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INTRODUCTION

* Prognosis of patients with cirrhosis worsens with transition from the
compensated to the decompensated state (ie, occurrence of complications,
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* Analysis of efficacy outcomes was conducted in the intention-to-treat (ITT)

population (ie, patients who received >1 dose of study treatment); the safety

population included all patients in the [TT population (phase 3 trial also
required >1 post-baseline safety assessment)

RESULTS

Figure 1. Time to First Breakthrough Overt HE Episode

Table 2. Summary of Adverse Events

Rifaximin Plus Lactulose
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Overt Hepatic Encephalopathy Recurrence: A Pooled Analysis of Two Randomized Trials
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patient with cirrhosis with a history of overt HE or who has
been hospitalized due to an episode of overt HE
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*Data missing for 1 patient receiving rifaximin plus lactulose.
fIncludes individuals identifying as American Indian or Alaskan Native, Native Hawaiian or other Pacific Islander, and other unspecified races.
MELD = Model End-Stage Liver Disease; SD = standard deviation.

e Patients were randomly assigned to receive rifaximin 550 mg twice daily
or placebo for up to 6 months

Safety Outcomes
e Rifaximin plus lactulose was generally well tolerated (Table 2)

e [ actulose use (titrated to produce 2-3 soft stools per day) was allowed
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Efficacy Outcomes

e Significantly fewer patients treated with rifaximin plus lactulose experienced
a breakthrough overt HE episode compared with those treated with — Fewer patients in the rifaximin plus lactulose group (19.5%)
lactulose alone during a 6-month period (19.1% vs 49.0%, respectively; discontinued from the study due to an adverse event versus lactulose
P<0.0001) alone group (39.3%)

— Patients receiving rifaximin plus lactulose had a 68% reduction in the — The mortality rate during the studies was similar in the rifaximin plus
risk of a breakthrough overt HE event during 6 months of treatment lactulose (5.1%) and lactulose alone (6.9%) groups
compared with lactulose alone (hazard ratio [HR], 0.32; 95% confidence

interval [Cl], 0.22-0.47; Figure 1)

— The most common adverse events in the rifaximin plus lactulose
group were peripheral edema, HE, nausea, and ascites

Assessments
e The time to onset of an overt HE episode (Conn score >2; primary endpoint

iNn each study) and time to first HE-related hospitalization (secondary endpoint
iNn each study) were determined

— Time to either event was defined as the duration between the date of
the first dose of study treatment to the date of the event (ie, first overt
HE episode, first HE-related hospitalization)
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