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[ BACKGROUND )

* Rifaximin 550 mg twice daily (BID) is indicated for the reduction in
risk of overt hepatic encephalopathy (OHE) recurrence in adults'

* Ascites is a risk factor for OHE development=?

I . : - - - (n=135) (Nn=246)
* Data are lacking on the efficacy and safety of rifaximin in patients rifaximin plus lactulose had an OHE episode versus lactulose alone A. With Ascites A. With Ascites ___ -
with baseline ascites and a history of OHE (27.4% [23/84] vs 58.8% [30/51]; P<0.001) 100- 1000 Plus | Lactulose  Plus | Lactulose
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* Jo evaluate the efficacy and safety of rifaximin plus lactulose versus INNT] = 3) 751 e s 75 o A 43 (51.2) 27 (52.9) 42 (27.6) 33 (35.1)
. . o . o . . . . °\c> 8 . . . .
lactulose alone in patients subgrouped by presence or absence of * In addition, significantly fewer patients without baseline ascites " 2 | ctulose alone Siscontnuations 03 (07.4)  24(474)  23(15.1) 33 (35.1)
ascites at baseline treated with rifaximin plus lactulose versus lactulose alone had an = £ due 10 AE
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[ METHODS ] — Demonstrated a 72% reduction in risk of breakthrough OHE £ 507 Lactulose alone 3 %0 Miost common AES
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open-label clinical trial (NCT01842581) Table 1 Baseline Characteristics by Presence or Absence = e % - Anemia 6 (7.1) 5 (9.8) 7 (4.6) 1(1.1)
» Patient population: adults with cirrhosis and a history of OHE of Ascites E Asthenia 3 (3.6) 5 (9.8) 3 (2.0) 7 (7.4)
during the previous 6 months who were in OHE remission Baseline Ascites No Baseline Ascites gzga(;'g1ratio with rifaximin plus lactulose, 0.37 (95% CI, 0.21-0.63) E gzga:)rg1ratio with rifaximin plus lactulose, 0.30 (95% CI, 0.14-0.62) Back pain o (2.4) 5 (9.8) 7 (4.6) 5 (5.3)
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related hospitalization (original trial endpoints)

* Hazard ratio estimates were obtained using a Cox proportional
hazards model with effect for treatment, and P values were based
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RESULTS

* 135 patients had ascites at baseline, and 246 patients had no
ascites (Table 1)

* Significantly fewer patients with baseline ascites treated with

*An inclusion criterion of the phase 3 trial was that patients had a history of >2 episodes of
OHE during the previous 6 months.*

MELD = Model for End-Stage Liver Disease; OHE = overt hepatic encephalopathy.

Figure 1. Time to First Breakthrough OHE Episode in Patients
With (A) or Without (B) Baseline Ascites

Days Since Randomization

OHE = overt hepatic encephalopathy.

Figure 2. Time to First HE-Related Hospitalization in Patients
With (A) or Without (B) Baseline Ascites

Days Since Randomization

HE = hepatic encephalopathy.

Table 2. Summary of AEs

Baseline Ascites

No Baseline Ascites

* Rifaximin plus lactulose was more efficacious than lactulose
alone for reducing the risk of OHE recurrence and reducing

* |n addition, patients with baseline ascites treated with rifaximin plus lactulose had a significantly lower incidence of a first HE-related hospitalization versus
lactulose alone (14.3% [12/84] vs 35.3% [18/51]; P<0.001)

— Demonstrated a 70% reduction in risk during 6 months of treatment with rifaximin plus lactulose versus lactulose alone (HR, 0.30 [Figure 2A]; P<0.001; NNT = 5)

* |In patients without ascites at baseline, a numeric difference favoring rifaximin plus lactulose versus lactulose alone in the percentage of patients with
an HE-related hospitalization was observed (10.5% [16/152] vs 17.0% [16/94]; P=0.06; Figure 2B)

— However, this difference was not statistically significant (P=0.006), possibly related to the smaller sample size in the lactulose-alone arm
* Rifaximin plus lactulose was generally well tolerated, regardless of baseline ascites status (Table 2)

on the score statistic
* Adverse events (AEs) were monitored throughout the trials

the risk of HE-related hospitalizations in adults with or without
ascites at start of therapy
— Ascites is a risk factor for OHE development,>® and
rifaximin was effective in this high-risk patient population
* Therefore, patients with ascites and a history of OHE may
benefit from the addition of rifaximin to lactulose therapy to
reduce the risk of future OHE episodes

“The rifaximin alone group is not included in the current pooled analysis.

REFERENCES: 1. Xifaxan tablets, for oral use. Salix Pharmaceuticals; 2022. 2. Tapper EB, et al. Hepatology. 2018;68(4):1498-1507. 3. Vilstrup H, et al. Hepatology. 2014;60(2):715-735. 4. Bass NM, et al. N Engl J Med. 2010;362(12):1071-1081.

ACKNOWLEDGMENTS: The trials and current analyses were supported by Salix Pharmaceuticals. Technical editorial and medical writing assistance were provided under direction of the authors by Mary Beth Moncrief, PhD, Synchrony Medical Communications, LLC, West Chester, PA. Funding for this assistance was provided by Salix Pharmaceuticals.
DISCLOSURES: KVK reports receiving grants from Allergan, Conatus Pharmaceuticals, CymaBay Therapeutics, Enanta Pharmaceuticals, Genfit, Gilead Sciences, HighTide Therapeutics, Intercept Pharmaceuticals, and La Jolla Pharmaceutical; being an advisory board member/consultant for Assembly Biosciences, Blade Therapeutics,
CymaBay Therapeutics, Enanta Pharmaceuticals, Genfit, Gilead Sciences, HighTide Therapeutics; and receiving personal fees from AbbVie, Gilead Sciences, and Intercept Pharmaceuticals. NSR reports being a consultant for AbbVie, Arbutus Biopharma, Gilead Sciences, Intercept Pharmaceuticals, and Salix Pharmaceuticals, and
receiving research support (paid to institution) from AbbVie and Gilead Sciences. NP reports having been a clinical trial investigator for Salix Pharmaceuticals. CA and ZH are employees of Salix Pharmaceuticals. AJS reports receiving research funding (paid to his institution) from Boehringer Ingelheim, Bristol-Myers Squibb, Conatus
Pharmaceuticals, Cumberland Pharmaceuticals, Echosens, Gilead Sciences, Immuron, Intercept Pharmaceuticals, Mallinckrodt Pharmaceuticals, Merck & Co, Novartis, and Sequana Therapeutics; serving as a consultant for ARTham Therapeutics, AstraZeneca, Bird Rock Bio, Blade Therapeutics, Conatus Pharmaceuticals, Echosens,
Eli Lilly, Gilead Sciences, Glympse Bio, HemoShear Therapeutics, Medlimmune (AstraZeneca), NASH Pharmaceuticals, Novartis, Novo Nordisk, Pfizer, ProSciento, Salix Pharmaceuticals, Sanofi, Terns Pharmaceuticals, and Teva Pharmaceutical Industries; serving as a scientific advisor for Albireo Pharma, AstraZeneca, and Medimmune;
being a stock shareholder of DURECT Corp, Exhalenz, Galmed Pharmaceuticals, Genfit, Indalo Therapeutics, and Tiziana Life Sciences; and participating in research collaborations with CymaBay Therapeutics, Labcorp, and Second Genome.

Digestive Disease Week (DDW) 2023 e May 6-9, 2023 ¢ Chicago, IL

PHARMACEUTICALS




