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# 1  P R E S C R I B E D  M E D I C A T I O N  A P P R O V E D  F O R  I B S - D 1 , *

INDICATION

XIFAXAN® (rifaximin) 550 mg tablets are indicated for the treatment of irritable 
bowel syndrome with diarrhea (IBS-D) in adults.

IMPORTANT SAFETY INFORMATION

•  XIFAXAN is contraindicated in patients with a hypersensitivity to rifaximin, 
rifamycin antimicrobial agents, or any of the components in XIFAXAN. 
Hypersensitivity reactions have included exfoliative dermatitis, 
angioneurotic edema, and anaphylaxis.

IBS-D, irritable bowel syndrome with diarrhea.
 *Based on aggregated total of all prescribers as of June 2022.

Patients who experience recurrence can be retreated up to 2 times.
Median of 10 weeks (range of 6 to 24 weeks).
 †See TARGET 1, 2, and 3 study data sections.

2 WEEKS OF TREATMENT provided up to 
6 MONTHS OF LASTING RELIEF from abdominal pain and diarrhea2-4,†

START their ROUTE
to IBS-D multisymptom relief2-4

For your adult patients with IBS-D

Please see additional Important Safety Information throughout  
and accompanying full Prescribing Information.

https://www.xifaxan.com/hcp
https://www.xifaxan.com/globalassets/pi/xifaxan550-pi.pdf
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I D E N T I F Y  I B S - D  P A T I E N T S  W I T H I N  Y O U R 

P R A C T I C E  U S I N G  R O M E  I V  C R I T E R I A 5

Make a symptom-based diagnosis 
within your offi  ce5-7

History based on Rome IV criteria

• Symptom onset after age 50

• Severe or worsening symptoms

• Weight loss

• Nocturnal diarrhea

•  Use the 25% Rule: <25% hard, lumpy stool and >25% loose, watery stool 

• Rectal bleeding

• Iron-defi ciency anemia

•  Family history of colorectal cancer, 

celiac disease, IBD

Exclusion of alarm features

Physical exam and limited 
diagnostic testing

•  Abdominal pain at least 1 day per week for the past 3 months* associated 

with 2 or more of the following: 

- Defecation

- Change in stool frequency 

- Change in stool form 

accuracy for IBS with symptom-based 
diagnostic criteria8,†

In diagnosed patients

97.1%

 IBD, infl ammatory bowel disease; IBS, irritable bowel syndrome.

 *With symptom onset at least 6 months prior to diagnosis.
†Population sample of 5931 adults using Rome IV Diagnostic Questionnaires.

In adults with IBS-D
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M A J O R I T Y  O F  I B S - D  P A T I E N T S  S U F F E R 

W I T H  M U L T I P L E  S Y M P T O M S 9
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More than 70% of patients diagnosed with 
IBS-D suff ered from multiple symptoms in a 
12-month period9,*

According to a 2015 online survey conducted by the American 

Gastroenterological Association (AGA) that included 1001 respondents 

with an IBS-D diagnosis

 * Data from the IBS in America online survey conducted September 14, 2015, through October 29,2015, for 
the American Gastroenterological Association (AGA) by GfK Public A� airs & Corporate Communications 
with fi nancial support from Ironwood Pharmaceuticals, Inc. and Allergan plc. Respondents with an IBS-D 
diagnosis (n=1001) and respondents with undiagnosed IBS-D (n=586) were asked the following question 
about a list of symptoms: “Which of the following symptoms have you experienced during the past 
12 months?” Data shown refl ect the responses of those with an IBS-D diagnosis. These symptoms are 
not inclusive of all the IBS-D symptoms reported within the survey.

Percentage of IBS-D patients who responded experiencing these symptoms.

Multiple symptoms experienced during the past 12 months*

ABDOMINAL 
PAIN

94%

LOOSE, WATERY 
STOOLS

90%

URGENCY

81%

BLOATING

72%
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IMPORTANT SAFETY INFORMATION (continued)

• Clostridium di�  cile-associated diarrhea (CDAD) has been reported with use of nearly 
all antibacterial agents, including XIFAXAN, and may range in severity from mild diarrhea 
to fatal colitis. If CDAD is suspected or confi rmed, ongoing antibiotic use not directed 
against C. di�  cile may need to be discontinued.

* Strength of recommendation: Strong=Most patients should receive the recommended course of action; 
Conditional=Many patients should have this recommended course of action, but di� erent choices may be 
appropriate for some patients.

‡Summary of quality of evidence: 
 High=The estimate of e� ect is unlikely to change with new data.
 Moderate=The estimate of e� ect is uncertain.

Questions and statements used to provide recommendations were based on response to global IBS-D symptoms.

XIFAXAN was given a strong recommendation* to 
treat global IBS-D symptoms in the 2020 American 

College of Gastroenterology (ACG) Clinical 
Guideline on Managing IBS5,†

†Based on a moderate quality of evidence‡

P R O V I D E D  R E L I E F  O F  M U L T I P L E 

I B S - D  S Y M P T O M S 2 - 4

Please see additional Important Safety Information throughout  
and accompanying full Prescribing Information.

https://www.xifaxan.com/hcp
https://www.xifaxan.com/globalassets/pi/xifaxan550-pi.pdf


Altered fermentation16,17 Abdominal pain and
bloating19,20

Production of excessive
intestinal gases17,18

Increased production of SCFAs
and release of 5-HT21-23

Diarrhea and
urgency22,25,27

Activation of intestinal immune
system and inflammation28-30

Abdominal pain,
diarrhea, bloating, and 

urgency25,28,29,31-33

Colonic contraction, 
increased motility24-26

Impaired barrier function,
intestinal permeability31,32

5-HT 5-HT

5-HT

Eff ect associated with bacterial imbalance Associated change in
intestinal environment  

Potential resulting 
symptoms 

5-HT, serotonin; SCFA, short-chain fatty acids. Additional studies are needed to further clarify the 
role of gut microbiota in IBS.
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In a US clinical trial, the majority of IBS-D 
patients had an abnormal composition of 
bacteria in the gut14,*
 * Data from 93 patients with IBS-D in a prospective TARGET 3 substudy utilizing lactulose breath 
testing to predict response to XIFAXAN.14

Bacterial imbalance has been linked to symptoms of IBS-D3,11,15

XIFAXAN is believed to aff ect an underlying 
factor of IBS-D by directly attacking 
bacteria in the gut that may be linked to 
IBS-D symptoms2,11,14,34-37

• Blocks one of the steps in the transcription of bacterial DNA to RNA2

• Inhibits bacterial protein synthesis2

• Inhibits bacterial growth2

XIFAXAN is the only FDA-approved, nonsystemic IBS-D 
treatment that alters the microbiome2

• Less than 0.4% is absorbed from the GI tract
•  There is increased systemic exposure in patients with severe hepatic impairment; 

caution should be exercised when administering XIFAXAN to these patients

Mechanism of action is unknown and does not imply clinical e�  cacy

IMPORTANT SAFETY INFORMATION (continued)
•  There is an increased systemic exposure in patients with severe (Child-Pugh Class C)

hepatic impairment. Caution should be exercised when administering XIFAXAN to
these patients.

Studies show that many IBS-D patients have a bacterial imbalance11-13

W H E N  C H O O S I N G  A  M U LT I S Y M P T O M  T R E AT M E N T, 

C O N S I D E R  T H E  U N D E R LY I N G  C A U S E S 1 0

Please see additional Important Safety Information throughout  
and accompanying full Prescribing Information.

https://www.xifaxan.com/hcp
https://www.xifaxan.com/globalassets/pi/xifaxan550-pi.pdf


47%

(n=291/624)

(n=237/634) 37%

A
b

d
o

m
in

al
 p

ai
n

 
an

d
 d

ia
rr

h
ea

 
(c

o
m

p
o

si
te

 e
n

d
p

o
in

t)
 

XIFAXAN

Placebo

P<0.001†

52%

(n=324/624)

(n=270/634) 43%

76%

(n=477/624)

(n=418/634) 66%
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E�cacy responder rates in TARGET trials 1 and 2 during the months following 2 weeks of treatment

0% 80% 100%10% 20% 30% 40% 50% 60% 70% 90%

No rescue medication was
allowed in these clinical trials.

*Patients who experience recurrence can be retreated up to 2 times.2

†P<0.001, represents pooled data.
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2 weeks of XIFAXAN provided signifi cant relief 
from both abdominal pain and diarrhea2,3,*

IMPORTANT SAFETY INFORMATION (continued)

•    Caution should be exercised when concomitant use of XIFAXAN and P-glycoprotein 
(P-gp) and/or OATPs inhibitors is needed. Concomitant administration of 
cyclosporine, an inhibitor of P-gp and OATPs, signifi cantly increased the systemic 
exposure of rifaximin. In patients with hepatic impairment, a potential additive e� ect 
of reduced metabolism and concomitant P-gp inhibitors may further increase the 
systemic exposure to rifaximin.

In a pooled analysis of TARGET 1 & 2

TARGET 1 and 2 study design
Two identical phase 3, randomized, double-blind, placebo-controlled trials were conducted 
over a 3-month period. A total of 1258 patients meeting Rome II criteria for IBS-D were to 
receive XIFAXAN 550 mg 3 times a day (n=624) or placebo (n=634) for 14 days.

Primary endpoint: Adequate relief of IBS-D signs and symptoms for at least 2 of 4 weeks 
during the month following 14 days of treatment, with adequate relief defi ned as a response 
of “yes” to the weekly Subject Global Assessment (SGA) question: “In regards to your IBS-D 
symptoms, compared to the way you felt before you started study medication, have you, in 
the past 7 days, had adequate relief of your IBS-D symptoms? [Yes/No].”

Primary endpoint results: 41% of patients (254 of 624) in the XIFAXAN 550 mg group, 
31% of TARGET 1 placebo group (98 of 314), and 32% of TARGET 2 placebo group (103 of 
320) experienced adequate relief of IBS-D signs and symptoms.

Secondary endpoint: In both studies, more patients in the XIFAXAN 550 mg group had 
adequate relief of global IBS-D symptoms (see primary endpoint for defi nition) within the 
fi rst month compared with the placebo group. Relief continued during the fi rst 2 months 
and throughout all 3 months in both studies. TARGET 1 odds ratio: 1.35 (95% CI, 1.00-1.82). 
TARGET 2 odds ratio: 1.52 (95% CI, 1.13-2.03). 

Composite endpoint: ≥30% decrease from baseline in abdominal pain, with a weekly mean 
stool consistency score of <4 (loose stool) for ≥2 weeks during the month following 2 weeks 
of treatment.

L A S T ING  RE L IE F 2 - 4

Up to 6 months of relief.
Overall IBS-D symptom relief for 10 weeks post 
treatment; median time of symptom recurrence 
was 10 weeks (range of 6-24 weeks).

S H O R T-T E R M  T H E R A P Y
2 weeks of treatment.

Patients who experience recurrence can be retreated up to 2 times.

2 - 4

In adults with IBS-D

Please see additional Important Safety Information throughout  
and accompanying full Prescribing Information.

https://www.xifaxan.com/globalassets/pi/xifaxan550-pi.pdf
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In adults with IBS-D

XIFAXAN provided relief of bloating 
and urgency3,38

Percentage of BLOATING responders based on weekly 
responses in TARGET 1 & 23

IMPORTANT SAFETY INFORMATION (continued)

•  In clinical studies, the most common adverse reactions for XIFAXAN in IBS-D (≥2%) 
were nausea (3%) and ALT increased (2%).

‡ Responses were given during the fi rst 4 weeks of the treatment-free period following 2 weeks of active 
treatment (primary evaluation period).

Key secondary endpoint: The proportion of subjects who achieved adequate relief 
of IBS-D–related bloating (ie, responders) for at least 2 of 4 weeks during the month 
following 14 days of treatment.3 

A bloating responder was defi ned as a patient who responded “yes” to the weekly 
question: “In regards to your IBS-D symptom of bloating, compared to the way you felt 
before you started study medication, have you, in the past 7 days, had adequate relief of 
your IBS-D symptom of bloating? [Yes/No].” 3,‡

Secondary endpoint: Change from baseline to each week during the 12-week study 
duration for sense of urgency.1

An urgency responder was defi ned as a patient with a ≥30% decrease from baseline in 
the percentage of days with urgency for at least 2 of 4 weeks during the month following 
14 days of treatment. Urgency was determined based on patient response of “yes” to the 
daily question: “Have you felt or experienced a sense of urgency today? [Yes/No].”39

Stool frequency (number of bowel movements per day) was assessed as a secondary 
endpoint, but there was no meaningful diff erence between XIFAXAN and placebo.1

Percentage of URGENCY responders based on weekly 
responses in TARGET 1, 2, and 3 in a pooled post hoc analysis1,39
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XIFAXAN
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 *Based on aggregated total of all prescribers as of June 2022.
†Represents pooled analysis.
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# 1  P R E S C R I B E D  M E D I C A T I O N 

A P P R O V E D  F O R  I B S - D 1 , *

Please see additional Important Safety Information throughout  
and accompanying full Prescribing Information.

https://www.xifaxan.com/hcp
https://www.xifaxan.com/globalassets/pi/xifaxan550-pi.pdf
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In TARGET 3 (retreatment study)

Extended retreatment trial: effi  cacy 
and safety evaluation2,4

TARGET 3 study design
This trial included an open-label phase followed by a randomized, placebo-controlled phase, 
with the aim of determining the e�  cacy and safety of repeat treatment with XIFAXAN in 
patients with IBS-D who had responded to a 2-week course of XIFAXAN and subsequently 
experienced IBS-D symptom recurrence.

A responder was defi ned as a patient experiencing a ≥30% improvement from baseline in the 
weekly average abdominal pain score (based on daily self-reports) and a ≥50% reduction in 
the number of days in a week with a daily stool consistency of Bristol Stool Form Scale type 
6 or 7 (mushy or watery) for ≥2 of the 4 weeks after treatment.

Recurrence was defi ned as the return of abdominal pain or lack of stool consistency for 
3 weeks of a rolling 4-week period.

Primary endpoint: The proportion of patients who were responders to repeat treatment in 
both IBS-D–related abdominal pain and stool consistency during the 4 weeks following 
the fi rst repeat treatment course.

  Change from baseline in mean daily global IBS-D symptom score during the fi rst and second repeat treatment 
double-blind phases. Global daily IBS-D symptom score is based on a 6-question patient assessment related to 
bowel movements, urgency, pain, bloating, and severity of symptoms. All patients in the XIFAXAN arm of this 
study were given second retreatment/third treatment regardless of symptom recurrence status.4

* Baseline defi ned as study entry into open-label phase.4

† Statistically signifi cant di� erence vs placebo (least squares mean data). Data were analyzed using last 
observation carried forward methodology.4

IMPORTANT SAFETY INFORMATION (continued)

•  In clinical studies, the most common adverse reactions for XIFAXAN in IBS-D (≥2%) 
were nausea (3%) and ALT increased (2%).

Symptom recurrence
(n=692/1074)

of open-label 
responders
(n=382/1074)

Had no reported symptom 
recurrence within 6 months

64%

44%

36% of open-label 
responders did not 
experience relapse during the 
18-week observation phase 
before being withdrawn from 
the trial for any reason

experienced significant improvement in 
stool consistency and abdominal pain

(n=125/328, P<0.05 vs 31.5% for placebo, n=97/308)

Treatment-free observation
(e�cacy and safety analysis)

Treatment-free 
observation

(safety analysis only)
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XIFAXAN

Placebo

With repeated treatment, recurring symptoms were 
less severe than baseline2,4,* 

L A S T ING  RE L IE F 2 - 4

Up to 6 months of relief.
Overall IBS-D symptom relief for 10 weeks post 
treatment; median time of symptom recurrence 
was 10 weeks (range of 6-24 weeks).

S H O R T-T E R M  T H E R A P Y
2 weeks of treatment.

Patients who experience recurrence can be retreated up to 2 times.

2 - 4

Please see additional Important Safety Information throughout  
and accompanying full Prescribing Information.

https://www.xifaxan.com/globalassets/pi/xifaxan550-pi.pdf
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Well-established safety profi le2 
Side e� ects at rates similar to placebo

TARGET 1 & 2 TARGET 3

Adverse 
event

XIFAXAN 
(n=624)

Placebo 
(n=634)

XIFAXAN 
(n=328)

Placebo 
(n=308)

Nausea 3% 2% 2% 1%

ALT
increased† NA NA 2% 1%

• Constipation was observed in 0.3%-0.6% of patients treated with XIFAXAN4,40

• Did not cause any clinically relevant antibiotic resistance after 1 to 3 treatment cycles41

IMPORTANT SAFETY INFORMATION (continued)

•  Clostridium di�  cile-associated diarrhea (CDAD) has been reported with use of nearly 
all antibacterial agents, including XIFAXAN, and may range in severity from mild 
diarrhea to fatal colitis. If CDAD is suspected or confi rmed, ongoing antibiotic use not 
directed against C. di�  cile may need to be discontinued.

 •  INR changes have been reported in patients receiving rifaximin and warfarin 
concomitantly. Monitor INR and prothrombin time. Dose adjustment of warfarin may 
be required.

ALT, alanine aminotransferase; NA, not available.
 *Based on aggregated total of all prescribers as of June 2022.
 † Most of the events of ALT increase were due to transient increases that resolved over time and were 
not temporally associated with study drug treatment.4

In adults with IBS-D

# 1  P R E S C R I B E D  M E D I C A T I O N 

A P P R O V E D  F O R  I B S - D 1 , *

Please see additional Important Safety Information throughout  
and accompanying full Prescribing Information.

https://www.xifaxan.com/hcp
https://www.xifaxan.com/globalassets/pi/xifaxan550-pi.pdf
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2 weeks of treatment delivered 
multiple symptom relief2-4

Most treatments manage symptoms 
with continuous therapy, but XIFAXAN 
is di� erent2,42,43

*Based on aggregated total of all prescribers as of June 2022.
† The ICD-10 codes and all other patient-access–related information are provided for informational 
purposes only. It is the treating physician’s responsibility to determine the proper diagnosis, 
treatment, and applicable ICD-10 code. Salix Pharmaceuticals does not guarantee coverage or 
reimbursement for the product.

2 weeks of treatment, not continuous 
daily prescription medication2

 One 550-mg tablet 3 times a day with 
or without food2

Patients who experience recurrence 
can be retreated up to 2 times2

IMPORTANT SAFETY INFORMATION (continued)

• There is an increased systemic exposure in patients with severe (Child-Pugh Class C) hepatic 
impairment. Caution should be exercised when administering XIFAXAN to these patients.

• XIFAXAN may cause fetal harm. Advise pregnant women of the potential risk to a fetus.

‡Strength of recommendation: Strong=Most patients should receive the recommended course of action;
 Conditional=Many patients should have this recommended course of action, but di� erent choices may be
 appropriate for some patients.
||Summary of quality of evidence:
 High=The estimate of e� ect is unlikely to change with new data.
 Moderate=The estimate of e� ect is uncertain.

Think XIFAXAN for multiple IBS-D symptom relief2

Provided relief of multiple IBS-D symptoms: abdominal pain, diarrhea, bloating, 
and urgency2,3,38

Not contraindicated for many concomitant conditions of IBS-D, including 
psychiatric disorders

No observed anticholinergic reactions (eg, dry mouth, blurred vision, urinary 
incontinence) in clinical trials

No titration required

Nonsystemic treatment

XIFAXAN was given a strong recommendation‡ to 
treat global IBS-D symptoms in the 2020 ACG Clinical 
Guideline on Managing IBS5,§ 

§Based on a moderate quality of evidence5,|| 

K58.0

ICD-10 code for IBS-D44,†

Irritable bowel syndrome 
with diarrhea

# 1  P R E S C R I B E D  M E D I C A T I O N 

A P P R O V E D  F O R  I B S - D 1 , *

Please see additional Important Safety Information throughout  
and accompanying full Prescribing Information.

https://www.xifaxan.com/hcp
https://www.xifaxan.com/globalassets/pi/xifaxan550-pi.pdf
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Understand prior authorization (PA) process when needed

Navigate patient access to help start their route 

Remember to: 

  A    Age: Patients must be 18 years or older2

D   Dosing for IBS-D: XIFAXAN 550 mg 3 times a day for 2 weeks; #42 tablets2 

D   Diagnosis of IBS-D: ICD-10 code is K58.044,†

Document any and all prescriptions (eg, antispasmodics and antidiarrheals) or over-the-counter
medications that the patient has tried and failed for step edits.

IMPORTANT SAFETY INFORMATION (continued)

  •  XIFAXAN is contraindicated in patients with a hypersensitivity to rifaximin, rifamycin
antimicrobial agents, or any of the components in XIFAXAN. Hypersensitivity reactions
have included exfoliative dermatitis, angioneurotic edema, and anaphylaxis.
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• Check for accurate and complete prescribing in EHR/EMR and on Rx

• Consider XIFAXAN 550 mg for your system’s EHR preference list or favorites

Patient access checklist 

•  In 2021, PAs proactively generated by prescribers’ 
o�  ces had a 23% higher dispense rate than PAs 
initiated by a pharmacy (71% vs 48%)1

•  To start a PA for XIFAXAN, you can go to 
covermymeds.com or call 1-866-452-5017

*Based on aggregated total of all prescribers as of June 2022.
 †See ICD-10 code disclaimer on page 10.
 ‡Formulary status subject to change.

Initiating PAs in o�  ce via
vs awaiting pharmacy initiation when necessary

of commercially insured patients 
have coverage for XIFAXAN1,†,‡

of Medicare Part D patients 
have coverage for XIFAXAN1,†,‡

97% 

100% 

# 1  P R E S C R I B E D  M E D I C A T I O N 

A P P R O V E D  F O R  I B S - D 1 , *

Please see additional Important Safety Information throughout  
and accompanying full Prescribing Information.

https://www.xifaxan.com/hcp
https://www.xifaxan.com/globalassets/pi/xifaxan550-pi.pdf
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*Based on aggregated total of all prescribers as of June 2022.
†  Patient is not eligible if he/she participates in, seeks reimbursement or submits a claim for 
reimbursement to any federal or state healthcare program with prescription drug coverage, such as 
Medicaid, Medicare, Medigap, VA, DOD, TRICARE, or any similar federal or state healthcare program 
(each a Government Program), or where prohibited by law. Patient must be enrolled in, and must seek 
reimbursement from or submit a claim for reimbursement to, a commercial insurance plan. O� er 
excludes full-cash–paying patients. Maximum benefi ts and other restrictions apply. Visit https://xifaxan.
copaysavingsprogram.com or call 1-866-XIFAXAN for full eligibility criteria, terms, and conditions.

Help your eligible† patients save on XIFAXAN

XIFAXAN Instant Savings Card program 
may help eligible,† commercially insured 
patients with coverage for XIFAXAN 
pay as little as $0

Patients who need assistance with their 
monthly copays can call 1-866-XIFAXAN 
(1-866-943-2926)

Patients can text
"PAY 0" to activate

of eligible,† commercially 
insured patients who had 
coverage for XIFAXAN

90% PAID $10
OR LESS

for their prescription when 
a copay card or e-voucher 
was applied in 20201 

IMPORTANT SAFETY INFORMATION (continued)

•  Clostridium di�  cile-associated diarrhea (CDAD) has been reported with use of nearly 
all antibacterial agents, including XIFAXAN, and may range in severity from mild 
diarrhea to fatal colitis. If CDAD is suspected or confi rmed, ongoing antibiotic use not 
directed against C. di�  cile may need to be discontinued.

References: 1. Data on file. Salix Pharmaceuticals. Bridgewater, NJ. 2. XIFAXAN. Prescribing information. Salix Pharmaceuticals; 2020. Accessed October 
11, 2022. https://shared.salix.com/globalassets/pi/xifaxan550-pi.pdf 3. Pimentel M, Lembo A, Chey WD, et al. Rifaximin therapy for patients with irritable 
bowel syndrome without constipation. N Engl J Med. 2011;364(1):22-32. 4. Lembo A, Pimentel M, Rao SS, et al. Repeat treatment with rifaximin is safe and 
e�ective in patients with diarrhea-predominant irritable bowel syndrome. Gastroenterology. 2016;151(6):1113-1121. 5. Lacy BE, Pimentel M, Brenner DM, et 
al. ACG clinical guideline: management of irritable bowel syndrome. Am J Gastroenterol. 2021;116(1):17-44. 6. Lacy BE, Patel NK. Rome criteria and a 
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INDICATION

XIFAXAN® (rifaximin) 550 mg tablets are indicated for the reduction in risk of overt hepatic 
encephalopathy (HE) recurrence in adults.

IMPORTANT SAFETY INFORMATION
• XIFAXAN is contraindicated in patients with a hypersensitivity to rifaximin, rifamycin 

antimicrobial agents, or any of the components in XIFAXAN. Hypersensitivity reactions 
have included exfoliative dermatitis, angioneurotic edema, and anaphylaxis.

XIFAXAN earned AASLD/EASL’s highest possible recommendation (GRADE I,A,1) as an 
add-on therapy to lactulose to reduce the risk of OHE recurrence after a patient has a 
recurrence while on lactulose alone.1,*

Recognize patients at risk for overt 
hepatic encephalopathy (OHE) 
recurrence, and take action with 
guideline-based care

   AASLD, American Association for the Study of Liver Diseases; 
EASL, European Association for the Study of the Liver.

* Per the GRADE System for Evidence: Grade I=randomized, controlled 
trials; A=evidence is "high quality," and further research is very unlikely to 
change our confi dence in the estimated e� ect; and 1=recommendation 
is "strong," with factors infl uencing strength of recommendation including 
the quality of evidence, presumed patient-important outcomes, and costs.1
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Because another episode of OHE may be right around the corner

Prescribe XIFAXAN for appropriate OHE patients

Take  action:

O
H

E

Please see additional Important Safety Information throughout  
and accompanying full Prescribing Information.

https://www.xifaxan.com/hcp
https://www.xifaxan.com/globalassets/pi/xifaxan550-pi.pdf
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CLD and cirrhosis are a 
growing problem2

HE classification using the West Haven criteria 
(including minimal HE)1

• No outward 
  signs; defi cits in  
  psychometric or 
  neuropsychological 
  tests

•   Lack of 
awareness

•  Euphoria or 
anxiety

•   Short attention 
span 

•  Inability to add 
or subtract

•  Altered sleep

•  Lethargy/apathy

•  No sense of time

•   Personality 
change

•  Inappropriate 
behavior

•  Dyspraxia

•  Asterixis

•  Somnolence to
semistupor

•  Responsiveness 
to stimuli

•  Confusion

•  Disorientation

•  Bizarre behavior

•    Coma

30%-40% of patients with cirrhosis will develop OHE1

MINIMAL GRADE 1 GRADE 3GRADE 2 GRADE 4

Covert HE Overt HE

CLD and cirrhosis 

were the 11th 
leading cause of 
death in the US 

in 20183 

21% increase in 
total number 

of CLD-related 
hospitalizations from 

2012 to 20162 

Chronic liver disease (CLD) 

and cirrhosis have greater 
mortality in patients aged 

25 to 54 than diabetes 

or cerebrovascular 

disease (stroke)3 

DIABETES/ 
CEREBROVASCULAR 
DISEASE (STROKE)

Up to 80% of patients with 

cirrhosis will eventually 

develop some form of HE1 

≤80%
Varices Ascites HE

HE is a primary 
complication of cirrhosis4

Patients with CLD/decompensated cirrhosis who 
have portal hypertension have a higher risk of 
complications, such as4,5: 
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In a clinical trial of adults with OHE

Study design6,7

•  In a randomized, placebo-controlled, double-blind, multicenter, multinational, 6-month study, 
the e�  cacy of XIFAXAN 550 mg (taken orally twice a day) was evaluated in 299 adult subjects 

•  Inclusion criteria: Currently in remission (Conn score of 0 or 1) from HE and ≥2 episodes of 
HE associated with chronic liver disease in the previous 6 months  

•  Primary endpoint: Time to fi rst breakthrough OHE episode, defi ned as a marked deterioration 
in neurological function and an increase in Conn score to grade ≥2 or an increase in Conn 
score and asterixis grade of 1 each if subject entered study at grade 0

• Key secondary endpoint: HE-related hospitalization

XIFAXAN cut the risk of OHE recurrence 
and HE-related hospitalizations in half6

IMPORTANT SAFETY INFORMATION (continued)
• Clostridium di�  cile-associated diarrhea (CDAD) has been reported with use of nearly 

all antibacterial agents, including XIFAXAN, and may range in severity from mild diarrhea 
to fatal colitis. If CDAD is suspected or confi rmed, ongoing antibiotic use not directed 
against C. di�  cile may need to be discontinued.

OHE recurrences during
6 months of treatment* 

Primary
Endpoint

58%

RISK
REDUCTION
VS PLACEBO

22%

(n=31/140)

46%

(n=73/159)

HE-related hospitalizations
during 6 months of treatment

Secondary
Endpoint

50%

14%

(n=19/140)

23%

(n=36/159)

HR=0.42 (95% CI, 0.28-0.64; P<0.0001) HR=0.50 (95% CI, 0.29-0.87; P=0.0129)

RISK
REDUCTION
VS PLACEBO

OHE recurrences during
6 months of treatment* 

Primary
Endpoint

58%

RISK
REDUCTION
VS PLACEBO

22%

(n=31/140)

46%

(n=73/159)

HE-related hospitalizations
during 6 months of treatment

Secondary
Endpoint

50%

14%

(n=19/140)

23%

(n=36/159)

HR=0.42 (95% CI, 0.28-0.64; P<0.0001) HR=0.50 (95% CI, 0.29-0.87; P=0.0129)

RISK
REDUCTION
VS PLACEBO

91% of patients in the placebo and XIFAXAN groups were on lactulose6

* Comparison of Kaplan-Meier estimates of event-free curves showed XIFAXAN signifi cantly reduced the 
risk of HE breakthrough by 58% during the 6-month treatment period.

Placebo 
(n=159)

XIFAXAN 
(n=140)

T H E  O N LY  F D A - A P P R O V E D  A G E N T 

I N D I C A T E D  F O R  T H E  R E D U C T I O N  I N  R I S K 

O F  O H E  R E C U R R E N C E  I N  A D U LT S 6

XIFAXAN number needed to treat (NNT)7

To Prevent OneTherapyCondition NNT

XIFAXAN 550 mg 
+ background lactulose†

OHE
OHE episode in 6 months 4

9HE-related hospitalization in 6 months

†91% of patients in the XIFAXAN group were on concomitant lactulose.6

Please see additional Important Safety Information throughout  
and accompanying full Prescribing Information.

https://www.xifaxan.com/hcp
https://www.xifaxan.com/globalassets/pi/xifaxan550-pi.pdf
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A demonstrated 
safety profi le6

Safety from 6-month double-blind study6 

Most Common Adverse 
Reactions* in HE Trial6

Peripheral edema

Nausea

Dizziness

Fatigue

Ascites

Muscle spasms

Pruritus

Abdominal pain

Anemia

Depression

Nasopharyngitis

Abdominal pain upper

Arthralgia

Dyspnea

Pyrexia

Rash

21 (15%)

20 (14%)

18 (13%)

17 (12%)

16 (11%)

13 (9%)

13 (9%)

12 (9%)

11 (8%)

10 (7%)

10 (7%)

9 (6%)

9 (6%)

9 (6%)

9 (6%)

7 (5%)

XIFAXAN
(n=140)

Placebo
(n=159)

13 (8%)

21 (13%)

13 (8%)

18 (11%)

15 (9%)

11 (7%)

10 (6%)

13 (8%)

6 (4%)

8 (5%)

10 (6%)

8 (5%)

4 (3%)

7 (4%)

5 (3%)

6 (4%)

Number (%) of Patients

IMPORTANT SAFETY INFORMATION (continued)
• There is an increased systemic exposure in patients with severe (Child-Pugh Class C) 

hepatic impairment. Caution should be exercised when administering XIFAXAN to 
these patients.

• Caution should be exercised when concomitant use of XIFAXAN and P-glycoprotein 
(P-gp) and/or OATPs inhibitors is needed. Concomitant administration of cyclosporine, 
an inhibitor of P-gp and OATPs, signifi cantly increased the systemic exposure of rifaximin. 
In patients with hepatic impairment, a potential additive e� ect of reduced metabolism 
and concomitant P-gp inhibitors may further increase the systemic exposure to rifaximin.

• In a clinical study, the most common adverse reactions for XIFAXAN in HE (≥10%) were 
peripheral edema (15%), nausea (14%), dizziness (13%), fatigue (12%), and ascites (11%). 

*Reported in ≥5% of patients receiving XIFAXAN and at a higher incidence than placebo.

Please see additional Important Safety Information throughout  
and accompanying full Prescribing Information.

https://www.xifaxan.com/hcp
https://www.xifaxan.com/globalassets/pi/xifaxan550-pi.pdf
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ICD-10 code for OHE8,†

        K76.82 
Hepatic encephalopathy 
Indicate lactulose history 

if applicable

† The ICD-10 code and all other 
patient-access–related information are 
provided for informational purposes 
only. It is the treating physician’s 
responsibility to determine the proper 
diagnosis, treatment, and applicable 
ICD-10 code. Salix Pharmaceuticals 
does not guarantee coverage or 
reimbursement for the product.

IMPORTANT SAFETY INFORMATION (continued)
• INR changes have been reported in patients receiving rifaximin and warfarin concomitantly. 

Monitor INR and prothrombin time. Dose adjustment of warfarin may be required.

• XIFAXAN may cause fetal harm. Advise pregnant women of the potential risk to a fetus.

GRADE

AASLD
GUIDELINES

I,A,1
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XIFAXAN earned AASLD/EASL’s highest possible 
recommendation (GRADE I,A,1) as an add-on therapy to 
lactulose to reduce the risk of overt HE recurrence after a 
patient has a recurrence while on lactulose alone.1, *

* Per the GRADE System for Evidence: Grade I=randomized, controlled trials; A=evidence is “high quality,” and 
further research is very unlikely to change our confi dence in the estimated e� ect; and 1=recommendation 
is “strong,” with factors infl uencing strength of recommendation including the quality of evidence, presumed 
patient-important outcomes, and costs.

Align with the guidelines for patients 
at risk of OHE recurrence

Prescribing XIFAXAN for patients 
with OHE

One 550-mg tablet, twice daily—no dose 

adjustments or titrations needed6

Can be taken with or without food6

Can be continued for as long as patient 
is at risk of recurrent OHE6

•  There is an increased systemic exposure in

patients with severe (Child-Pugh Class C) 

hepatic impairment. Caution should be 

exercised when administering XIFAXAN to 

these patients

References: 1. Vilstrup H, Amodio P, Bajaj J, 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(2):715-735. 2. Hirode G, Saab S, Wong RJ. Trends in 
the burden of chronic liver disease among hospitalized US adults. JAMA Netw Open. 2020;3(4):e201997. 3. Murphy S, Xu J, Kochanek KD, et al. Deaths: fi nal 
data for 2018. Natl Vital Stat Rep. 2021;69(13):1-83. 4. Mansour D, McPherson S. Management of decompensated cirrhosis. Clin Med (Lond). 2018;18(suppl 
2):s60-s65. 5. Garcia-Tsao G, Abraldes JG, Berzigotti A, et al. Portal hypertensive bleeding in cirrhosis: risk stratifi cation, diagnosis, and management: 2016 
practice guidance by the American Association for the Study of Liver Diseases. Hepatology. 2017;65(1):310-335. 6. XIFAXAN. Prescribing information. Salix 
Pharmaceuticals; 2020. Accessed October 19, 2022. https://shared.salix.com/globalassets/pi/xifaxan550-pi.pdf 7. Bass NM, Mullen KD, Sanyal A, et al. 
Rifaximin treatment in hepatic encephalopathy. N Engl J Med. 2010;362(12):1071-1081. 8. Data on fi le. Salix Pharmaceuticals. Bridgewater, NJ.
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INDICATION

XIFAXAN® (rifaximin) 550 mg tablets are indicated for the treatment of irritable bowel syndrome 
with diarrhea (IBS-D) in adults.

IMPORTANT SAFETY INFORMATION
•  XIFAXAN is contraindicated in patients with a hypersensitivity to rifaximin, rifamycin antimicrobial 

agents, or any of the components in XIFAXAN. Hypersensitivity reactions have included 
exfoliative dermatitis, angioneurotic edema, and anaphylaxis.

•  Clostridium di�  cile-associated diarrhea (CDAD) has been reported with use of nearly all 
antibacterial agents, including XIFAXAN, and may range in severity from mild diarrhea to fatal 
colitis. If CDAD is suspected or confi rmed, ongoing antibiotic use not directed against
C. di�  cile may need to be discontinued.

To report SUSPECTED ADVERSE REACTIONS, contact Salix Pharmaceuticals at 1-800-321-4576 
or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

• 97% of commercially insured patients have coverage for XIFAXAN1,§,||

• 100% of Medicare Part D patients have coverage for XIFAXAN1,§,||

•  90% of eligible,¶ commercially insured patients who had coverage for 
XIFAXAN paid $10 or less for their prescription when a copay card or 
e-voucher was applied in 20221

Excellent insurance coverage with 
strong patient access1

 * In TARGET 1 and TARGET 2, adequate relief of global IBS-D symptoms over 10 weeks 
post treatment. In TARGET 3, no recurrence of diarrhea/abdominal pain was observed in 
a proportion of open-label responders. Median time to recurrence was 10 weeks, range 
of 6 to 24 weeks.

†Patients who experience recurrence can be retreated up to 2 times.
‡See TARGET 1, 2, and 3 study data sections.

Short-term therapy. Lasting relief.2-4

START their ROUTE
to IBS-D multisymptom relief2-4 

2 WEEKS OF XIFAXAN TREATMENT provided up to 
6 MONTHS OF LASTING RELIEF from abdominal pain and diarrhea2-4,*,†,‡

§Formulary status subject to change. 
||See ICD-10 code disclaimer on page 10. 
¶See eligibility criteria on page 12.

Salix Pharmaceuticals
400 Somerset Corporate Blvd., Bridgewater, NJ 08807

The XIFAXAN 550 mg product and the XIFAXAN trademark are licensed by Alfasigma S.p.A. to Salix Pharmaceuticals 
or its affiliates. © 2023 Salix Pharmaceuticals or its affiliates. XIFI.0054.USA.23

Please see additional Important Safety Information throughout  
and accompanying full Prescribing Information.
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