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ABSTRACT

Aim: Comparison of Rifaximin with placebo for the treatment of hepatic encephalopathy Methods: A total of 150
cases (75 in Rifaximin and 75 in placebo group) presenting with liver cirrhosis and grade IV of hepatic
encephalopathy in both gender and aging more than 20 years were enrolled in this study from
Emergency/Outpatient Department of Medicine. Before randomization of patients in two groups (Rifaximin and
Placebo), verbal consent of the participants was obtained for inclusion their data in this trial. We assured to keep
their data confidential. After starting standard treatment to all the cases i.e. Lactulose 30ml 4 times a day, Bowel
wash, oral Metronidazole 250mg TDS. Rifaximin group was advised for 550mg twice a day for one week while
placebo group was advised 5% D/W1000cc. The patients were followed up to record the recurrence i.e.
development of hepatic encephalopathy within 3 months of treatment. Results: In this study, out of 150 cases in
Rifaximin Group, 30.67%(n=23) and 36%(n=27) were between 20-50 years of age while 69.33%(n=52) in
Rifaximin and 64%(n=48) in Placebo Group were between 51-80 years of age, mean + SD was calculated as
54.42+9.21 years and 56.14+10.81 years respectively, 49.33% (n=37) in Rifaximin and 45.33%(n=34) in Placebo
Group were males whereas 50.67%(n=38) in Rifaximin and 54.67% (n=41) in Placebo group were males. On
comparison of both groups, we found recurrence rate as 28% in Rifaximin and 53.33% in Placebo group, p value
was 0.002 showing a significant lower rate in Rifaximin group. Conclusion: The use of rifaximin shows
significantly lower rate of recurrence of hepatic encephalopathy when compared to placebo.
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INTRODUCTION encephalopathy varies from interrupted mental status to

i8]
Chronic liver disease (CLD) is considered as a global deep coma.

health issue, use of alcohol is the most common cause of
CLD in western population, whereas in Pakistan,
Hepatitis B & C viruses are responsible for this
disease.! More than 10% of Asian population is
suffering with hepatitis B while the rate for hepatitis C
varies 4% to 12%.%3

Usually, HE is diagnosed clinically, however, the
diagnosis of covert HE is more challenging being the
normal clinical findings in these cases. Varied signs and
symptoms like disturbance in sleep-wake cycle is
reported in covert HE cases; however, psychometric and
neuropsychological tests are used to diagnose it.**!
Most of the management modalities for HE reduces the
load of nitrogenous in the gut. Some of the oral therapies
(antibiotics) including paromomycin, vancomycin,
neomycin and metronidazole are used effectively with or
without adding lactulose for reduction in load of

cirrhosis, it further include demonstrable abnormalities ammonia producing enteric bacteria in acute HE

on psychometric test,®® out of these around 30% of cases. Rifaximin_ was introduced as mi“!”!a”.y
CLD cases die dué to hepatic encephalopathy.” absorbed oral agent, it is a broad-spectrum antibiotic

Hepatic _encephalopathy is  an  acute neuroloaical covering gram positive and negative anaerobes and
patl phalopathy . irolog aerobes for the management of HE.™ However, in this
condition may arise secondary to failure of liver. The : .
. ) N N study we intend to record recurrence of HE in cases
pathogenesis of this condition is not well-recognized,; . o
L . treated with Rifaximin and compared to placebo, our
however, hyperammonemia is known as a causative results will add recent findings regarding efficacy of
factor of this condition.” The clinical outcome of hepatic g reg g y

Chronic liver disease may have a prognostic effect and
cause other morbidities including ascites, hepatic
encephalopathy, esophageal variceal hemorrhage and
hepatorenal syndrome etc.!) Hepatic encephalopathy is
recorded in more than 60% of all cases presenting with
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Rifaximin in our population which will be helpful while
managing HE in this area.

PATIENTS AND METHODS

A total of 150 cases (75 in Rifaximin and 75 in placebo
group) presenting with liver cirrhosis and grade IV of
hepatic encephalopathy in both gender and aging more
than 20 years were enrolled in this study from
Emergency/Outpatient Department of Medicine. We
excluded all cases with renal failure (proven on lab
investigations), diabetic cases and those with acute
fulminant of hepatic failure. Before randomization of
patients in two groups (Rifaximin and Placebo), verbal
consent of the participants was obtained for inclusion
their data in this trial. We assured to keep their data
confidential. After starting standard treatment to all the
cases i.e. Lactulose 30ml 4 times a day, Bowel wash,
oral Metronidazole 250mg TDS. Rifaximin group was
advised for 550mg twice a day for one week while
placebo group was advised 5% D/W1000cc. The patients
were followed up to record the recurrence i.e.

Table 1: Age Distribution (n=150).

development of hepatic encephalopathy within 3 months
of treatment. We used SPSS-14 for data analysis and to
record any significance difference between Rifaximin
and placebo group regarding recurrence.

RESULTS

In this study, out of 150 cases in Rifaximin Group,
30.67% (n=23) and 36% (n=27) were between 2050
years of age while 69.33% (n=52) in Rifaximin and
64%(n=48) in Placebo Group were between 51-80 years
of age, mean £SD was calculated as 54.42+9.2 years and
56.14+10.81 years respectively.(Table No. 1) 49.33%
(n=37) in Rifaximin and 45.33%(n=34) in Placebo
Group were males whereas 50.67%(n=38) in Rifaximin
and 54.67% (n=41) in Placebo group were males.

(Table No. 2) On comparison of both groups, we found
recurrence rate as 28% in Rifaximin and 53.33% in
Placebo group, p value was 0.002 showing a significant
lower rate in Rifaximin group. (Fig. 1).

Age Rifaximin Group (n=50) Placebo Group (n=50)
(in years) No. of patients % No. of patients %
20-50 23 30.67 27 36
51-80 52 69.33 48 64
Total 75 100 75 100
Mean +SD 54.42+9.21 56.14+10.81
Table 2: Gender Distribution (n=150).
Group-A (n=75) Group-B (n=75)
Gender No. of patients % No. of patients %
Male 37 49.33 34 45.33
Female 38 50.67 41 54.67
Total 75 100 75 100
breakthrough episode of hepatic encephalopathy
occurred in 22.1% of patients in the Rifaximin group, as
&0 compared with 45.9% of patients in the placebo group
while the findings of Steven L™ are in contrast with the
0 1 our study who recorded that hepatic encephalopathy in
) 42% of the patients treated with rifaximin. Mas and
1 S others!*® in a prospective study to evaluate the safety and
20 + efficacy of rifaximin compared with lactitol for the
RE ERCRTRIES management of cirrhotic subjects presenting with grade
10 1 I-111 recurrent or acute hepatic encephalopathy. A total
of 103 cases were randomized in their study to receive
B Rifaximin (n: 50, 1200 mg in a day) or lactitol (n: 53, 60
04 gram in a day) for 5 to 10 days. Demographic data and
il Placeba characteristics of HE were comparable in both groups.
Changes in porto-systemic encephalopathy (index on
Fig. 1: Comparison of rifaximin to placebo. entry and at the end of the study) were used to evaluate
the efficacy of the two therapies. The investigators found
DISCUSSION that both therapies were effective, but a significantly

This study reveals that Rifaximin group had significantly
lower rate of recurrence of HE as compared to placebo,
these findings are verified by another study™ where the

higher effect on electroencephalographic abnormalities
and ammonia levels was recorded in cases treated with
rifaximin. Another trial compared rifaximin with placebo
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and revealed the active therapy significantly improved
only asterixis, whilst mental status, PSE index, and
intellectual function was not significantly different in
both groups.™®

Our findings in support of other studies clarify that the
use of Rifaximin for the management of HE is beneficial
and significantly better when compared to placebo group
cases.

CONCLUSION

The use of rifaximin shows significantly lower rate of
recurrence of hepatic encephalopathy when compared to
placebo.

REFERENCES

1.

10.

11.

Qazi F, Khan SB, Umar A. Hepatic encephalopathy
in chronic liver disease: predisposing factors in a
developing country. Asian Journal of Medical
Sciences, 6(2): 35-42.

Almani SA, Memon AS, Memon Al, Shah I,
Rahpoto Q, Solangi R. Cirrhosis of liver: Etiological
factors, complications and prognosis. J Liaquat Uni
Med Health Sci., 2008; 7(2): 61-66.

Chen DS. Public health measures to control hepatitis
B virus infection in the developing countries of the
Asia-Pacifi ¢ Region. J Gastroenterol Hepatol, 2000;
15: E7-10.

Rahimi RS, Rockey DC. Complications and
outcomes in chronic liver disease. Curr Opin
Gastroenterol, 2011; 27(3): 204-9.

Gilberstadt SJ, Gilberstadt H, Zieve L, Buegel B,
Collier RO Jr, Mec-Clain CJ. Psychomotor
performance defects in cirrhotic patients without
overt encephalopathy. Arch Intern Med, 1980; 140:
519-521.

Gitlin N, Lewis DC, Hinkley L. The diagnosis and
prevalence of subclinical hepatic encephalopathy in
apparently healthy, ambulant, non-shunted patients
with cirrhosis. J Hepatol, 1986; 3: 75-82.

Mehboob F. Frequency of risk factors for hepatic
encephalopathy in patients of chronic liver disease.
Ann King Edward Med Coll, 2003; 9: 29-30.

Alam. |, Razaullah, Haider 1, Humayun M,
Tagweem MA, Nisar M, Intikhab et al.

Spectrum of precipitating factors for hepatic
encephalopathy in liver disease. Pak J Med Res.,
2005; 44: 96-100.

Vilstrup H, Amodio P, Bajaj J, Cordoba J, Ferenci P,
Mullen KD, et al. Hepatic encephalopathy in chronic
liver disease: 2014 Practice Guideline by the
American Association for the Study of Liver
Diseases and the European Association for the Study
of the Liver. Hepatology, 2014; 60: 715-735.
Ferenci P, Lockwood A, Mullen K, Tarter R,
Weissenborn K, Blei AT. Hepatic encephalopathy—
definition, nomenclature, diagnosis, and
quantification: final report of the working party at

12.

13.

14.

15.

16.

17.

the 11th World Congresses of Gastroenterology,
Vienna, 1998. Hepatology, 2002; 35: 716-721.
Goldbecker A, Weissenborn K, Hamidi Shahrezaei
G, Afshar K, Rimke S, Barg-Hock H, et al.
Comparison of the most favoured methods for the
diagnosis of hepatic encephalopathy in liver
transplantation  candidates. Gut., 2013; 62:
1497-1504.

ladevaia MD, Prete AD, Cesaro C, Gaeta L, Zulli C,
Loguercio C. Rifaximin in the treatment of hepatic
encephalopathy. Hepat Med, 2011; 3: 109-17.
Debbia EA, Maioli E, Roveta S, Marchese A.
Effects of rifaximin on bacterial virulence
mechanisms at supra- and  sub-inhibitory
concentrations. J Chemother, 2008; 20: 186-94.
Steven L. Flamm. Rifaximin treatment for reduction
of risk of overt hepatic encephalopathy recurrence.
Therap Adv Gastroenterol, 2011; 4(3): 199-206.
Mas A, Rodés J, Sunyer L, Rodrigo L, Planas R,
Vargas V, Castells L, Rodriguez-Martinez D.
Comparison of rifaximin and lactitol in the treatment
of acute hepatic encephalopathy: results of a
randomized, double-blind, doubledummy, controlled
clinical trial. J Hepatol, 2003 Jan; 38(1): 51-8.
Alcorn J. Review: rifaximin is equally or more
effective than other antibiotics and lactulose for
hepatic encephalopathy. ACP J Club, 2008 Nov 18;
149(5): 11.

WWW.wjpmr.com

346




