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NAME:
 Lansoprazole / Rabeprazole
SYNONYM:  Prevacid( (TAP Pharmaceuticals) / Aciphex( (Janssen Pharmaceuticals)
USES: 



· Appropriate indications:
a. Short-term treatment (up to eight weeks) for patients with documented active gastric or duodenal ulcer disease† if bleeding
b. Concomitant therapy with an appropriate antibiotic regimen for up to 14 days for the treatment of Helicobacter pylori infection†
c. Intermittent therapy (8 weeks, 3x/yr) for patients with mild GERD (i.e., no persistent symptoms >2 years and no alarm symptoms*) who have failed an 8-12 week trial of a H2 blocker and lifestyle modifications**

d. Maintenance therapy for patients with moderate or severe GERD:

· Failed intermittent therapy OR
· Severe GERD: peptic stricture, Barrett’s esophagus, severe erosive esophagitits †if inadequate response to QD dosing 
e. Use in patients with non-steroidal anti-inflammatory (NSAID)-induced gastric or duodenal ulcer disease who must continue to take NSAIDs

f. Patients with pathological hypersecretory conditions including Zollinger-Ellison syndrome†if inadequate response to QD dosing who are managed by GI service

g. Patients with significant extraesophageal complications  of GERD (eg, aspiration, asthma, chronic coughing, chest pain, and laryngopharyngitis)†if inadequate response to QD dosing 
h. 
h.
Patients with any of the conditions listed above who require PPI administration through a feeding tube should use lansoprazole (rabeprazole should not be administered through a feeding tube)

*Alarm Symptoms: Onset of symptoms at age >45, dysphagia, bleeding, weight loss, choking sensation, early satiety, iron deficiency anemia, anorexia

**Lifestyle Modifications: Eating habits (avoiding caffeine, alcohol, large meals, fatty meals, spicy foods), cigarette smoking, weight loss, avoiding lying down within 3 hours of meal
†Appropriate Indications for BID Dosing (according to “Criteria for Use of Lansoprazole Twice Daily Dosing” by the national PBM): May also be generally appropriate when GERD symptoms are not adequately controlled with QD dosing.
Note: The VISN 21 PBM Workgroup has approved a PPI step-down process for certain patients in remission. Use by individual facilities is optional.

(     Inappropriate Uses:

1. 
2. Pregnant or nursing women

3. Maintenance therapy for peptic ulcer disease

4. Non-ulcer dyspepsia

5. Hypersensitivity

FORMULARY RESTRICTIONS:
· Omeprazole (generic) is the Preferred Formulary PPI

· Rabeprazole is Formulary, Non-preferred and lansoprazole is Non-formulary.

· If patient has failed rabeprazole 20 mg QD, s/he should be given a trial of rabeprazole 40 mg QD or 20 mg BID before going to lansoprazole

· Prior authorization required for BID dosing to ensure adherence to national lansoprazole BID dosing criteria; consider referring to Gastroenterology for evaluation
· Restricted to VISN use criteria


DRUG THERAPY SELECTION: 
· National Guideline:

1. The most recent version of “VHA/DoD Clinical Practice Guideline for the Management of Adults with Gastroesophageal Reflux Disease in Primary Care Practice” is available on the national PBM website.

· Efficacy:

1. Lansoprazole and rabeprazole are substituted benzimidazoles that inhibit gastric acid secretion by specific inhibition of the (H+/K+)-ATPase enzyme system. They have been shown to significantly decrease basal acid output, as well as meal-stimulated acid output, and to increase mean gastric pH after oral administration.

· Safety:

1. Lansoprazole and rabeprazole have been shown in animal studies to cause ECL cell proliferation, however they have not been linked to gastric adenocarcinoma in humans.  To date, lansoprazole and rabeprazole appear to be safe for chronic use in humans.

· Cost:

1. Lansoprazole is available in 15mg and 30mg capsules; the powder packets and orally disintegrating tablets will be considered non-formulary.

2. Rabeprazole is available in 20mg tablets.
3. Lansoprazole 15mg and 30mg capsules cost $0.63 each. 
Rabeprazole 20mg tablets cost $0.63 each.
4. Monthly cost:
Rabeprazole (using QD dosing) is $18.92

                            
Lansoprazole (using QD dosing) is $18.92

DUPLICATIVE THERAPY:

· Lansoprazole/rabeprazole should not be taken with other proton pump inhibitors (omeprazole, esomeprazole, pantoprazole).
· Concomitant therapy with a H2 blocker does not necessarily constitute therapeutic duplication. For example, patients may be transitioned from BID PPI therapy to a PPI QAM and a H2 blocker QPM as described in the optional VISN 21 PPI step-down process.
DOSING:
	Indication
	Lansoprazole Regimen

	Documented active gastric/duodenal ulcer
	15-30mg PO QD-BID x 4-8 weeks



	Helicobacter pylori infection


	30mg PO BID x 14 days + ABX

(e.g., clarithromycin 500mg PO BID + amoxicillin 1G PO BID)

	Mild GERD 

(see definition under appropriate uses)
	Intermittent therapy:

15-30mg PO QD x 8 weeks, 3x/yr

	Moderate, severe, or complicated GERD 

(see definitions under appropriate uses)
	15-60mg PO QD-BID x life

	Pathological hypersecretory conditions, including Zollinger-Ellison syndrome
	30-60mg PO QD-BID x life

	Extraesophageal manifestations of GERD without heartburn or dysphagia
	60mg PO QD-BID x 3 months

	Prophylaxis of GI ulcer in patients requiring NSAID therapy
	15-30mg PO QD


Note:  For more complete information on BID dosing of lansoprazole, please refer to the national criteria for use of lansoprazole. 

	Indication
	Rabeprazole Regimen

	Documented active duodenal ulcer
	20mg PO QD x 4 weeks


	Helicobacter pylori infection
	20mg PO BID x 7 days + ABX

(e.g., clarithromycin 500mg PO BID + amoxicillin 1G PO BID)

	Healing of erosive or ulcerative GERD
	20mg PO QD x 4-8 weeks


	Maintenance of erosive or ulcerative GERD
	20mg PO QD x life


	Treatment of symptomatic GERD
	Intermittent therapy:

20mg PO QD x 4 weeks, 3x/yr

	Pathological hypersecretory conditions, including Zollinger-Ellison syndrome
	60mg PO QD-BID x life


DRUG-DRUG INTERACTIONS:
· The drugs should be given at least 30 minutes before eating for maximal absorption.  

· Although both drugs are metabolized via the cytochrome p450 system, no interactions with other drugs metabolized via this system have been demonstrated.

· Coadministration with sucralfate and/or antacids delays absorption and reduces bioavailability. Therefore, lansoprazole and rabeprazole should be taken at least 60 minutes before sucralfate or antacids.
· Lansoprazole may be administered to patients via nasogastric tube. The content of a capsule can be mixed with 40 ml of apple juice in a syringe and administered immediately (within 3-5 minutes). To facilitate delivery of the entire dose and to maintain patency of the nasogastric tube, the syringe and tube should be flushed with apple juice.

Rabeprazole should not be administered through a feeding tube.
· Patients with difficulty swallowing should be instructed that the capsule can be opened and sprinkled on applesauce. Rabeprazole should not be chewed or crushed.
· For patients already receiving intravenous H2 blockers, no overlap is needed when transitioning to oral lansoprazole or rabeprazole therapy.

LABORATORY INTERACTIONS:
· The following changes in laboratory parameters have been reported with the use of lansoprazole/rabeprazole: abnormal liver function tests (including increased AST and ALT, increased alkaline phosphatase and GGTP), increased creatinine, increased or decreased WBC and platelet levels, increased globulins, hyperbilirubinemia, eosinophilia, hyperlipidemia, increased/decreased electrolytes and cholesterol levels, increased LDH, increased gastrin levels, and increased creatine phosphokinase. 
ADVERSE EFFECTS:
· The most commonly reported adverse event during lansoprazole therapy was diarrhea, which was similar among the placebo and lansoprazole 15mg and 30mg patients, but higher in the patients receiving 60mg QD.

· The most commonly reported adverse event during rabeprazole therapy was headache.
OUTCOME MEASURES:
· Therapeutic:

1. Control of signs and symptoms associated with GERD, hypersecretory conditions, or gastric/duodenal ulcers

2. Eradication of Helicobacter pylori infection (with combination therapy)

· Safety/Adverse Effects:

1. Diarrhea for lansoprazole
2. Headache for rabeprazole
