1151–1157.
61) Gaduputi V, Abdulsamad M, SakamS, Abbas N, Tariq H, Ihimoyan A.  Systemic vascular resistance in

cirrhosis: a predictor of severity?  Hepatic Medicine: Evidence and Research 2014;6:95–101.
62) Davenport A. AKI in a Patient with Cirrhosis and Ascites. Clinical Journal of the American Society of

Nephrology. 2012;7(12):2041-2048.
63) Kitamura H, Kobayashi C. Impairment of change in diameter of the hepatic portion of the inferior vena cava: a

sonographic sign of liver fibrosis or cirrhosis. J Ultrasound Med 2005; 24:355–359.
64) Seif D, Mailhot T, Perera P, Mandavia D, Caval Sonography in Shock. A Noninvasive Method for Evaluating

Intravascular Volume in Critically Ill Patients. J Ultrasound Med 2012; 31:1885–1890.
65) Yang K, Correlating IVC. Measurements with Intravascular Volume Changes at Three Distinct Measurement

Sites. A Thesis submitted to the University of Arizona College of Medicine 2014.
66) Angeli P, Volpin R, Piovan D, Bortoluzzi A, Craighero R, Bottaro S. Acute effects of the oral administration of

midodrine, an alpha-adrenergic agonist, on renal hemodynamics and renal function in cirrhotic patients with
ascites. Hepatology 1998;28:937–943.

67) Kalambokis G, Fotopoulos A, Economou M, Pappas K, Tsianos EV. Effects of a 7-day treatment with
midodrine in non-azotemic cirrhotic patients with and without ascites. J Hepatol 2007;46:213–221.


