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ONCE-A-DAY 

AcipHex 

Jap fe SOALIN 
- A ed 20-MG TABLETS 

; PAW Be 
a PZ le ag = 

en Cr ' A proton pump inhibitor that offers: 
fv Se) 
Le 
ie DO . ei Ege as 
bE . ey @ Significant healing and effective relief of heartburn in erosive GERD 

iy v ~ 

Yi 

f © Endoscopically proven maintenance of healed erosive GERD for 52 weeks 

= © Continued relief of major erosive GERD symptoms for 52 weeks 

, 2 —94% to 97% of patients without relapse in daytime heartburn 

‘< ee —91% to 98% of patients without relapse in nighttime heartburn 

©@ The most common side effect assessed as possibly related to ACIPHEX 
was headache (2.4% vs 1.6% for placebo) 

t © Symptomatic response to therapy does not preclude the presence 
c of gastric malignancy. ACIPHEX is contraindicated in patients with 

«- known hypersensitivity to rabeprazole, substituted benzimidazoles, 
: & ¢ or to any component of the formulation 

Fe ba ae “ae as STRIKE BACK NOW



Before prescribing, please consult complete prescribing information of which the following is a brief summary. i in Women 
INDICATIONS AND USAGE Juodenal ulcer and erosive esophagitis healing rates in women are similar to those in men. Adverse events and 
Healing of Erosive or Ulcerative Gastroesophageal Reflux Disease (GERD) fe, hes abnormalities in women occurred at rates similar to those in men. 

ACIPHEX™ is indicated for short-term (4 to 8 weeks) treatment in the healing and symptomatic relief of erosive ertatric Use x » F 
or ulcerative gastroesophageal reflux disease (GERD). For those patients who have not healed after 8 weeks of Of the total number of subjects in clinical studies of ACIPHEX™, 19% were 65 years and over, while 4% were 75 
treatment, an additional 8-week course of ACIPHEX™ may be considered. years and over. No overall differences in safety or effectiveness were observed between these subjects and 

Maintenance of Healing of Erosive or Ulcerative Gastroesophageal Reflux Disease (GERD) younger Stas and other moore clinical Sree has Ai identified ferences in (esos between the 
ACIPHEX" is indicated for maintaining healing and reduction in relapse rates of heartburn symptoms in patients elderly and younger patients, but greater sensitivity of some older individuals cannot be ruled out. 
with erosive or ulcerative gastroesophageal reflux disease (GERD Maintenance). ADVERSE REACTIONS Z 
Healing of Duodenal Ulcers Worldwide, over 2900 patients have been treated with rabeprazole in Phase II-III clinical trials involving various 
ACIPHEX is indicated for short-term (up to four weeks) treatment inthe healing and symptomatic rele of _fasages,and durations of ealment. in genera. rabepazole treatment fas been wel-tolerated in oth short: 
duodenal ulcers, Most patients heal within four weeks. term and long-term trials. The adverse events rates were generally similar between the 10 and 20 mg doses. 

pete blero yee er Condens, elon caliogatelean Sesto Inat alae ees ens svested as pos or pth ated fo edinent appearing in gtr oe . H ‘ 
fern s relate for the long-term treatment of pathological hypersecretory conditions, including Zollinger- than 1% of ACIPHEX™ patients and appearing with greater frequency than placebo in controlled North 

7 American and European trials, the incidence of headache was 2.4% (n=1552) for ACIPHEX™ versus 1.6% 
COR RAIA! fe a (n=258) for placebo. 
pena aaa with known hypersensitivity to rabeprazole, substituted benzimidazoles In short and long-term studies, the following adverse events, regardless of causality, were reported in ACIPHEX™ 

PRI yy H ‘ae treated patients. Rare events are those reported in <1/1000 patients. 
wee Body as a Whole: asthenia, fever, allergic acion, chills, malaise, chest pain substernal, neck rigidity, photo- 

sensitivity reaction. Rare: abdomen enlarged, face edema, hangover effect. Cardiovascular System: hypertension, 
SUN To EE EO Lee neta ; myocardial infarct, electrocardiogram abnormal, migraine, syncope, angina pectoris, bundle branch block, 

ents with heale nt nitored with serial gastric palpitation, sinus bradycardia, tachycardia. Rare: bradycardia, pulmonary embolus, supraventricular tachycardia, 
biopsies. Patients without H. pylori infection (221 of 326 patients) had no clinically important pathologic thrombophlebitis, vasodilation, QTC prolongation and ventricular tachycardia. Digestive System: diarrhea, nausea, 
en a i ia ets See NE a ncn tee el aw atc am or _adominal pain, vomiting, dyspepsia, flatulence, constipation, dy mouth, eructation, gastroenteritis, rectal 

inflammation in jastri | ion it ric antrum. Patients with mil hemorrhage, melena, anorexia, cholelithiasis, mouth ulceration, stomatitis, dysphagia, gingivitis, cholecystitis, 
grades of infection or inflammation in the gastric body tended to change to moderate, whereas those graded increased appetite, abnormal stools, colitis, esophagitis, glossitis, pancreatitis, proctitis. Rare: bloody diarrhea, 
moderate at baseline tended to remain stable. Patients with mild grades of infection or inflammation in the gas- cholangitis, duodenitis, gastrointestinal hemorrhage, hepatic encephalopathy, hepatitis, hepatoma, liver fatty 
{ric antrum tended to remain stable. At baseline 8% of patients had atrophy of glands in the gastric body and deposit, salivary gland enlargement, thirst. Endocrine System: hyperthyroidism, hypothyroidism. Hemic & 
15% had atrophy in the gastric antrum. At endpoint, 15% of patients had atrophy of glands in the gastric body Lymphatic System: anemia, ecchymosis, lymphadenopathy, hypochromic anemia, Metabolic & Wutritional 

and i i % i aa i te gastric a Approximately 4% of patients had intestinal metaplasia at some Disorders: peripheral edema, edema, weight gain, gout, dehydration, weight loss. Musculo-Skeletal System: 
point during follow-up, but no consistent changes were seen. myalgia, arthritis, leg cramps, bone pain, arthrosis, bursitis. Rare: twitching. Nervous System: insomnia, anxiety, 
Information for Patients dizziness, depression, nervousness, somnolence, hypertonia, neuralgia, vertigo, convulsion, abnormal dreams, 
Patients should be cautioned that ES delayed-release tablets should be swallowed whole. The tablets libido vehi Heron, paresthesia, tremor. Rare: agitation, amnesia, confusion, extrapyramidal syndrome, 
should not be chewed, crushed, or split. hyperkinesia. Respiratory System: dyspnea, asthma, epistaxis, laryngitis, hiccup, hyperventilation. Rare: apnea, 
Drug Interactions hypoventilation. Skin and Appendages: rash, pruritus, sweating, urticaria, alopecia. Rare: dry skin, herpes zoster, 
Rabeprazole is metabolized by the cytochrome P450 (CYP450) drug metabolizing enzyme system. Studies in psoriasis, skin discoloration. Special Senses: cataract, amblyopia, glaucoma, dry eyes, abnormal vision, tinnitus, 
healthy subjects have shown that rabeprazole does not have clinically significant interactions with other drugs otitis media. Rare: corneal opacity, blurry vision, diplopia, deafness, eye pain, retinal degeneration, strabismus. 
metabolized by the CYP450 system, such as warfarin and theophylline given as single oral doses, diazepam as a Urogenital System: cystitis, urinary frequency, dysmenorrhea, dysuria, kidney calculus, metrorrhagia, polyuria, 
single intravenous dose, and phenytoin given as a single intravenous dose (with supplemental oral dosing). Rare: breast enlargement, hematuria, impotence, leukorrhea, menorrhagia, orchitis, urinary incontinence. 
In vitro incubations employing human liver microsomes indicated that rabeprazole inhibited cyclosporine Laboratory Values: The following changes in laboratory parameters were reported as adverse events: abnormal 
metabolism with an ICs of 62 micromolar, a concentration that is over 50 times higher than the C,,., in healthy platelets, albuminuria, creatine phosphokinase increased, erythrocytes abnormal, hypercholesteremia, hyper- 
volunteers following 14 days of dosing with 20 mg of rabeprazole. This glycemia, hyperlipemia, hypokalemia, hyponatremia, leukocytosis, 
degree of inhibition is similar to that by omeprazole at equivalent ne function tests abroad mos ale ani 

concentrations. increase, SGPT increased, urine abnormality, abnormal 
Rabeprazole produces sustained inhibition of gastric acid secretion. (Bay ONCE-A-DAY In controlled clinical studies, 3/1456 (0.2%) patients treated with 
An interaction with compounds which are dependent on gastric pH rabeprazole and 2/237 (0.8%) patients treated with placebo devel- 
for absorption may occur due to the magnitude of acid suppression = 7 oped treatment-emergent abnormalities (which were either new on 
ase ih abeprazol For examen ues, coin Cip. ex sya mre i inn ian ieee of 25x bselne 
istration of rabeprazole 20 mg QD resulted in an approximately 30% value) in , , or both. None of the three 
ce a iy bia of ketoconazole and increases in the D rabeprazole patients experienced chills, fever, right upper quadrant 
AUC and C,,., for digoxin of 19% and 29%, respectively. Therefore, p If al I YN pain, nausea or jaundice. 
patients may need to be monitored when such drugs are taken Ic d 6 Ne daZO eC SOI IL Post-Marketing Adverse Events: Additional adverse events reported 
concomitantly with rabeprazole. Co-administration of rabeprazole 20-MG TABLETS from worldwide marketing experience with rabeprazole sodium 
a ee clinically relevant changes in plasma mo asi are: ae death, cat an peramimoneri pane as 

myolysis, disorientation and delirium, bullous er drug 
Carcinogenesis, Mutagenesis, Impairment of Fertility eruptions of the skin, interstitial pneumonia, and TSH elevations. In 
In a 88/104-week carcinogenicity study in CD-1 mice, rabeprazole at most instances, the relationship to rabeprazole sodium was unclear. In 
oral doses up to 100 mg/kg/day did not produce any increased tumor occurrence. The highest tested dose addition, agranulocytosis, hemolytic anemia, leukopenia, pancytopenia, and thrombocytopenia have been reported. 

(pasa AUGy-- «060 uptnl) te ecmmended dose or GERD (20 mola) Ina (Owes cacno; Bareee egies fr th ‘iguad ly evolving, (13 athsabl (plasma AUCo-c0 = ugehr/mL) at mg/day). In a 104-week carcino- Because strategies for the management of overdose are continually evolving, it is advisable to contact a 
Genicity study in Sprague-Dawley rats, males were treated with oral doses of 5, 15, 30 and 60 mg/kg/day and Poison Control Center to determine the latest recommendations for the management of an overdose of any 
ena with 5, 1 B a a and ia ne Renae bal Siete Secon Ne ee ee drug. There has been no experience with large overdoses with rabeprazole, Seven reports of accidental overdosage 
lyperplasia in male and female rats an cell carcinoid tumors in female rats at all doses including the lowes with rabeprazole have been received. The maximum reported overdose was 80 mg. There were no clinical signs or 

ie eel te a see f inanaieey) produced a Seen emasite fs iateoraei EL) a out symptoms associated with any reported overdose. Patients with Zollinger-Ellison syndrome have been treated with 
pgehr/mL which is about times the human exposure at the recommended dose for In male rats, up to 120 mg rabeprazole QD. No specific antidote for rabeprazole is known. Rabeprazole is extensively protein 
eet fa Bios case A doses up to 60 moka ey cee Fea, ae exposure bound and is not readily dialyzable. In the event of overdosage, treatment should be symptomatic and supportive. 

CECT oH eI AUG BUI GUL Ee UE Single oral doses of rabeprazole at 786 mg/kg and 1024 mg/kg were lethal to mice and rats, respectively. The 
Rabeprazole was positive in the Ames test, the Chinese hamster ovary cell (CHO/HGPRT) forward gene mutation single oral dose of 2000 mg/kg was not lethal to dogs. The major symptoms of acute toxicity were hypoactivity, 
test and the mouse lymphoma cell (L5178Y/TK+/--) forward gene mutation test. Its demethylated-metabolite was labored respiration, lateral or prone position and convulsion in mice and rats and watery diarrhea, tremor, 
also positive in the Ames test. Rabeprazole was negative in the in vitro Chinese hamster lung cell chromosome convulsion and coma in dogs. 

ave i in vivo mouse micronucleus test, and the in vivo and ex vivo rat hepatocyte unscheduled DNA DOSAGE AND ADMINISTRATION 
ees Healing of Erosive or Ulcerative Gastroesophageal Reflux Disease (GERD) 
Rabeprazole at intravenous doses up to 30 mg/kg/day (plasma AUC of 8.8 gehr/mL, about 10'times the human The recommended adult oral dose is one ACIPHEX™ 20 mg delayed-release tablet to be taken once daily for 
exposure a the recommended dose for GERD) was found io have no efetonferity and reproductive perio fourto eight weeks. (Se INDICATIONS AND USAGE) For hase patients who have not healed after 8 weeks o 
mance of male and female rats. treatment, an additional 8-week course of ACIPHEX™ may be considered. 

Pregnancy Maintenance of Healing of Erosive or Ulcerative Gastroesophageal Reflux Disease (GERD Maintenance) 

Teratogenic Effects. Pregnancy Category B: Teratology studies have been performed in rats at intravenous doses The recommended adult oral dose is one ACIPHEX™ 20 mg delayed-release tablet to be taken once daily. (See 
i {oot malicay (plasma AUC of 11.8 jigehr/mL, about 13 times the human exposure : the onnewel INDICATIONS AND USAGE). 

lose for )) and rabbits at intravenous doses up to 30 mg/kg/day (plasma AUC of 7.3 ugehr/mL, about 8 times Healing of Duodenal Ulcers 
the human exposure at the recommended dose for GERD) and have revealed no evidence of impaired fertility or The recommended adult oral dose is one ACIPHEX™ 20 mg delayed-release tablet to be taken once daily after 
harm to the fetus due to rabeprazole. There are, however, no adequate and well-controlled studies in pregnant the morning meal for a period up to four weeks. (See INDICATIONS AND USAGE). Most patients with duodenal 
women. Because animal eon aus are not always predictive of human response, this drug should be ulcer heal within four weeks. A few patients may require additional therapy to achieve healing. 

used during pregnancy only if clearly needed. Treatment of Pathological Hypersecretory Conditions Including Zollinger-Ellison Syndrome 
Nursing Mothers The dosage of ACIPHEX™ in patients with pathologic hypersecretory conditions varies with the individual 
Following intravenous administration of “C-labeled rabeprazole to lactating rats, radioactivity in milk reached patient. The recommended adult oral starting dose is 60 mg once a day. Doses should be adjusted to individual 
levels that were 2- to 7-fold higher than levels in the blood. It is not known if unmetabolized rabeprazole is Patient needs and should continue for as long as clinically indicated. Some patients may require divided doses. 
Sete a Hay (aout ae ae of ore Ee in ae Lai ad ng Been a ee up ‘0 jon oY and $ ay Bete acme Some patients with Zollinger-Ellison syndrome 
loses of mg/kg/day (about )-times the human dose based on mg/m’) resulted in decreases in body lave been treated continuously wit for up to one year. 

weight gain of the pups. Since many drugs are excreted in milk, and because of the potential for adverse reactions No dosage adjustment is necessary in elderly patients, in patients with renal disease or in patients with mild to 
wong inns Hohn fae ano, a ber Soy stolid be mate to discontinue nursing or discontinue the drug, mote hepatic Dane Esnnletaton Pi Gennes A bee ba na ene he aie 
taking into account the i ie drug to the mother. resulted in increased exposure and decreased elimination. Due to the lack of clinical data on rabeprazole in 
Pediatric Use patients with severe hepatic impairment, caution should be exercised in those patients. 

The safety and efficacy of rabeprazole in pediatric patients has not been established. ACIPHEX™ tablets should be swallowed whole. The tablets should not be chewed, crushed, or split. 

Manufactured by Eisai Co., Ltd., Misato, Japan 

Made in Japan 

Marketed by Marketed by 

isai -PHARMACEUTICA 
@) JANSSEN §5} -nestanctrounoanon: ACIPHEX? is a registered trademark of Eisai Co., Ltd., Tokyo, Japan. 

© 2000, Eisai Inc. and Janssen Pharmaceutica Inc. 
Teaneck, NJ 07666 Titusville, NJ 08560-0200 01-AX-134 May 2000 Printed in USA y
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Before prescribing, please consult complete prescribing information of which the following is a brief summary. Use in Homen i ti i ; ; ne a 
INDICATIONS AND USAGE Duodenal ulcer and erosive esophagitis healing rates in women are similar to those in men, Adverse events an 
Healing of Erosive or Ulcerative Gastroesophageal Reflux Disease (GERD) laboratory test abnormalities in women occurred at rates similar to those in men. 
ACIPHEX® is indicated for short-term (4 to 8 weeks) treatment in the healing and symptomatic relief of erosive Geriatric Use | Sani 
or ulcerative gastroesophageal reflux disease (GERD). For those patients who have not healed after 8 weeks of Of the total number of subjects in clinical studies of ACIPHEX®, 19% were 65 years and over, while 4% were 75 
treatment, an additional 8-week course of ACIPHEX® may be considered, years and a No eal differences in safety or ital we coral between these Stee ad 
Maintenance of Healing of Erosive or Ulcerative Gastroesophageal Reflux Disease (GERD) younger subjects, and other reported clinical experience has not identified differences in responses between the 
ACIPHEX® is indicated for maintaining healing and reduction in relapse rates of heartburn symptoms in patients elderly and younger patients, but greater sensitivity of some older individuals cannot be ruled out 
with erosive or ulcerative gastroesophageal reflux disease (GERD Maintenance). ADVERSE REACTIONS 
Healing of Duodenal Ulcers Worldwide, over 2900 patients have been treated with rabeprazole in Phase II-III clinical trials involving various 
ACIPHEX? is indicated for short-term (up to four weeks) treatment in the healing and symptomatic relief of dosages and durations of treatment. In general, rabeprazole treatment has been well-tolerated in both short- 
duodenal ulcers. Most patients heal within four weeks. term and long-term trials. The adverse events rates were generally similar between the 10 and 20 mg doses. 
Treatment of Pathological Hypersecretory Conditions, Including Zollinger-Ellison Syndrome nea aaa oe Seen ane eae to treatment appearing in greater ee MBI eter Metre 6} patolotice | Wpersbeetory canons) els ZolIngeT NN ossor AGIPHEX® patents and anpeal qu witt Gresler Penlenty. Taripuietn i oHalieN ACN 

American and European trials, the incidence of headache was 2.4% (n=1552) for ACIPHEX® versus 1.6% 
CONTRAINDICATIONS = tr 4 . (n=258) for placebo. 
Rabeprazole is contraindicated in patients with known hypersensitivity to rabeprazole, substituted benzimidazole In short and long-term studies, the following adverse events, regardless of causality, were reported in ACIPHEX®- 

nt any component ofthe formulation treated patients. Rare events are those reported in <1/1000 patients, 
peearors Body as a Whole: asthenia, fever, allergic reaction, chills, malaise, chest pain substernal, neck rigidity, photo- 
ea ith i Sh sensitivity reaction. Rare: abdomen enlarged, face edema, hangover effect. Cardiovascular System: hypertension, symptomatic response to therapy with rabeprazole does not preclude t le presence of gastric malignancy. myocardial infarct, electrocardiogram abnormal, migraine, syncope, angina pectoris, bundle branch block, Patients with healed GERD were treated for up to 40 months with rabeprazole and monitored with serial gastric palpitation, sinus bradycardia, tachycardia. Rare: bradycardia, pulmonary embolus, supraventricular tachycardia, 

Hieeee nee ae A. hor Medion Naylor Te fae ae ea thrombophlebitis, vasodilation, QTC prolongation and ventricular eared Digestive System: diarrhea, ee 
M tric mucosé Wi dylori infection at bi ents) had mild ¢ abdominal pain, vomiting, dyspepsia, flatulence, constipation, dry mouth, eructation, gastroenteritis, rectal 

moderate inflammation in the gastric body or mild inflammation in the gastric antrum. Patients with mild hemorrhage, melena, anorexia, cholelithiasis, mouth ulceration, stomatitis, dysphagia, gingivitis, cholecystitis, 
grades of infection or inflammation in the gastric body tended to change to moderate, whereas those graded increased appetite, abnormal stools, colitis, esophagitis, glossitis, pancreatitis, proctitis. Rare: bloody diarrhea, 
‘moderate at baseline tended to remain stable. Patients with mild grades of infection or inflammation in the gas- Cholangitis, duodenitis, gastrointestinal hemorrhage, hepatic encephalopathy, hepatitis, hepatoma, liver fatty tric antrum tended to remain stable. At baseline 8% of patients had atrophy of glands in the gastric body and deposit, salivary gland enlargement, thirst. Endocrine System: hyperthyroidism, hypothyroidism. Hemic & 15% had atrophy in the gastric antrum. At endpoint, 15% of patients had atrophy of glands in the gastric body Lymphatic System: anemia, ecchymosis, Iymphadenopathy, hypochromic anemia. Metabolic & Nutritional and ft H % i acy rie a cy Pe 4% of patients had intestinal metaplasia at some ——_—Pisorders: peripheral edema, edema, weight gain, gout, dehydration, weight loss. Musculo-Skeletal System: 
point during follow-up, but no consistent changes wer myalgia, arthritis, leg cramps, bone pain, arthrosis, bursitis. Rare: twitching. Nervous System: insomnia, anxiety, 
Information for Patients dizziness, depression, nervousness, somnolence, hypertonia, neuralgia, vertigo, convulsion, abnormal dreams, 
Eaves should be cautioned that Aare delayed-release tablets should be swallowed whole. The tablets {bi decreased, neuropathy, erestieoe tremor. Rare: agitation, are 2 Ons a, Seen ae! syndrome, 
should not be chewed, crushed, or split. wperkinesia. Respiratory System: dyspnea, asthma, epistaxis, laryngitis, hiccup, hyperventilation. Rare: apnea, 
Drug Interactions hypoventilation. Skin and Appendages: rash, pruritus, sweating, urticaria, alopecia. Rare: dry skin, herpes zoster, 
Rabeprazole is metabolized by the cytochrome P450 (CYP450) drug metabolizing enzyme system. Studies in Psoriasis, skin discoloration. Special Senses: cataract, amblyopia, glaucoma, dry eyes, abnormal vision, tinnitus, 
healthy subjects have shown that rabeprazole does not have clinically significant interactions with other drugs Otitis media, Rare: corneal opacity, blurry vision, diplopia, deafness, eye pain, retinal degeneration, strabismus. metabolized by the CYPABO system, such as warfarin and theophylline given as single orl doses, diazepam asa ‘Urogenital System: cystitis, urinary frequency, dysmenorrhea, dysuria, Hg) calculus, metrorrhagia, polyuria 
single intravenous dose, and phenytoin Given as a single intravenous dose (with supplemental oral dosing). Rare: breast enlargement, hematuria, impotence, leukorrhea, menorrhagia, orchitis, urinary incontinence. 
In vitro incubations employing human liver microsomes indicated that fabeprazole inhibited cyclosporine Laboratory Values: The following changes in laboratory parameters were reported as adverse events: abnormal 
‘metabolism with an ICso of 62 micromolar, a concentration that is over 50 times higher than the Cr in healthy platelets, albuminuria, creatine phosphokinase increased, erythrocytes abnormal, hypercholesteremia, hyper- 
volunteers following 14 days of dosing with 20 mg of rabeprazole. This glycemia, hyperlipemia, hypokalemia, hyponatremia, leukocytosis, 
degree of inhibition is similar to that by omeprazole at equivalent Hakone et function tests ore) oor aie antigen 

concentrations. increase, increased, urine abnormality, abnormal. 
Rabeprazole produces sustained inhibition of gastric acid secretion, Cap ONGE-A-DAY In oral clinical studies, 3/1456 pate treated with 
An interaction with compounds which are dependent on gastric pH = 4 fabeprazole and 2/237 (0.8%) patients treated with placebo devel- 
for absorption may occur due to the magnitude of acid suppression Tiss J eo a ‘oped treatment-emergent abnormalities (which were either new on 
ale eat For au a subjects, ae Cip ex sor oe dl a a ie Ms a 1 a : elu 
istration of rabeprazole 20 mg QD resulted in an approximately 30% value) in I , or both. None of 

es f iy eal of eee and increases in the 1 rabeprazole patients experienced chills, fever, right upper quadrant 
AUC and C,,., for digoxin of 19% and 29%, respectively. Therefore, b Y a mM pain, nausea or jaundice. 
Patients may need to be monitored when such drugs are taken Ic a 6 fe dZO) fe SO HU Post-Marketing Adverse Events: Additional adverse events reported concomitantly with rabeprazole. Co-administration of rabeprazole (20-MG TABLETS from worldwide marketing experience with rabeprazole sodium 

remains ns mes msn SERHEE BEG Hoty mols, dsorentaon an dai, sus and uber rug 
Carcinogenesis, Mutagenesis, Impairment of Fertility eruptions of the skin, interstitial pneumonia, and TSH elevations. In 
In a 88/104-week carcinogenicity study in CD-1 mice, rabeprazole at most instances, the relationship to rabeprazole sodium was unclear. In 
oral doses up to 100 mg/kg/day did not produce any increased tumor occurrence. The highest tested dose addition, agranulocytosis, hemolytic anemia, leukopenia, pancytopenia, and thrombocytopenia have been reported. 

(pera Alcgsee 18 yom) at he eeonmended acer CERO 2H nly Th avtevesk een, ERCOSACE yy overdose ae continually evavng, itis avisable to contact Asm roo = a - eae in = jecause strategies for the management of overdose are continually evolving, it is advisable to contact a 
Genicity study in Sprague-Dawley rats, males were treated with oral doses of 5, 15, 30 and 60 mg/kg/day and Poison Control Center to determine the latest recommendations for the management of an overdose of any 
females with 5, 15, 30, 60 and 120 mg/kg/day. Rabeprazole produced gastric enterochromaffin-like (ECL) cell drug. There has been no experience with large overdoses with rabeprazole. Seven reports of accidental overdosage 
hyperplasia in male and female rats and ECL cell carcinoid tumors in female rats at all doses including the lowest with rabeprazole have been received. The maximum reported overdose was 80 mg. There were no clinical signs or 
Gia See ONS ie Cee eevee Gieele ig ee js pelt Se eae ul a ipa Cates Pana Biba aso nei have been ae with 

.1 huge! ir ender . a up to mg rabeprazole lo specific antidote for rabeprazole is known. Rabeprazole is extensively protein 
Hf ig ofan uae ee (oetoe nh a doses up to 60 Iophattay rua 7 Kap eaa aa exposure bound and is not readily dialyzable. In the event of overdosage, treatment should be symptomatic and supportive, 

Se ee cen More NU es Me eat axposUte at tie eouimmiended,G0s5 10 Single oral doses of rabeprazole at 786 mg/kg and 1024 mg/kg were lethal to mice and rats, respectively. The 
Rabeprazole was positive in the Ames test, the Chinese hamster ovary cell (CHO/HGPRT) forward gene mutation single oral dose of 2000 mg/kg was not lethal to dogs. The major symptoms of acute toxicity were hypoactivity, 
test and the mouse lymphoma cell (L5178Y/TK+/-) forward gene mutation test. Its demethylated-metabolite was labored respiration, lateral or prone position and convulsion in mice and rats and watery diarrhea, tremor, 
also positive in the Ames test. Rabeprazole was negative in the in vitro Chinese hamster lung cell chromosome convulsion and coma in dogs, 
arenes (ney in vivo mouse micronucleus test, and the in vivo and ex vivo rat hepatocyte unscheduled DNA DOSAGE AND ADMINISTRATION 

ed ess HOSES Healing of Erosive or Ulcerative Gastroesophageal Reflux Disease (GERD) 
Rabeprazole at intravenous doses up to 30 mg/kg/day (plasma AUC of 8.8 gehr/mL, about 10 times the human The recommended adult oral dose is one ACIPHEX® 20 mg delayed-release tablet to be taken once daily for 
exposure at the recommended dose for GERD) was found to have no effect on fertility and reproductive perfor- four to eight weeks. (See INDICATIONS AND USAGE). For those patients who have not healed after 8 weeks of 
mance of male and female rats. treatment, an additional 8-week course of ACIPHEX® may be considered. 

Pregnancy Maintenance of Healing of Erosive or Ulcerative Gastroesophageal Reflux Disease (GERD Maintenance) 
Teratogenic Effects. Pregnancy Category B: Teratology studies have been performed in rats at intravenous doses The recommended adult oral dose is one ACIPHEX® 20 mg delayed-release tablet to be taken once daily. (See 
up to 50 mg/kg/day (plasma AUC of 11.8 \igehr/mL, about 13 times the human exposure at the recommended INDICATIONS AND USAGE). 
dose for GERD) and rabbits at intravenous doses up to 30 mg/kg/day (plasma AUC of 7.3 gshr/mL, about 8 times Healing of Duodenal Ulcers 
the human exposure at the recommended dose for GERD) and have revealed no evidence of impaired fertility or The recommended adult oral dose is one ACIPHEX® 20 mg delayed-release tablet to be taken once daily after 
harm to the fetus due to rabeprazole. There are, however, no adequate and well-controlled studies in pregnant the morning meal for a period up to four weeks. (See INDICATIONS AND USAGE). Most patients with duodenal 

vom Because animal Lhe at sis are not always predictive of human response, this drug should be ulcer heal within four weeks. A few patients may require additional therapy to achieve healing. 
used during pregnancy only if clearly needed. Treatment of Pathological Hypersecretory Conditions Including Zollinger-Ellison Syndrome 
Nursing Mothers The dosage of ACIPHEX in patients with pathologic hypersecretory conditions varies with the individual patient. 
Following intravenous administration of “C-labeled rabeprazole to lactating rats, radioactivity in milk reached ‘The recommended adult oral starting dose is 60 mg once a day. Doses should be adjusted to individual patient 
levels that were 2- to 7-fold higher than levels in the blood. It is not known if unmetabolized rabeprazole is needs and should continue for as long as. clinically indicated. Some patients may require divided doses. Doses 
Bee Nan as ml ae a fae e208 oe in ae ea ad aang lactation at 2 ot a up oe and ater aha tet ‘Some patients with Zollinger-Ellison syndrome have 
doses of 400 mg/kg/day (about 195-times the human dose based on mg/m*) resulted in decreases in body een treated continuously wit for up to one year. 
‘weight gain of the pups. Since many drugs are excreted in milk, and because of the potential for adverse reactions No dosage adjustment is necessary in elderly patients, in patients with renal disease or in patients with mild to 
pushy inns on (eben Ateeson seul net to discontinue nursing or discontinue the drug, ee hepatic inealinent Ey of ialeale f palpi a ais mado Her alone 
taking i unt the importance of the drug to the mother. resulted in increased exposure and decreased elimination. Due to the lack of clinical data on rabeprazole in 
Pediatric Use patients with severe hepatic impairment, caution should be exercised in those patients. 
The safety and efficacy of rabeprazole in pediatric patients has not been established. ACIPHEX® tablets should be swallowed whole. The tablets should not be chewed, crushed, or split. 

References: 
1, Pantoflickova D, Dorta G, Jornod P, et al. Identification of the characteristics influencing the degree of antisecretory activity of PPls [abstract]. Gastroenterology. a y gy. 
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‘ © Potent, first-dose acid control for a full 24 hours' 

a 5 Significant symptom relief day or night’ 
Pe © Daytime heartburn relief reported by approximately 80% of 
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‘st * © Nighttime heartburn relief reported by approximately 80% of 
— patients on day 1 and approximately 95% of patients on day 28* 
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— @ In clinical trials the most common side effect assessed as possibly 
related to ACIPHEX was headache (2.4% vs 1.6% for placebo) 

© Symptomatic response to therapy does not preclude the 
presence of gastric malignancy. ACIPHEX is contraindicated in 
patients with known hypersensitivity to rabeprazole, substituted 

: c benzimidazoles, or to any component of the formulation 

oo : = *Erosive GERD patients with moderate to severe symptoms at baseline who achieved 
 . ew mild or no symptoms during treatment in a large, open-label, multicenter study 
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Before prescribing, please consult complete prescribing information of which the following is a brief summary. Use in Women 
INDICATIONS AND USAGE Duodenal ulcer and erosive esophagitis healing rates in women are similar to those in men, Adverse events and 
Healing of Erosive or Ulcerative Gastroesophageal Reflux Disease (GERD) laboratory test abnormalities in women occurred at rates similar to those in men, 
ACIPHEX® is indicated for short-term (4 to 8 weeks) treatment in the healing and symptomatic relief of erosive Geriatric Use 
or ulcerative gastroesophageal reflux disease (GERD). For those patients who have not healed after 8 weeks of Of the total number of subjects in clinical studies of ACIPHEX®, 19% were 65 years and over, while 4% were 75 
treatment, an additional 8-week course of ACIPHEX® may be considered. years and over. No overall differences in safety or effectiveness were observed between these subjects and 
Maintenance of Healing of Erosive or Ulcerative Gastroesophageal Reflux Disease (GERD) younger subjects, and other reported clinical experience has not identified differences in responses between the 
ACIPHEX? is indicated for maintaining healing and reduction in relapse rates of heartburn symptoms in patients elderly and younger patients, but greater sensitivity of some older individuals cannot be ruled out. 
with erosive or ulcerative gastroesophageal reflux disease (GERD Maintenance). ADVERSE REACTIONS 
iealiay of Duosonal Ulcais Worldwide, over 2900 patients have been treated with rabeprazole in Phase I-I clinical trials involving various 
ACIPHEX® is indicated for short-term (up to four weeks) treatment in the healing and symptomatic relief of dosages and durations of treatment. In general, rabeprazole treatment has been well-tolerated in both short- 
duodenal ulcers. Most patients heal within four weeks. term and long-term trials. The adverse events rates were generally similar between the 10 and 20 mg doses. 

Teatro ato lonial Wypersoteany Canoes insane ison Sydcone Inat say ane tents eset as poss) or ote) tld tesnent appearing in gtr @ 
Eh Sylar the long-term treatment of pahclagjicalhypesecretory condion, including Zlinger 5.7 49, of AGIPHEX® patients and appearing with greater frequency than placebo in controlled North it i it % (n= @ 9 American and European trials, the incidence of headache was 2.4% (n=1552) for ACIPHEX® versus 1.6% 

atone conte ted in patients with known hy tivity to rabeprazole, substituted benzimidazok {p226) or nlacehe Ct aR eCrDM Ot Ce ee vty to rabeprazole, substituted benzimidazoles jn short and long-term studies, the following adverse events, regardless of causality, were reported in ACIPHEX®- 
. treated patients. Rare events are those reported in <1/1000 patients. 

PRECAUTIONS Body as a Whole: asthenia, fever, allergic reaction, chills, malaise, chest pain substernal, neck rigidity, photo- 
aut A eth 7 sensitivity reaction. Rare: abdomen enlarged, face edema, hangover effect. Cardiovascular System: hypertension, 
3ymptomatic response to therapy with rabeprazole does not prec lude the presence of gastric ‘malignancy. c myocardial infarct, electrocardiogram abnormal, migraine, syncope, angina pectoris, bundle branch block, 

Patients with healed GERD were treated for up to 40 months with rabeprazole and monitored with serial gastric palpitation, sinus bradycardia, tachycardia, Rare: bradycardia, pulmonary embolus, supraventricular tachycardia, 
See eater i Pilon nection 1 ovat steehanat cate ined eeenet ran nea thrombophlebitis, vasodilation, QTC prolongation and ventricular tachycardia. Digestive System: diarrhea, nausea, 

M I mucosa. Patients with FH. pylori intecti Mt tient | mild OF abdominal pain, vomiting, dyspepsia, flatulence, constipation, dry mouth, eructation, gastroenteritis, rectal 
moderate inflammation in the gastric body or mild inflammation in the gastric antrum. Patients with mild hemorrhage, melena, anorexia, cholelithiasis, mouth ulceration, stomatitis, dysphagia, gingivitis, cholecystitis, 
grades of infection or inflammation in the gastric body tended to change to moderate, whereas those graded increased appetite, abnormal stools, colitis, esophagitis, glossitis, pancreatitis, proctitis. Rare: bloody diarrhea, 
moderate at baseline tended to remain stable. | Patients with mild grades of infection or inflammation in the gas- cholangitis, duodenitis, gastrointestinal hemorrhage, hepatic encephalopathy, hepatitis, hepatoma, liver fatty 
tric antrum tended to remain stable. At baseline 8% of patients had atrophy of glands in the gastric body and deposit, salivary gland enlargement, thirst. Endocrine System: hyperthyroidism, hypothyroidism. Hemic & 
15% had atrophy in the gastric antrum. At endpoint, 15% of patients had atrophy of glands in the gastric body Lymphatic System: anemia, ecchymosis, ymphadenopathy, hypochromic anemia. Metabolic & Nutritional 
a : ie i ato i i gastric A Approximately 4% of patients had intestinal metaplasia at some Disorders: peripheral edema, edema, weight gain, gout, dehydration, weight loss. Musculo-Skeletal System: 

int during follow-up, but no consistent changes were seen. myalgia, arthritis, leg cramps, bone pain, arthrosis, bursitis. Rare: twitching. Nervous System: insomnia, anxiety, 
Information for Patients dizziness, depression, nervousness, somnolence, hypertonia, neuralgia, vertigo, convulsion, abnormal dreams, 
tues As eid iat ACHE delayed-release tablets should be swallowed whole. The tablets mica ee elroy paresthesia, tremor. Rare: ctaton, amnesia, confusion, Scape syndrome, 
should not be chewed, crushed, or split yperkinesia. Respiratory System: dyspnea, asthma, epistaxis, laryngitis, hiccup, hyperventilation. Rare: apnea, 
Drug Interactions hypoventilation. Skin and Appendages: rash, pruritus, sweating, urticaria, alopecia. Rare: dry skin, herpes zoster, 
Rabeprazole is metabolized by the cytochrome P450 (CYP450) drug metabolizing enzyme system. Studies in psoriasis, skin discoloration. Special Senses: cataract, amblyopia, glaucoma, dry eyes, abnormal vision, tinnitus, 
healthy subjects have shown that rabeprazole does not have clinically significant interactions with other drugs otitis media, Rare: corneal opacity, blurry vision, diplopia, deafness, eye pain, retinal degeneration, strabismus. 
metabolized by the CYP450 system, such as warfarin and theophylline given as single oral doses, diazepam as a Urogenital System: cystitis, urinary frequency, dysmenorthea, dysuria, kidney calculus, metrorrhagia, polyuria. 
single inavenous dose and ee given as a single iraveraus cose (ort supplement oral dosing). fay bees a Innere aut ena oe ey eons —— 

vitro incubati iploying human liver microsomes indicated that rabeprazole inhibited cyclosporine aboratory Values: The following changes in laboratory parameters were reported as adverse events: abnormal 
meus An an taal oe Momo a eaneeation that's ae 50 times higher than the C,,.. in healthy platelets, albuminuria, creatine phostno chase increased, erythrocytes abnormal, hypercholesteremia, hyper- 
volunteers following 14 days of dosing with 20 mg of rabeprazole. This glycemia, hyperlipemia, hypokalemia, hyponatremia, leukocytosis, 
degree of inhibition is similar to that by omeprazole at equivalent ao ee A one ee ae antigen 

concentrations. increase, SGPT increased, urine abnormality, WBC abnormal. 
Fae sn aT ee aoe ee =— » rear In controle inca studs, 21456 (0.2%) patents tented with 

in interaction with compounds which are dependent on gastric pk i rabeprazole and 2/237 (0.8%) patients treated with placebo devel- 
for absorption may occur due to the magnitude of acid suppression Se 4 = 2 oped treatment-emergent abnormalities (which were either new on 

observed th ebeprazle For gramps, norma subjects, ean CcipHex ae reset j a enty me Ey ieee ot 1 25% seine 
istration of rabeprazole 20 mg QD resulted in an approximately 30% value) in ; , or both. None of the three 

fine M ae Boal ably dq pt and eae We a rabeprazole patients experienced chills, fever, right upper quadrant 
and Cra for digoxin of 19% and 29%, respectively. Therefore, p If al pain, nausea or jaundice. 

patients may need to be monitored when such drugs are taken I ad g Ne aZoe SO MUM Post-Marketing Adverse Events: Additional adverse events reported 
concomitantly with rabeprazole. Co-administration of rabeprazole 20-MG TABLETS from worldwide marketing experience with rabeprazole sodium 

‘eonatecoeantons oe STS ees mya, dserentaton an dlnum bolows and other 1g 
Carcinogenesis, Mutagenesis, Impairment of Fertility eruptions of the skin, interstitial pneumonia, and TSH elevations. In 
In a 88/104-week carcinogenicity study in CD-1 mice, rabeprazole at ‘most instances, the relationship to rabeprazole sodium was unclear. In 
oral doses up to 100 mg/kg/day did not produce any increased tumor occurrence. The highest tested dose addition, agranulocytosis, hemolytic anemia, leukopenia, pancytopenia, and thrombocytopenia have been reported. 

fhasma AUD Set nia te cereal dose" GERD (20 noes 2i0e eee Ree ha for th it of overde itinuall I it is advisable to contact 0-00 = I se . iH Fi jecause strategies for the management of overdose are continually evolving, it is advisable to contact a 
Qenicity study in Sprague-Dawley rats, males were treated with oral doses of 5, 15, 30 and 60 mg/kg/day and Poison Control Center to determine the latest recommendations for the management of an overdose of any 
eee ea B sh oe on 1 abo aiid sie ener Ge ‘al drug. There has been no experience with large overdoses with rabeprazole, Seven reports of accidental overdosage 
lyperpiasia in Mat 6 als ant ell carcinoid tumors in female rats at all doses including the lowest with rabeprazole have been received. The maximum reported overdose was 80 mg. There were no clinical signs or 
he eee ue o malice eee aoe somes Pee) i a Symptoms associated vith any rooted overdose. Patents with Zolinge lion syndrome have been treated with 

1 ge ich is about 0.1 ti luman exposure GERD. In male rats, up to 120 mg rabeprazole QD. No specific antidote for rabeprazole is known, Rabeprazole is extensively protein 
‘no treatment related tumors were observed at doses up to 60 mg/kg/day producing a rabeprazole plasma exposure bound and is not readily dialyzable. In the event of overdosage, treatment should be symptomatic and supportive. 
(AUC) of about 0.2 ugshr/mL (0.2 times the human exposure at the recommended dose for GERD). js Single oral doses of rabeprazole at 786 mg/kg and 1024 mg/kg were lethal to mice and rats, respectively. The 
Rabeprazole was positive in the Ames test, the Chinese hamster ovary cell (CHO/HGPRT) forward gene mutation single oral dose of 2000 mg/kg was not lethal to dogs. The major symptoms of acute toxicity were hypoactivity, 
test and the mouse lymphoma cell (L5178Y/TK+/-) forward gene mutation test. Its demethylated-metabolite was labored respiration, lateral or prone position and convulsion in mice and rats and watery diarrhea, tremor, 
also positive in the Ames test. Rabeprazole was negative in the in vitro Chinese hamster lung cell chromosome convulsion and coma in dogs. 

araleen (EB) in vivo mouse micronucleus test, and the in vivo and ex vivo rat hepatocyte unscheduled DNA DOSAGE AND ADMINISTRATION 

synthesis tests. Healing of Erosive or Ulcerative Gastroesophageal Reflux Disease (GERD) 
Rabeprazole at intravenous doses up to 30 mg/kg/day (plasma AUC of 8.8 ugehr/mL, about 10 times the human The recommended adult oral dose is one ACIPHEX® 20 mg delayed-release tablet to be taken once daily for 
Sorte at ie fecornmeaged dose for GERD) was found to have no effect on fertility and reproductive perfor- four to eight Me Ce OCAONS ee For those pale who have not healed after 8 weeks of 
mance of male and female rats. treatment, an additional 8-week course of ACIPHEX® may be considered. 

Pregnancy Maintenance of Healing of Erosive or Ulcerative Gastroesophageal Reflux Disease (GERD Maintenance) 
Teratogenic Etfects. Pregnancy Category B: Teratology studies have been performed in rats at intravenous doses The recommended adult oral dose is one ACIPHEX® 20 mg delayed-release tablet to be taken once daily. (See 
up to 50 mg/kg/day (plasma AUC of 11.8 ygehr/mL, about 13 times the human exposure at the recommended INDICATIONS AND USAGE). 
dose for GERD) and rabbits at intravenous doses up to 30 mg/kg/day (plasma AUC of 7.3 ygeht/mL, about 8 times Healing of Duodenal Ulcers , , . 
the human exposure at the recommended dose for GERD) and have revealed no evidence of impaired fertility or The recommended adult oral dose is one ACIPHEX® 20 mg delayed-release tablet to be taken once daily after 
harm to the fetus due to rabeprazole. There are, however, no adequate and well-controlled studies in pregnant ‘the morning meal for a period up to four weeks. (See INDICATIONS AND USAGE). Most patients with duodenal 
van aan epronicion sue are not always predictive of human response, this drug should be ulcer heal within four weeks. A few patients may require additional therapy to achieve healing. 
us i ly ifclearly ‘Treatment of Pathological Hypersecretory Conditions Including Zollinger-Ellison Syndrome 
Nursing Mothers The dosage of ACIPHEX® in patients with pathologic hypersecretory conditions varies with the individual patient. 
Following intravenous administration of “*C-labeled rabeprazole to lactating rats, radioactivity in milk reached The recommended adult oral starting dose is 60 mg once a day. Doses should be adjusted to individual patient 
levels that were 2- to 7-fold higher than levels in the blood. It is not known if unmetabolized rabeprazole is needs and should continue for as long as clinically indicated. Some patients may require divided doses. Doses 
come eo sper ‘ee at fauna i ce in ah ea ae ae od a i ot a mM oo and oD mg BO ae eet oa ‘Some patients with Zollinger-Ellison syndrome have 
joses of 400 mg/kg/day (about 195-times the human dose based on mg/m’) resulted in decreases in body een treated continuously wit for up to one year. 

veut gain a ie Pas one ina ae are ot i aa ae of the potential i sass anos No dosage adjustment is necessary in elderly patients, in patients with renal disease or in patients with mild to 
‘0 nursing infants from rabeprazole, a decision should be made to discontinue nursing or discontinue the drug, moderate hepatic impairment. Administration of rabeprazole to patients with mild to moderate liver impairment 
taking into account the importance of the drug to the mother. resulted in increased exposure and decreased elimination. Due to the lack of clinical data on rabeprazole in 
Pediatric Use patients with severe hepatic impairment, caution should be exercised in those patients. 

‘The safety and efficacy of rabeprazole in pediatric patients has not been established. ACIPHEX? tablets should be swallowed whole. The tablets should not be chewed, crushed, or split. 

References: 
1. Pantoflickova D, Dorta G, Jornod P, et al. Identification of the characteristics influencing the degree of antisecretory activity of PPls [abstract]. Gastroenterology. 2000;118:A5895. 
2. Data on file, Eisai Inc. 
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Before prescribing, please consult complete prescribing information of which the following is a brief summary. Use in Women 
Duodenal ulcer and erosive esophagitis healing rates in women are similar to those in men. Adverse events and 

HEAPOat lve Uecraee eacttesonnayealnenas esses (GPR) laboratory test abnormal in omen occurred at ales similar to those nen, 
ACIPHEX® is indicated for short-term (4 to 8 weeks) treatment in the healing and symptomatic relief of erosive Geriatric Use . ; ‘ iets are eee) fee Me ee eee reatment, an additional 8-week course may be considere i £ 

; i 7 . i linical experience has not identified differences in responses between the Maintenance of Healing of Erosive or Ulcerative Gastroesophageal Reflux Disease (GERD) younger subjects, and other reported clinical ex i 
ACIPHEX® is indicated for maintaining healing and reduction in relapse rates of heartburn symptoms in patients elderly and younger patients, but greater sensitivity of some older individuals cannot be ruled out. 
with erosive or ulcerative gastroesophageal reflux disease (GERD Maintenance). ADVERSE REACTIONS . ‘ 

Heal Duce et doses ad Cltans of tenet gaa ebonam eae fas tet val oad hot roan 2 ig indi 4 i Hl H 
Ae CEE Rae eee ie teal oan Symp olnallo 3 et op and long-term trials. The adverse events rates were generally similar between the 10 and 20 mg doses. 

i: title :, i i Incidence in Controlled North American and European Clinical Trials ‘Treatment of Pathological Hypersecretory Conditions, Including Zollinger-Ellison Syndrome inananeiek ‘j 
” . i lysis of adverse events assessed as possibly or probably related to treatment appearing in greater than 

ee s iolated for the long-term treatment of pathological hypersecretory conditions including Zollinger- 1% of ACIPHEX® patients and appearing with greater frequency than placebo in controlled North American and 
CGATHRASIGRTONS European trials, the incidence of headache was 2.4% (n=1552) for ACIPHEX® versus 1.6% (n=258) for placebo. 

In short and long-term studies, the following adverse events, regardless of causality, were reported in ACIPHEX®- Rabeprazole contained in patents ith noun ypersensitiy oabeprazk, substitute benamigazes ag atleris Rar events are those reported fF OO) raters Peery 
Orla’ afly COMPONENE OL ME jOrmulaHor Body as a Whole: asthenia, fever, allergic reaction, chills, malaise, chest pain substernal, neck rigidity, photosensitivity. 
PRECAUTIONS reaction. Rare: abdomen enlarged, face edema, hangover effect. Cardiovascular System: hypertension, myocardial 
General infarct, electrocardiogram abnormal, migraine, syncope, angina pectoris, bundle branch block, palpitation, sinus 
‘Symptomatic response to therapy with rabeprazole does not preclude the presence of gastric malignancy. bradycardia, tachycardia. Rare: bradycardia, pulmonary embolus, supraventricular tachycardia, thrombophlebitis, 
ee eines ae feted fore Wea mons a nae a mene win sea Bete vasodilation, QTC prolongation and ventricular tachycardia. Digestive System: diarrhea, nausea, abdominal pain, 
lopsies. Patients without A. pylori infection of patients) had no clinically important pathologic vomiting, dyspepsia, flatulence, constipation, dry mouth, eructation, gastroenteritis, rectal hemorrhage, melena, 

changes in the gastric mucosa. Patients with H. pylori infection at baseline (105 of 326 patients) had mild or anorexia, cholelithiasis, mouth ulceration, stomatitis, dysphagia, gingivitis, cholecystitis, increased appetite, 
moderate inflammation in the gastric body or mild inflammation in the gastric antrum. Patients with mild grades abnormal stools, colitis, esophagitis, glossitis, pancreatitis, proctitis. Rare: bloody diarrhea, cholangitis, duodenitis, 
of infection or inflammation in the gastric body tended to change to moderate, whereas those graded moderate gastrointestinal hemorrhage, hepatic encephalopathy, hepatitis, hepatoma, liver fatty deposit, salivary gland 
at baseline tended to remain stable. Patients with mild grades of infection or inflammation in the gastric antrum enlargement, thirst. Endocrine System: hyperthyroidism, hypothyroidism. Hemic & Lymphatic System: anemia, 
tended to remain stable. At baseline 8% of patients had atrophy of glands in the gastric body and 15% had ecchymosis, lymphadenopathy, hypochromic anemia. Metabolic & Nutritional Disorders: peripheral edema, 
atrophy in the gastric antrum. At endpoint, 15% of patients had atrophy of glands in the gastric body and 11% edema, weight gain, gout, dehydration, weight loss. Musculo-Skeletal System: myalgia, arthritis, leg cramps, bone 
ae i ite ces aun sonra 4% of patients had intestinal metaplasia at some point during pain, anh, bursitis. Rare {utting Nerous Syst: ison amy sais, capes, nenousess, 

Ww-up, but no consis were seen. somnolence, hypertonia, neuralgia, vertigo, convulsion, abnormal dreams, libido decreased, neuropathy, paresthesia, 
Information for Patients ‘tremor. Rare: agitation, amnesia, confusion, extrapyramidal syndrome, hyperkinesia. Respiratory System: dyspnea, 
Patients should be cautioned that ACIPHEX® delayed-release tablets should be swallowed whole. The tablets asthma, epistaxis, laryngitis, hiccup, hyperventilation. Rare: apnea, hypoventilation. a and. eS rash, 
should not be chewed, crushed, or split. pruritus, sweating, urticaria, alopecia. Rare: dry skin, herpes zoster, psoriasis, skin discoloration. Special Senses: 
Drug Interactions cataract, amblyopia, glaucoma, dry eyes, abnormal vision, tinnitus, otitis media. Rare: corneal opacity, blurry vision, 
Rabeprazole is metabolized by the cytochrome P450 (CYP450) drug metabolizing enzyme system. Studies in diplopia, deafness, eye pain, retinal degeneration, strabismus. Urogenital System: cystitis, urinary frequency, 
healthy subjects have shown that rabeprazole does not have clinically significant interactions with other drugs dysmenorrhea, dysuria, kidney calculus, metrorrhagia, polyuria. Rare: breast enlargement, hematuria, impotence, 
metabolized by the CYP450 system, such as warfarin and theophylline given as single oral doses, diazepam as a leukorrhea, menorthagia, orchitis, urinary incontinence. 
single intravenous dose, and phenytoin given as a single intravenous dose (with supplemental oral dosing). In vitro Laboratory Values: The following changes in laboratory parameters were reported as adverse events: abnormal 
incubations employing human liver microsomes indicated that rabeprazole inhibited cyclosporine metabolism with platelets, albuminuria, creatine phosphokinase increased, erythrocytes abnormal, hypercholesteremia, hyperglycemia, 
a Mo of Pe oe a Ecneetaton Li S| oe 50 iis im than the Cru. in healthy volunteers following, hyperlipemia, hypokalemia, hyponatremia, leukocytosis, oe liver uct ae ae Aue siete 

lays of dosing with 20 mg of rabeprazole. This degree of inhibition is antigen increase, increased, urine abnormality, abnormal 
similar to that by omeprazole at equivalent concentrations. In controlled clinical studies, 3/1456 (0.2%) patients treated with 
Rabeprazole produces sustained inhibition of gastric acid secretion. fabeprazole and 2/237 (0.8%) patients treated with placebo developed 
An interaction with compounds which are dependent on gastric pH C~ ONCE-A-DAY treatment-emergent abnormalities (which were either new on study 

ots wit ratepaznl. Fr earl, noma uted er , e MngUor Wt), SOP ALT orto Note ees espa served with rabeprazole. For example, in normal subjects, co- —_—_ aS } h 
administration of rabeprazole 20 mg QD resulted in an approximately @ patients experienced chills, fever, right upper quadrant pain, nausea 
eee a ie paelatiy of ee and increases in or jaundice. 

the and Cra, for digoxin of 19% and 29%, respectively. i Post-Marketing Adverse Events: Additional adverse events reported 
Therefore, patients may need to be monitored when such drugs are from worldwide marketing experience with rabeprazole sodium are: 
taken concomitantly with rabeprazole. Co-administration of rabepra- I a Ec ao ie SO HU } } sudden death, coma and hyperammonemia, jaundice, rhabdomyolysis, 
zole and antacids produced no clinically relevant changes in plasma “20-MG TABLETS disorientation and delirium, anaphylaxis, angioedema, bullous and 
rabeprazole concentrations. Gta other drug eruptions of the skin, interstitial pneumonia, and TSH ele- 
Carcinogenesis, Mutagenesis, Impairment of Fertility vations. In most instances, the relationship to rabeprazole sodium was 
ina 88/104-week carcinogenicity study in CD-1 mice, rabeprazole at unclear. In addition, agranulocytosis, hemolytic anemia, leukopenia, 
oral doses tp a i pomakalay i not ae any increased tumor , Ween (vneae pancytopenia, and thrombocytopenia have been reported. 
‘occurrence. The highest tested dose produced a systemic exposure to rabeprazole of 1.40 ygehr/m 
which is 1.6 times the human exposure (plasma AUC» 2. = 0.88 ygehr/mL) at the recommended dose for GERD. Because strategies for the management of overdose are continually evolving, it is advisable to contact a 
(20 mg/day). In a 104-week carcinogenicity study in Sprague-Dawley rats, males were treated with oral doses of Poison Control Center to determine the latest recommendations for the management of an overdose of any 
5, 15, 30 and 60 mg/kg/day and females with 5, 15, 30, 60 and 120 mg/kg/day. Rabeprazole produced gastric drug. There has been no experience with large overdoses with rabeprazole. Seven reports of accidental overdosage 
enterochromaffin-like (ECL) cell hyperplasia in male and female rats and ECL cell carcinoid tumors in female rats with rabeprazole have been received. The maximum reported overdose was 80 mg. There were no clinical signs or 
at all doses inating the oat tested dose. The lowest dose (5 ino) produced a systemic xpos to Snes ssetciind with aw fon Sets Eaten ae colina ison evict have been. uote with 
rabeprazole (AUC) of about 0.1 jigshr/mL which is about 0.1 times the human exposure at the recommended up to 120 mg rabeprazole QD. No specific antidote for rabeprazole is known. Rabeprazole is extensively protein 
dose for GERD. In male rats, no treatment related tumors were observed at doses up to 60 mg/kg/day producing bound and is not readily dialyzable. In the event of overdosage, treatment should be symptomatic and supportive. 
a rabeprazole plasma exposure (AUC) of about 0.2 gshr/mL (0.2 times the human exposure at the recommended Single oral doses of rabeprazole at 786 mg/kg and 1024 mg/kg were lethal to mice and rats, respectively. The 
dose for GERD). single oral dose of 2000 mg/kg was not lethal to dogs. The major symptoms of acute toxicity were hypoactivity, 
Rabeprazole was positive in the Ames test, the Chinese hamster ovary cell (CHO/HGPRT) forward gene mutation labored respiration, lateral or prone position and convulsion in mice and rats and watery diarrhea, tremor, 
test and the mouse lymphoma cell (L5178Y/TK+/-) forward gene mutation test. Its demethylated-metabolite was convulsion and coma in dogs. 
also positive in the Ames test. Rabeprazole was negative in the in vitro Chinese hamster lung cell chromosome DOSAGE AND ADMINISTRATION 

eae Une) tee vivo mouse micronucleus test, and the in vivo and ex vivo rat hepatocyte unscheduled DNA Healy of Erpeive ar Cleat Gestossophageal Rel ue thease (Ge) eutin te ak ea 
ie recommended adult oral dose is one mg delayed-release tablet to be taken once daily for 

Rabeprazole at intravenous doses up to 30 mg/kg/day (plasma AUC of 8.8 ygehr/mL, about 10 times the human four to eight weeks. (See INDICATIONS AND USAGE). For those patients who have not healed after 8 weeks of 
poi a we ieeorie ni dose for GERD) was found to have no effect on fertility and reproductive performance ae an ca a aaile aus eS be oe ha en , 
of male and female rats. jaintenance of Healing of Erosive or Ulcerative Gastroesophageal Reflux Disease aintenance 
Pregnancy The recommended adult oral dose is one ACIPHEX® 20 mg delayed-release tablet to be taken once daily. (See 
ferns cee Freee a aah ae have been performed in rats at intravenous ee ae ae HE 

up to 50 mg/kg/day (plasma AUC of 11.8 ugehr/mL, about 13 times the human exposure at the recommende lealing of Duodenal Ulcers 
dose for GERD) and rabbits at intravenous doses up to 30 mg/kg/day (plasma AUC of 7.3 jigehr/mL, about 8 The recommended adult oral dose is one ACIPHEX® 20 mg delayed-release tablet to be taken once daily after 
times the human exposure at the recommended dose for GERD) and have revealed no evidence of impaired fertility the morning meal for a period up to four weeks. (See INDICATIONS AND USAGE). Most patients with duodenal 
or harm 0 the fetus fi to rabeprazole. There are, however, no adequate an well-controlled aul in pregnant ulcer heal within four weeks. A few patients may require additional therapy to achieve healing. 
women. Because animal reproduction studies are not always predictive of human response, this drug should be Treatment of Pathological Hypersecretory Conditions Including Zollinger-Ellison Syndrome 
used during pregnancy only if clearly needed. The dosage of ACIPHEX® in patients with pathologic hypersecretory conditions varies with the individual patient. 
Nursing Mothers The recommended adult oral starting dose is 60 mg once a day. Doses should be adjusted to individual patient 
Following intravenous administration of “C-labeled rabeprazole to lactating rats, radioactivity in milk reached levels needs and should continue for as long as clinically indicated. Some patients may require divided doses. Doses 
ie ae 2-to ee than aie i Hoda, Itis not a if re ey ene is cee q ue a a Me a and © Seen ana ‘Some patients with Zollinger-Ellison syndrome have 
juman breast milk. Administration of rabeprazole to rats in late gestation and during lactation at doses o een treated continuously wit for up to one year. 

400 mg/kg/day (about 195-times the human dose based on mg/m’) resulted in decreases in body weight gain of No dosage adjustment is necessary in elderly patients, in patients with renal disease or in patients with mild to 
the pups. Since many drugs are excreted in milk, and because of the potential for adverse reactions to nursing moderate hepatic impairment. Administration of rabeprazole to patients with mild to moderate liver impairment 

infants fon taboo a econ on i made to discontinue nursing or discontinue the drug, taking into resulted in increased exposure and decreased elimination. Due to the lack of clinical data on rabeprazole in 
account the importance of the drug to the mother. patients with severe hepatic impairment, caution should be exercised in those patients. 

Pediatric Use ACIPHEX® tablets should be swallowed whole. The tablets should not be chewed, crushed, or split. 
‘The safety and effectiveness of rabeprazole in pediatric patients have not been established. AX-25 
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Before prescribing, please consult complete prescribing information of which the following is a brief summary. Use in Women 
INDICATIONS AND USAGE Duodenal ulcer and erosive esophagitis healing rates in women are similar to those in men. Adverse events and 
Healing of Erosive or Ulcerative Gastroesophageal Reflux Disease (GERD) laboratory test abnormalities in women occurred at rates similar to those in men. 

ACIPHEX" is indicated for short-term (4 to 8 weeks) treatment in the healing and symptomatic relief of erosive Geriatric Use eteihe " ‘i 4 
or ulcerative gastroesophageal reflux disease (GERD). For those patients who have not healed after 8 weeks of Of the total number of subjects in clinical studies of ACIPHEX™, 19% were 65 years and over, while 4% were 75 
treatment, an additional 8-week course of ACIPHEX™ may be considered. years and over. No overall differences in safety or effectiveness were observed between these subjects and 

Maintenance of Healing of Erosive or Ulcerative Gastroesophageal Reflux Disease (GERD) tan sine and ane oom eine rane has tH ce lS ay a between the 
ACIPHEX" is indicated for maintaining healing and reduction in relapse rates of heartburn symptoms in patients elderly and younger patients, but greater sensitivity of some older individuals cannot be ruled out 

with erosive or ulcerative gastroesophageal reflux disease (GERD Maintenance). ADVERSE REACTIONS . ‘ 
i Worldwide, over 2900 patients have been treated with rabeprazole in Phase |I-III clinical trials involving various Healing of Duodenal Ulcers f | f fas i-tok both sh 

ACIPHEX" is indicated for short-term (up to four weeks) treatment in the healing and symptomatic relief of dosages and durations of eae {In general, rabeprazole ceatren was been el Fa lerated in both short- Fagot cee NoaTeate ni Hein (OU We: term and long-term trials. The adverse events rates were generally similar between the 10 and 20 mg doses 

Hee aaa teary CON ig oldnger ean Sinan Inat ara of atte events Seesie port Or pote rated to tedentapeang in ester if uy y n re 
ACEO ot Tea het oot Hr setr stony Conavans oak )G Zo ey than 1% of ACIPHEX™ patients and appearing with greater frequency than placebo in controlled North 

i American and European trials, the incidence of headache was 2.4% (n=1552) for ACIPHEX™ versus 1.6% 
CONTRAINDICATIONS R - . r (n=258) for placebo. Rabeorazle scanned in patents wth oun rypersenstivy orebeprezl, subse berziniz2eS Ip st ang one tts te llving aes ees regres of casa, vee ported in ACIPHEX™- 

BCom : treated patients. Rare events are those reported in <1/1000 patients. 
EREGAUTIONS Body as a Whole: asthenia, fever, allergic reaction, chills, malaise, chest pain substernal, neck rigidity, photo- 
ener eae sensitivity reaction. Rare: abdomen enlarged, face edema, hangover effect. Cardiovascular System: hypertension, 

‘Symptomatic response to therapy with rabeprazole does not preclude the presence of gastric malignancy. myocardial infarct, electrocardiogram abnormal, migraine, syncope, angina pectoris, bundle branch block, 
Patients with healed GERD were treated for up to 40 months with rabeprazole and monitored with serial gastric palpitation, sinus bradycardia, tachycardia. Rare: bradycardia, pulmonary embolus, supraventricular tachycardia, 
biopsies. Patients without H. pylori infection (221 of 326 patients) had no clinically important pathologic thrombophlebitis, vasodilation, QTC prolongation and ventricular tachycardia. Digestive System: diarrhea, nausea, 
changes in the gastric mucosa. Patients with H. pylori infection at baseline (105 of 326 patients) had mild or abdominal pain, vomiting, dyspepsia, flatulence, constipation, dry mouth, eructation, gastroenteritis, rectal 
moderate inflammation in the gastric body or mild inflammation in the gastric antrum. Patients with mild hemorrhage, melena, anorexia, cholelithiasis, mouth ulceration, stomatitis, dysphagia, gingivitis, cholecystitis, 
‘grades of infection or inflammation in the gastric body tended to change to moderate, whereas those graded increased appetite, abnormal stools, colitis, esophagitis, glossitis, pancreatitis, proctitis. Rare: bloody diarrhea, 
moderate at baseline tended to remain stable. | Patients with mild grades of infection or inflammation in the gas- cholangitis, duodenitis, gastrointestinal hemorrhage, hepatic encephalopathy, hepatitis, hepatoma, liver fatty 
tric antrum tended to remain stable. At baseline 8% of patients had atrophy of glands in the gastric body and deposit, salivary gland enlargement, thirst. Endocrine System: hyperthyroidism, hypothyroidism, Hemic & 
16% had atrophy in the gastric antrum. At endpoint, 15% of patients had atrophy of glands in the gastric body Lymphatic System: anemia, ecchymosis, lymphadenopathy, hypochromic anemia. Metabolic & Nutritional 
and 11% had atrophy in the gastric antrum. Approximately 4% of patients had intestinal metaplasia at some Disorders: peripheral edema, edema, weight gain, gout, dehydration, weight loss. Musculo-Skeletal System: 
point during follow-up, but no consistent changes were seen. myalgia, arthritis, leg cramps, bone pain, arthrosis, bursitis. Rare: twitching. Nervous System: insomnia, anxiety, 
Information for Patients dizziness, depression, nervousness, somnolence, hypertonia, neuralgia, vertigo, convulsion, abnormal dreams, 
Patients should be cautioned that ACIPHEX™ delayed-release tablets should be swallowed whole. The tablets libido decreased, neuropathy, paresthesia, tremor. Rare: agitation, amnesia, confusion, extrapyramidal syndrome, 
should not be chewed, crushed, or split. hyperkinesia. Respiratory System: dyspnea, asthma, epistaxis, laryngitis, hiccup, hyperventilation. Rare: apnea, 
Drug Interactions hypoventilation. Skin and Appendages: rash, pruritus, sweating, urticaria, alopecia. Rare: dry skin, herpes zoster, 
Rabeprazole is metabolized by the cytochrome P450 (CYP450) drug metabolizing enzyme system. Studies in psoriasis, skin discoloration. Special Senses: cataract, amblyopia, glaucoma, dry eyes, abnormal vision, tinnitus, 
healthy subjects have shown that rabeprazole does not have clinically significant interactions with other drugs otitis media. Rare: corneal opacity, blurry vision, diplopia, deafness, eye pain, retinal degeneration, strabismus. 
metabolized by the CYP450 system, such as warfarin and theophylline given as single oral doses, diazepam as a ‘Urogenital System: cystitis, urinary frequency, dysmenorrhea, dysuria, kidney calculus, metrorrhagia, polyuria 
single intravenous dose, and phenytoin given as a single intravenous dose (with supplemental oral dosing). Rare: breast enlargement, hematuria, impotence, leukorrhea, menorrhagia,orchitis, urinary incontinence. 
In vitro incubations employing human liver microsomes indicated that rabeprazole inhibited cyclosporine Laboratory Values: The following changes in laboratory parameters were reported as adverse events: abnormal 
metabolism with an ICso of 62 micromolar, a concentration that is over 50 times higher than the C,,.. in healthy platelets, albuminuria, creatine phosphokinase increased, erythrocytes abnormal, hypercholesteremia, hyper- 
volunteers following 14 days of dosing with 20 mg of rabeprazole. This glycemia, hyperlipemia, hypokalemia, hyponatremia, leukocytosis, 
degree of inhibition is similar to that by omeprazole at equivalent leukorrhea, liver function tests abnormal, prostatic specific antigen 

concentrations. increase, SGPT increased, urine abnormality, WBC abnormal. 
Rabeprazole produces sustained inhibition of gastric acid secretion. ee. ONGE-A-DAY In controlled clinical studies, 3/1456 (0.2%) patients treated with 
An interaction with compounds which are dependent on gastric pH — S rabeprazole and 2/237 (0.8%) patients treated with placebo devel- 
for absorption may occur due to the magnitude of acid suppression n reso my = a oped treatment-emergent abnormalities (which were either new on 
observed with rabeprazole. For example, in normal subjects, coadmin- v study or present at study entry with an increase of 1.25 x baseline 
istration of rabeprazole 20 mg QD resulted in an approximately 30% value) in SGOT (AST), SGPT (ALT), or both. None of the three 
cae A y bioavailability of ketoconazole and increases in the 1 rabeprazole patients experienced chills, fever, right upper quadrant 
AUC and C,,., for digoxin of 19% and 29%, respectively. Therefore, b Y al pain, nausea or jaundice. 
patients may need to be monitored when such drugs are taken lc a 6 Ne daZO) f@ SO! UN Post-Marketing Adverse Events: Additional adverse events reported 
concomitantly with rabeprazole. Co-administration of rabeprazole 20-MG TABLETS from worldwide marketing experience with rabeprazole sodium 
and antacids produced no clinically relevant changes in plasma Gita a are: sudden death, coma and hyperammonenia, jaundice, rhabdo- 
rabeprazole concentrations. myolysis, disorientation and delirium, bullous and other drug 
Carcinogenesis, Mutagenesis, Impairment of Fertility eruptions of the skin, interstitial pneumonia, and TSH elevations. In 
In a 88/104-week carcinogenicity study in CD-1 mice, rabeprazole at most instances, the relationship to rabeprazole sodium was unclear. In 
oral doses up to 100 mg/kg/day did not produce any increased tumor occurrence. The highest tested dose addition, agranulocytosis, hemolytic anemia, leukopenia, pancytopenia, and thrombocytopenia have been reported. 
produced a systemic exposure to rabeprazole (AUC) of 1.40 gehr/mL which is 1.6 times the human exposure OVERDOSAGE 
(plasma AUC... = 0.88 ygehr/mL) at the recommended dose for GERD (20 mg/day). In a 104-week carcino- Because strategies for the management of overdose are continually evolving, it is advisable to contact a 
genicity study in Sprague-Dawley rats, males were treated with oral doses of 5, 15, 30 and 60 mg/kg/day and —-—-—Poison Control Center to determine the latest recommendations for the management of an overdose of any 
females with 5, 15, 30, 60 and 120 mg/kg/day. Rabeprazole produced gastric enterochromaffin-like (ECL) cell drug. There has been no experience with large overdoses with rabeprazole. Seven reports of accidental overdosage 
hyperplasia in male and female rats and ECL cell carcinoid tumors in female rats at all doses including the lowest with rabeprazole have been received. The maximum reported overdose was 80 mg. There were no clinical signs or 
tested dose. The lowest dose (5 mg/kg/day) produced a systemic exposure to rabeprazole (AUC) of about symptoms associated with any reported overdose. Patients with Zollinger-Ellison syndrome have been treated with 
0.1 ugshr/mL which is about 0.1 times the human exposure at the recommended dose for GERD. In male rats, Up to 120 mg rabeprazole QD. No specific antidote for rabeprazole is known, Rabeprazole is extensively protein 
no treatment related tumors were observed at doses up to 60 mg/kg/day producing a rabeprazole plasma exposure bound and is not readily dialyzable. In the event of overdosage, treatment should be symptomatic and supportive 
(AUC) of about 0.2 tgehr/mL. (0.2 times the human exposure at the recommended dose for GERD). ‘ Single oral doses of rabeprazole at 786 mg/kg and 1024 mg/kg were lethal to mice and rats, respectively. The 
Rabeprazole was positive in the Ames test, the Chinese hamster ovary cell (CHO/HGPRT) forward gene mutation single oral dose of 2000 mg/kg was not lethal to dogs. The major symptoms of acute toxicity were hypoactivity, 
test and the mouse lymphoma cell (L5178Y/TK+/-) forward gene mutation test. Its demethylated-metabolite was labored respiration, lateral or prone position and convulsion in mice and rats and watery diarrhea, tremor, 
also positive in the Ames test. Rabeprazole was negative in the in vitro Chinese hamster lung cell chromosome convulsion and coma in dogs. 
aberration test, the in vivo mouse micronucleus test, and the in vivo and ex vivo rat hepatocyte unscheduled DNA DOSAGE AND ADMINISTRATION 
synthesis (UDS) tests. Healing of Erosive or Ulcerative Gastroesophageal Reflux Disease (GERD) 
Rabeprazole at intravenous doses up to 30 mg/kg/day (plasma AUC of 8.8 ygshr/mL, about 10 times the human The recommended adult oral dose is one ACIPHEX™ 20 mg delayed-release tablet to be taken once daily for 
exposure at the recommended dose for GERD) was found to have no effect on fertility and reproductive perfor- four to eight weeks. (See INDICATIONS AND USAGE). For those patients who have not healed after 8 weeks of 
mance of male and female rats. treatment, an additional 8-week course of ACIPHEX™ may be considered. 

Pregnancy Maintenance of Healing of Erosive or Ulcerative Gastroesophageal Reflux Disease (GERD Maintenance) 
Teratogenic Effects. Pregnancy Category B: Teratology studies have been performed in rats at intravenous doses The recommended adult oral dose is one ACIPHEX™ 20 mg delayed-release tablet to be taken once daily. (See 
up to 50 mg/kg/day (plasma AUC of 11.8 ugehr/mL, about 13 times the human exposure at the recommended INDICATIONS AND USAGE). 
dose for GERD) and rabbits at intravenous doses up to 30 mg/kg/day (plasma AUC of 7.3 igehr/mL, about 8 times Healing of Duodenal Ulcers 
the human exposure at the recommended dose for GERD) and have revealed no evidence of impaired fertility or The recommended adult oral dose is one ACIPHEX™ 20 mg delayed-release tablet to be taken once daily after 
harm to the fetus due to rabeprazole. There are, however, no adequate and well-controlled studies in pregnant the morning meal for a period up to four weeks. (See INDICATIONS AND USAGE). Most patients with duodenal 
women. Because animal reproduction studies are not always predictive of human response, this drug should be ulcer heal within four weeks. A few patients may require additional therapy to achieve healing, 
used during pregnancy only if clearly needed. Treatment of Pathological Hypersecretory Conditions Including Zollinger-Ellison Syndrome 
Nursing Mothers The dosage of ACIPHEX™ in patients with pathologic hypersecretory conditions varies with the individual 
Following intravenous administration of “C-labeled rabeprazole to lactating rats, radioactivity in milk reached patient. The recommended adult oral starting dose is 60 mg once a day. Doses should be adjusted to individual 
levels that were 2- to 7-fold higher than levels in the blood. It is not known if unmetabolized rabeprazole is patient needs and should continue for as long as clinically indicated. Some patients may require divided doses. 
excreted in human breast milk. Administration of rabeprazole to rats in late gestation and during lactation at Doses up to 100 mg QD and 60 mg BID have been administered. Some patients with Zollinger-Ellison syndrome 
doses of 400 mg/kg/day (about 195-times the human dose based on mg/m’) resulted in decreases in body have been treated continuously with ACIPHEX™ for up to one year. 
weight gain of the pups. Since many drugs are excreted in milk, and because of the potential for adverse reactions No dosage adjustment is necessary in elderly patients, in patients with renal disease or in patients with mild to 
to nursing infants from rabeprazole, a decision should be made to discontinue nursing or discontinue the drug, moderate hepatic impairment. Administration of rabeprazole to patients with mild to moderate liver impairment 
taking into account the importance of the drug to the mother. resulted in increased exposure and decreased elimination. Due to the lack of clinical data on rabeprazole in 
Pediatric Use patients with severe hepatic impairment, caution should be exercised in those patients. 
‘The safety and efficacy of rabeprazole in pediatric patients has not been established. ACIPHEX™ tablets should be swallowed whole. The tablets should not be chewed, crushed, or split. 

Manufactured by Eisai Co., Ltd., Misato, Japan 
Made in Japan 
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— In clinical trials the most common side effect assessed as possibly ; 
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Use in Women 
Ss © Duodenal ulcer and erosive esophagitis healing rates in women are similar to those in men. Adverse events and 

laboratory test abnormalities in women occurred at rates similar to those in men. 
Ci ex Geriatric Use 

A Of the total number of subjects in clinical studies of ACIPHEX®, 19% were 65 years and over, while 4% were 75 

years and over. No overall differences in safety or effectiveness were observed between these subjects and younger 
l abe Ye azole Sod } ) subjects, and other reported clinical experience has not identified differences in responses between the elderly and 

younger patients, but greater sensitivity of some older individuals cannot be ruled out. 
20-MG TABLETS ADVERSE REACTIONS 

Worldwide, over 2900 patients have been treated with rabeprazole in Phase II-III clinical trials involving various 
Before prescribing, please consult complete prescribing information of which the following is a brief summary. dosages and durations of treatment. In general, rabeprazole treatment has been well-tolerated in both short-term and 
INDICATIONS AND USAGE long-term trials. The adverse events rates were generally similar between the 10 and 20 mg doses. 
Healing of Erosive or Ulcerative Gastroesophageal Reflux Disease (GERD) Incidence in Controlled North American and European Clinical Trials 
ACIPHEX® is indicated for short-term (4 to 8 weeks) treatment in the healing and symptomatic relief of erosive or |n an analysis of adverse events assessed as possibly or probably related to treatment appearing in greater than 1% 
ulcerative gastroesophageal reflux disease (GERD). For those patients who have not healed after 8 weeks of of ACIPHEX? patients and appearing with greater frequency than placebo in controlled North American and European treatment, an additional 8-week course of ACIPHEX® may be considered trials, the incidence of headache was 2.4% (n=1552) for ACIPHEX® versus 1.6% (n=258) for placebo. 
Maintenance of Healing of Erosive or Ulcerative Gastroesophageal Reflux Disease (GERD) In short and long-term studies, the following adverse events, regardless of causality, were reported in ACIPHEX®- 
ACIPHEX? is indicated for hata healing and tae i relapse rates of heartburn symptoms in patients with ue ae eee ie Ws in a OC F FREE Gat eeeiy 
erosive or ulcerative gastroesophageal reflux disease (Gt laintenance). ty as a Whole: asthenia, fever, allergic reaction, chills, malaise, chest pain substernal, neck rigidity, photosensitivit 
Healing of Duodenal Ulcers reaction. Rare: abdomen enlarged, face edema, hangover effect. Cardiovascular System: hypertension, myocardial 
ACIPHEX® is indicated for short-term (up to four weeks) treatment in the healing and symptomatic relief of infarct, electrocardiogram abnormal, migraine, syncope, angina pectoris, bundle branch block, palpitation, sinus 
duodenal ulcers. Most patients heal within four weeks. bradycardia, tachycardia. Rare: bradycardia, pulmonary embolus, supraventricular tachycardia, thrombophlebitis, 

Treatment of Pathological Hypersecretory Conditions, Including Zollinger-Ellison Syndrome vasodilation, QTC prolongation and ventricular tachycardia. Digestive ‘System: diarrhea, nausea, abdominal pain, 

ACIPHEX® is indicated for the long-term treatment of pathological hypersecretory conditions including Zollinger- vomiting, dyspepsia, flatulence, constipation, dry mouth, eructation, gastroenteritis, rectal hemorrhage, melena, ano- Ellison syndrome. rexia, cholelithiasis, mouth ulceration, stomatitis, dysphagia, Gingivitis, cholecystitis, increased appetite, abnormal 
stools, colitis, esophagitis, glossitis, pancreatitis, proctitis. Rare: bloody diarrhea, cholangitis, duodenitis, 

CONTRAINDICATIONS ee ‘ gastrointestinal hemorrhage, hepatic encephalopathy, hepatitis, hepatoma, liver fatty deposit, salivary gland 
Hea Ve esa eal with known hypersensitivity to rabeprazole, substituted benzimidazoes or to enlargement, thirst. Endocrine System: hyperthyroidism, hypothyroidism. Hemic & Lymphatic System: anemia, 

ecchymosis, lymphadenopathy, hypochromic anemia. Metabolic & Nutritional Disorders: peripheral edema, edema, 
PRECAUTIONS weight gain, gout, dehydration, weight loss. Musculo-Skeletal System: myalgia, arthritis, leg cramps, bone pain, 

General arthrosis, bursitis. Rare: twitching. Nervous System: insomnia, anxiety, dizziness, depression, nervousness, 
Symptomatic response to therapy with rabeprazole does not preclude the presence of gastric malignancy. somnolence, hypertonia, neuralgia, vertigo, convulsion, abnormal dreams, libido decreased, neuropathy, paresthesia, 
Patients with healed GERD were treated for up to 40 months with rabeprazole and monitored with serial gastric tremor. Rare: agitation, amnesia, confusion, extrapyramidal syndrome, hyperkinesia. Respiratory System: dyspnea, 
biopsies. Patients without H. pylori infection (221 of 326 patients) had no clinically important pathologic changes in asthma, epistaxis, laryngitis, hiccup, hyperventilation. Rare: apnea, hypoventilation. Skin and Appendages: rash, 
the gastric mucosa. Patients with H. pylori infection at baseline (105 of 326 patients) had mild or moderate pruritus, sweating, urticaria, alopecia. Rare: dry skin, herpes zoster, psoriasis, skin discoloration. Special Senses: 
inflammation in the gastric body or mild inflammation in the gastric antrum. Patients with mild grades of infection or cataract, amblyopia, glaucoma, dry eyes, abnormal vision, tinnitus, otitis media. Rare: corneal opacity, blurry vision, 
inflammation in the gastric body tended to change to moderate, whereas those graded moderate at baseline tended diplopia, deafness, eye pain, retinal degeneration, strabismus. Urogenital System: cystitis, urinary frequency, 
to remain stable. Patients with mild grades of infection or inflammation in the gastric antrum tended to remain stable. dysmenorrhea, dysuria, kidney calculus, metrorrhagia, polyuria. Rare: breast enlargement, hematuria, impotence, 

At ale oe uf patients ae ca ae in i gastric ne and ee Wee ee aoe antrum. At leukorrhea, menorrhagia, orchitis, urinary incontinence. 

endpoint, 15% of patients had atrophy of glands in the gastric body and 11% had atrophy in the gastric antrum. Laboratory Values: The following changes in laboratory parameters were reported as adverse events: abnormal platelets, 
Approximately 4% of patients had intestinal metaplasia at some point during follow-up, but no consistent changes albuminuria, creatine phosphokinase increased, erythrooytes abnormal, hypercholesteremia, hyperalycemia, hyperipemia, 
were seen. hypokalemia, hyponatremia, leukocytosis, leukorrhea, liver function tests abnormal, prostatic specific antigen increase, 
Information for Patients SGPT increased, urine abnormality, WBC abnormal, 
Patients should be cautioned that ACIPHEX® delayed-release tablets should be swallowed whole. The tablets should In controlled clinical studies, 3/1456 (0.2%) patients treated with rabeprazole and 2/237 (0.8%) patients treated with 
Not be chewed, crushed, or split. placebo developed treatment-emergent abnormalities (which were either new on study or present at study entry with 
Drug Interactions an increase of 1.25 x baseline value) in SGOT (AST), SGPT (ALT), or both. None of the three rabeprazole patients 
Rabeprazole is metabolized by the cytochrome P450 (CYP450) drug metabolizing enzyme system. Studies in healthy experienced chills, fever, right upper quadrant pain, nausea or jaundice. 

subjects have shown that rabeprazole does not have clinically significant interactions with other drugs metabolized by Post-Marketing Adverse Events: Additional adverse events reported from worldwide marketing experience with 
the CYP450 system, such as warfarin and theophylline given as single oral doses, diazepam as a single intravenous rabeprazole sodium are: sudden death, coma and hyperammonemia, jaundice, rhabdomyolysis, disorientation and 
dose, and phenytoin given as a single intravenous dose (with supplemental oral dosing). In vitro incubations employing delirium, anaphylaxis, angioedema, bullous and other drug eruptions of the skin, interstitial pneumonia, and TSH 
human liver microsomes indicated that rabeprazole inhibited cyclosporine metabolism with an ICs» of 62 micromolar, a elevations. In most instances, the relationship to rabeprazole sodium was unclear. In addition, agranulocytosis, 
Concentration that is over 50 times higher than the C,,., in healthy volunteers following 14 days of dosing with 20 mg of hemolytic anemia, leukopenia, pancytopenia, and thrombocytopenia have been reported. 
Tabeprazole. This degree of inhibition is similar to that by omeprazole at equivalent concentrations. OVERDOSAGE 
Rabeprazole produces sustained inhibition of gastric acid secretion. An interaction with compounds which are Because strategies for the management of overdose are continually evolving, it is advisable to contact a Poison 
dependent on gastric pH for absorption may occur due to the magnitude of acid suppression observed with rabeprazole. Control Center to determine the latest recommendations for the management of an overdose of any drug. There has 

ie example, 0 ine nea Coa of ee a o ee ‘i an sae ae been no experience with large overdoses with rabeprazole. Seven reports of accidental overdosage with rabeprazole 
lecrease in the bioavailability of ketoconazole and increases in the and Cra, for digoxin of 19% an fo, have been received. The maximum reported overdose was 80 mg. There were no clinical signs or symptoms associated 

respectively. Therefore, patients may need to be monitored when such drugs are taken concomitantly with rabeprazole. with any reported overdose. Patients with Zollinger-Ellison syndrome have been treated with up to 120 mg rabeprazole 
Co-administration of rabeprazole and antacids produced no clinically relevant changes in plasma rabeprazole QD. No specific antidote for rabeprazole is known. Rabeprazole is extensively protein bound and is not readily 
concentrations. dialyzable. In the event of overdosage, treatment should be symptomatic and supportive. 
Carcinogenesis, Mutagenesis, Impairment of Fertility Single oral doses of rabeprazole at 786 mg/kg and 1024 mg/kg were lethal to mice and rats, respectively. The single 
In a 88/104-week carcinogenicity study in CD-1 mice, rabeprazole at oral doses up to 100 mg/kg/day did not produce oral dose of 2000 mg/kg was not lethal to dogs. The major symptoms of acute toxicity were hypoactivity, labored 
any increased tumor occurrence. The highest tested dose produced a systemic exposure to rabeprazole (AUC) of respiration, lateral or prone position and convulsion in mice and rats and watery diarrhea, tremor, convulsion and 
1.40 jigehr/mL which is 1.6 times the human exposure (plasma AUC)... = 0.88 jigehr/mL) at the recommended dose coma in dogs. 
for GERD (20 mg/day). In a 104-week carcinogenicity study in Sprague-Dawley rats, males were treated with oral DOSAGE AND ADMINISTRATION 
doses of 5, 15, 30 and 60 mg/kg/day and females with 5, 15, 30, 60 and 120 mg/kg/day. Rabeprazole produced Healing of Erosive or Ulcerative Gastroesophageal Reflux Disease (GERD) 
gastric enterochromaffin-like (ECL) cell hyperplasia in male and female rats and ECL cell carcinoid tumors in female The recommended adult oral dose is one ACIPHEX® 20 mg delayed-release tablet to be taken once daily for four to 
rats at all doses including the lowest tested dose. The lowest dose (5 mg/kg/day) produced a systemic exposure to eight weeks. (See INDICATIONS AND USAGE). For those patients who have not healed after 8 weeks of treatment, 
rabeprazole (AUC) of about 0.1 ygehr/mL which is about 0.1 times the human exposure at the recommended dose an additional 8-week course of ACIPHEX® may be considered. 

for GERD. In male rats, no treatment related tumors were observed at doses up to 60 mg/kg/day producing Maintenance of Healing of Erosive or Ulcerative Gastroesophageal Reflux Disease (GERD Maintenance) 
fabeprazole plasma exposure (AUC) of about 0.2 ugsht/mL (0.2 times the human exposure at the recommended dose The recommended adult oral dose is one ACIPHEX® 20 mg delayed-release tablet to be taken once daily. (See 

for GERD) INDICATIONS AND USAGE). 
Rabeprazole was positive in the Ames test, the Chinese hamster ovary cell (CHO/HGPRT) forward gene mutation test Healing of Duodenal Ulcers 
and the mouse lymphoma cell (L6178Y/TK+/-) forward gene mutation test. Its demethylated-metabolite was also The recommended adult oral dose is one ACIPHEX® 20 mg delayed-release tablet to be taken once daily after the Positive in the Ames test. Rabeprazole was negative in the in vitro Chinese hamster lung cell chromosome aberration Morning meal for a period up to four weeks. (See INDICATIONS AND USAGE). Most patients with duodenal ulcer test, the in vivo mouse micronucleus test, and the in vivo and ex vivo rat hepatocyte unscheduled DNA synthesis heal within four weeks. A few patients may require additional therapy to achieve healing, 

(UDS) tests. ; Treatment of Pathological Hypersecretory Conditions Including Zollinger-Ellison Syndrome 
Rabeprazole at intravenous doses up to 80 ma/kg/day (plasma AUC of 8.8 ugshr/mL, about 10 times the human The dosage of ACIPHEX® in patients with pathologic hypersecretory conditions varies with the individual patient. The 
exposure at the recommended dose for GERD) was found to have no effect on fertility and reproductive performance of recommended adult oral starting dose is 60 mg once a day. Doses should be adjusted to individual patient needs and 
male and female rats. should continue for as long as clinically indicated. Some patients may require divided doses. Doses up to 100 mg QD 

Pregnancy and 60 mg BID have been administered. Some patients with Zollinger-Ellison syndrome have been treated 
Teratogenic Effects. Pregnancy Category B: Teratology studies have been performed in rats at intravenous doses up continuously with ACIPHEX® for up to one year. 

to 50 mg/kg/day (plasma AUC of 11.8 gehr/mL, about 13 times the human exposure at the recommended dose for No dosage adjustment is necessary in elderly patients, in patients with renal disease or in patients with mild to 
GERD) and rabbits at intravenous doses up to 30 mg/kg/day (plasma AUC of 7.3 ugehr/mL, about 8 times the human moderate hepatic impairment. Administration of rabeprazole to patients with mild to moderate liver impairment 
exposure at the recommended dose for GERD) and have revealed no evidence of impaired fertility or harm to the fetus resulted in increased exposure and decreased elimination. Due to the lack of clinical data on rabeprazole in patients 
due to rabeprazole. There are, however, no adequate and well-controlled studies in pregnant women. Because animal with severe hepatic impairment, caution should be exercised in those patients. 
reproduction studies are not always predictive of human response, this drug should be used during pregnancy only if ACIPHEX® tablets should be swallowed whole. The tablets should not be chewed, crushed, or split. 
clearly needed, 
Nursing Mothers References: 
Following intravenous administration of ‘C-labeled rabeprazole to lactating rats, radioactivity in milk reached levels that 1. Data on file, Eisai Inc. 2. Pantoflickova D, Dorta G, Jornod P, et al. Identification of the characteristics 
were 2- to 7-fold higher than levels in the blood. It is not known if unmetabolized rabeprazole is excreted in human influencing the degree of antisecretory activity of PPls [abstract]. Gastroenterology. 2000;118:A5895. 
breast milk. Administration of rabeprazole to rats in late gestation and during lactation at doses of 400 mg/kg/day 7" 
(about 195-times the human dose based on mg/m’) resulted in decreases in body weight gain of the pups. Since ACIPHEX® isa registered trademark of Eisai Co.,Ltd. 
many drugs are excreted in milk, and because of the potential for adverse reactions to nursing infants from Manufactured and Marketed by Eisai Inc., Teaneck, NJ 07666 
rabeprazole, a decision should be made to discontinue nursing or discontinue the drug, taking into account the Marketed by Janssen Pharmaceutica Inc., Titusville, NJ 08560 
importance of the drug to the mother. © 2002, Eisai Inc. and Janssen Pharmaceutica Inc. 

Pediatric Use AXP128 2002 200192 

The safety and effectiveness of rabeprazole in pediatric patients have not been established. 01-AX-377R Mar. 2002 Printed in USA
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ACIPHEX: a 

Favorable drug-drug | DrugTested__| warfarin | theophylline | diazepam | phenytoin 
interaction profile Drug Interaction | NO NO i NOme sae No 

Like other proton pump inhibitors, ACIPHEX may have an interaction with 

compounds whose absorption depends on gastric pH, including ketoconazole 

and digoxin. Therefore, patients may need to be monitored when these 
medications are taken concomitantly. 

@ Over 4 years and 1.4 million patient months of worldwide clinical experience 

@ The most common side effect assessed as possibly related to ACIPHEX 
was headache (2.4% vs 1.6% for placebo) 

@ Symptomatic response to therapy does not preclude the presence of 

gastric malignancy. ACIPHEX is contraindicated in patients with known 

hypersensitivity to rabeprazole, substituted benzimidazoles, or to any 

component of the formulation 
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One small, ACIPHEX Length 
easy-to-swallow Indication Daily Dosage* | of Therapy _ 

20-mg tablet’ Healing and symptomatic | 
relief of erosive GERD | 4 to 8 weeks$ 

Maintenance of healing of erosive As long as 
GERD and reduction in relapse rates clinically 
of erosive GERD heartburn symptoms QD | indicated 

Healing and symptomatic | U A figs 
relief of duodenal ulcers | eee LS 

tACIPHEX tablets should be swallowed whole. They should not be chewed, crushed, or split. 
+A starting dose of 60 mg once daily is recommended for treatment of hypersecretory conditions, 
including Zollinger-Ellison syndrome (ZES). 
SAdditional courses of treatment may be considered if healing is incomplete. 
Controlled studies extend to 52 weeks. 
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Before prescribing, please consult complete prescribing information of which the following is a brief summary. Use in Women ‘| = 
INDICATIONS AND USAGE Duodenal ulcer and erosive esophagitis healing rates in women are similar to those in men. Adverse events and 
Healing of Erosive or Ulcerative Gastroesophageal Reflux Disease (GERD) laboratory ‘test abnormalities in women occurred at rates similar to those in men. 

ACIPHEX is indicated for short-term (4 to 8 weeks) treatment in the healing and symptomatic relief of erosive cra use TET STIRS HTH UAE er ACI PHEREOS eR GE Oe wae wears 
ee ce ee eee tional 8-week course o v D 

Maintenance of Healing of Erosive or Ulcerative Gastroesophageal Reflux Disease (GERD) Soue sees and ae ented co re has oe sales eres in respons between the 

ACIPHEX" is indicated for maintaining healing and reduction in relapse rates of heartburn symptoms in patients uae ate ients, but greater sensitivity of some older individuals cannot be ruled out. 
with erosive or ulcerative gastroesophageal reflux disease (GERD Maintenance] 
Healing of Duodenal es a d ! Worldwide, over 2900 patients have been treated with rabeprazole in Phase II-III clinical trials involving various 
ACIPHEX" is indicated for short-term (up to four weeks) treatment in the healing and symptomatic relief of dosages and durations of treatment. In general, rabeprazole treatment has been well-tolerated in both short- 
duodenal ulcers. Most patients heal within four weeks. term and long-term trials. The adverse events rates were generally similar between the 10 and 20 mg doses. 

[Reatrent of Fetnclagtea yp reetretoy Condos [neue Zo inget Elson § ydroma Perce CNR eee neces p0ssiy He ral to treatment appearing in greater i - i it ( 
Aa Nn er este paola per sete tony cond onsa cde 920 Ions than 1% of ACIPHEX™ patients and appearing with greater frequency than placebo in controlled North 

‘ ‘American and European trials, the incidence of headache was 2.4% (n=1552) for ACIPHEX™ versus 1.6% 
CONTRAINDICATIONS SO a (n=258) for placebo. 

Fabeprazle is containccaed in patients with known typersenitly to rabeprazole, substituted benzimidazoles chor and long-term studies, the follwing adverse events, regardless of causal, vere reported in ACIPHEXT™ 
ye treated patients. Rare events are those reported in <1/1000 patients. 

PRECAUTIONS Body as a Whole: asthenia, fever, allergio reaction, chills, malaise, chest pain substernal, neck rigidity, photo- 
General sensitivity reaction. Rare: abdomen enlarged, face edema, hangover effect. Cardiovascular System: hypertension, 
Symptomatic response to therapy with rabeprazole does not preclude the presence of gastric malignancy. myocardial infarct, electrocardiogram abnormal, migraine, syncope, angina pectoris, bundle branch block, 
Patients with healed GERD were treated for up to 40 months with rabeprazole and monitored with serial gastric palpitation, sinus bradycardia, tachycardia. Rare: bradycardia, pulmonary embolus, supraventricular tachycardia, 
ls ie oH H. aes ean ne of oe pall) ie 1 rained Iapoctat caiooal thrombophlebitis, vasodilation, QTC prolongation and ventricular tachycardia, Digestive System: diarrhea, nausea, 
changes in the gastric mucosa. Patients with H. pylori infection at baseline ol patients) had mild or abdominal pain, vomiting, dyspepsia, flatulence, constipation, dry mouth, eructation, gastroenteritis, rectal 
moderate inflammation in the gastric body or mild inflammation in the gastric antrum. Patients with mild hemorrhage, melena, anorexia, cholelithiasis, mouth ulceration, stomatitis, dysphagia, gingivitis, cholecystitis, 
grades of infection or inflammation in the gastric body tended to change to moderate, whereas those graded increased appetite, abnormal stools, colitis, esophagitis, glossitis, pancreatitis, proctitis. Rare: bloody diarrhea, 
‘moderate at baseline tended to remain stable. Patients with mild grades of infection or inflammation in the gas- cholangitis, duodenitis, gastrointestinal hemorrhage, hepatic encephalopathy, hepatitis, hepatoma, liver fatty 
tric antrum tended to remain stable. At baseline 8% of patients had atrophy of glands in the gastric body and deposit, salivary gland enlargement, thirst. Endocrine System: hyperthyroidism, hypothyroidism. Hemic & 
15% had atrophy in the gastric antrum. At endpoint, 15% of patients had atrophy of glands in the gastric body Lymphatic System: anemia, ecchymosis, lymphadenopathy, hypochromic anemia. Metabolic & Nutritional 

and 4 % ‘eg oy a ite seine aru Pecan 4% of patients had intestinal metaplasia at some Disorders: peripheral edema, edema, weight gain, gout, dehydration, weight loss. Musculo-Skeletal System: 
point during follow-up, but no i ‘were . myalgia, arthritis, leg cramps, bone pain, arthrosis, bursitis. Rare: twitching. Nervous System: insomnia, anxiety, 
Information for Patients dizziness, depression, nervousness, somnolence, hypertonia, neuralgia, vertigo, convulsion, abnormal dreams, 
Patients should be cautioned that ACIPHEX™ delayed-release tablets should be swallowed whole. The tablets libido decreased, peso paresthesia, tremor. Rare: agitation, amnesia, confusion, extrapyramidal syndrome, 
should not be chewed, crushed, or split. hyperkinesia. Respiratory System: dyspnea, asthma, epistaxis, laryngitis, hiccup, hyperventilation. Rare: apnea, 
Drug Interactions hypoventilation. Skin and Appendages: rash, pruritus, sweating, urticaria, alopecia. Rare: dry skin, herpes zoster, 
Rabeprazole is metabolized by the cytochrome P450 (CYP450) drug metabolizing enzyme system. Studies in psoriasis, skin discoloration. Special Senses: cataract, amblyopia, glaucoma, dry eyes, abnormal vision, tinnitus, 
healthy subjects have shown that rabeprazole does not have clinically significant interactions with other drugs otitis media, Rare: corneal opacity, blurry vision, diplopia, deafness, eye pain, retinal degeneration, strabismus. 
metabolized by the CYP450 system, such as warfarin and theophyline given as single oral doses, diazepam as a Legal an Cai cen) feu Siena ses eu facilis melita polyuria, 
single intravenous dose, and phenytoin given as a single intravenous dose (with supplemental oral dosing). iare: breast enlargement, hematuria, impotence, leukorrhea, menorrhagia, orchitis, urinary incont upence. 
In vitro incubations employing human liver microsomes indicated that rabeprazole inhibited cyclosporine Laboratory Values: The following changes in laboratory parameters were reported as adverse events: abnormal 
metals wah an faa fe misono a ea that is over 50 times higher than the C,., in healthy platelets, albuminuria, creatine Pheer tigre eo mnorsis ahve Iypetenolesierena, pet 
volunteers following 14 days of dosing with 20 mg of rabeprazole. This glycemia, hyperlipemia, hypokalemia, hyponatremia, leukocytosis, 
degree of inhibition is similar to that by omeprazole at equivalent leukorrhea, liver function tests abnormal, prostatic specific sien 

concentrations. increase, SGPT increased, urine abnormality, WBC abnormal. 
Rabeprazole produces sustained inhibition of gastric acid secretion, NEW _OnCE-A-DAY in contre crcl sues, 3/1456 (0.2%) patients tented wth 
An interaction with compounds which are dependent on gastric pH = ) rabeprazole and 2/237 (0.8%) patients treated with placebo devel- 
for absorption may occur due to the magnitude of acid suppression — oe oped treatment-emergent abnormalities (which were either new on 
‘observed Hi oeniane For oar in normal subjects, eae E a ae sal i an ae tu nee 1 ead 
istration of rabeprazole 20 mg QD resulted in an approximately 30% value) in , , or both. None of the three 
decrease in the bioavailability of Ketoconazole and ine W the Fi rabeprazole batienis Sree Chills, fever, right upper quadrant 
AUC and Cru, for digoxin of 19% and 29%, respectively. Therefore, y al pain, nausea or jaundice. 
patients may need to be monitored when such drugs are taken Ic a EDlc aZO eI SO UM Post-Marketing Adverse Events: Additional adverse events reported 
concomitantly with rabeprazole. Co-administration of rabeprazole 20-MG TABLETS from worldwide marketing experience with rabeprazole sodium 
at aula ts branes no clinically relevant changes in plasma Baa are: mie death, coma ad Soe sare Rm ab 
rabeprazole concentrations. myolysis, disorientation and delirium, bullous and other drug 
Carcinogenesis, Mutagenesis, Impairment of Fertility eruptions of the skin, interstitial pneumonia, and TSH elevations. In 
In a 88/104-week carcinogenicity study in CD-1 mice, rabeprazole at most instances, the relationship to rabeprazole sodium was unclear. In 
oral doses up to 100 mg/kg/day did not produce any increased tumor occurrence. The highest tested dose addition, agranulocytosis, hemolytic anemia, leukopenia, pancytopenia, and thrombocytopenia have been reported. 

(pasa AUCs» O86 nomrml) ae econmenved dosefo GERO (20 nadjy'ina'Wt-vesk cae. Serie eae { of oer Tv eon aan cote Plasma AUCo-co = 0.88 ygehr/mL) at the recor yy). }-week carcino- jecause strategies for the management of overdose are continually evolving, it is advisable to contact a 
genicity study in Sprague-Dawley rats, males were treated with oral doses of 5, 15, 30 and 60 mg/kg/day and Poison Control Center to determine the latest recommendations for the management of an overdose of any 
females with 5, 15, 30, 60 and 120 mg/kg/day. Rabeprazole produced gastric enterochromaffin-like (ECL) cell drug. There has been no experience with large overdoses with rabeprazole. Seven reports of accidental overdosage 
hyper ee and ee a aE oT aed iimors in female rats iH all ests aera ye chest with rabeprazole have been received. The maximum reported overdose was 80 mg. There were no clinical aoe ee 
tested dose. The lowest dose (5 mg/kg/day) produced a systemic exposure to rabeprazole of about symptoms associated with any reported overdose. Patients with Zollinger-Ellison syndrome have been treated witt 

0.1 jigehr/mL which is about 0.1 times the human exposure at the recommended dose for GERD. In male rats, up to 120 mg rabeprazole QD. No specific antidote for rabeprazole is known. Rabeprazole is extensively protein 
no treatment related tumors were observed at doses up to 60 mg/kg/day producing a rabeprazole plasma exposure bound and is not reacily dialyzable. In the event of overdosage, treatment should be symptomatic and supportive 
(AUC) of about 0.2 ugshriml. (0.2 times the human exposure at the recommended dose for GERD). Single oral doses of rabeprazole at 786 mg/kg and 1024 mg/kg were lethal to mice and rats, respectively. The 
Rabeprazole was positive in the Ames test, the Chinese hamster ovary cell (CHO/HGPRT) forward gene mutation single oral dose of 2000 mg/kg was not lethal to dogs. The major symptoms of acute toxicity were hypoactivity, 
test and the mouse lymphoma cell (L5178Y/TK+/-) forward gene mutation test. Its demethylated-metabolite was, labored respiration, lateral or prone position and convulsion in mice and rats and watery diarrhea, tremor, 
also positive in the Ames test. Rabeprazole was negative in the in vitro Chinese hamster lung cell chromosome convulsion and coma in dogs. 

aberration us the in vivo mouse micronucleus test, and the in vivo and ex vivo rat hepatocyte unscheduled DNA DOSAGE AND ADMINISTRATION 
synthesis (UDS) tests. Healing of Erosive or Ulcerative Gastroesophageal Reflux Disease (GERD) 
Rabeprazole at intravenous doses up to 30 mg/ka/day (plasma AUC of 8.8 ugshr/mL, about 10 times the human The recommended adult oral dose is one ACIPHEX™ 20 mg delayed-release tablet to be taken once daily for 
or at the ene dose for GERD) was found to have no effect on fertility and reproductive perfor- four to eight weeks. (See INDICATIONS AND USAGE). For those patients who have not healed after 8 weeks of 
mance of male and female ra treatment, an additional 8-week course of ACIPHEX™ may be considered, 
Pregnancy Maintenance of Healing of Erosive or Ulcerative Gastroesophageal Reflux Disease (GERD Maintenance) 
Teratogenic Effects. Pregnancy Category B: Teratology studies have been performed in rats at intravenous doses The recommended adult oral dose is one ACIPHEX™ 20 mg delayed-release tablet to be taken once daily. (See 
up to 50 mg/kg/day (plasma AUC of 11.8 ygshr/mL, about 13 times the human exposure at the recommended INDICATIONS AND USAGE). 

Se Fem Ae Mirai GERD) Rae ele Or aero orinnea clio: Tenn rn rower aut wala ACIPHEX™ 20 mg delayed-release tablet to be take daily afte luman exposure at the recommended dose for a i impai lity or recommended adult oral dose is one mg delayed-release tablet to be taken once daily after 
harm to the fetus due to rabeprazole. There are, however, no adequate and well-controlled studies in pregnant the morning meal for a period up to four weeks. (See INDICATIONS AND USAGE). Most patients with duodenal 

vemeh Because animal ieoronuaion aus are not always predictive of human response, this drug should be ulcer heal within four weeks. A few patients may require additional therapy to achieve healing. 
used during pregnancy only if clearly needed. ‘Treatment of Pathological Hypersecretory Conditions Including Zollinger-Ellison Syndrome 
Nursing Mothers The dosage of ACIPHEX™ in patients with pathologic hypersecretory conditions varies with the individual 
Following intravenous administration of '*C-labeled rabeprazole to lactating rats, radioactivity in milk reached patient. The recommended adult oral starting dose is 60 mg once a day. Doses should be adjusted to individual 
levels that were 2- to 7-fold higher than levels in the blood. It is not known if unmetabolized rabeprazole is patient needs and should continue for as long as clinically indicated. Some patients may require divided doses. 
excreted in human breast milk. Administration of fepenrazob fe in late ceon a during lactation at poe up o som QD and 0 ue ene ia Senne ‘Some patients with Zollinger-Ellison syndrome 
doses of 400 mg/kg/day (about 195-times the human dose based on mg/m’) resulted in decreases in body lave been treated continuously wit for up to one year. 
weight gain of the pups. Since many drugs are excreted in milk, and because of the potential for adverse reactions No dosage adjustment is necessary in elderly patients, in patients with renal disease or in patients with mild to 
ee infants from tae r aco aon cone bd made to discontinue nursing or discontinue the drug, moderate hepatic impairment. Administration of rabeprazole to patients with mild to moderate liver impairment 

taking into account the importance of the drug to the mother. resulted in increased exposure and decreased elimination. Due to the lack of clinical data on rabeprazole in 
Pediatric Use patients with severe hepatic impairment, caution should be exercised in those patients. 
The safety and efficacy of rabeprazole in pediatric patients has not been established. ACIPHEX™ tablets should be swallowed whole. The tablets should not be chewed, crushed, or split. 
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ONCE-A-DAY 

A i CipHex’ 
6 | | “fabenrazole sodium 

Lae 20-MG TABLETS ty 
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. @ Healing and symptomatic relief of erosive GERD 

© Maintenance of healed erosive GERD 

@ Reduction in relapse rates of erosive GERD 
© 2 heartburn symptoms 

@ Healing and symptomatic relief of duodenal ulcers 

© Treatment of pathological hypersecretory conditions 
including Zollinger-Ellison syndrome (ZES) 
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ACIPHEX”: CONSISTENT 
MAINTENANCE OF LONG-TERM 

ara 

ACIPHEX: aay 
Endoscopically 
proven to maintain *p<0.001 vs placebo. 

healing for SE Ge 
52 weeks u . SS 

is \ n=160 

Be 60 - \ Study 2* 

oe 40 - Bae Stud ce ® S [29% stusy 2, 
a and 

Combined 

Os ae 
04 3) 26 39 52 

Week 

Study 1 (n=137): Study 2 (n=192): 
1 ACIPHEX 20 mg once daily A ACIPHEX 20 mg once daily 

O placebo @ placebo 

Taken from 2 US, 52-week, multicenter, double-blind, randomized, 

multiple-dose, placebo-controlled studies of patients with healed 
ulcerative or erosive GERD (N=488) 

P Continued relief of major erosive GERD symptoms 
a” for 52 weeks 
EK Be ——_——— 

ie 43, Percent of patients “ea ae 
y roe , without relapse in: Daytime heartburn 94% to 97% 

j ss Nighttime heartburn 91% to 98% 

es 
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; - ij ehh Ds. ANY Please see brief summary of prescribing information 
- <a A Wwe eS at the end of this advertisement. 
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y @ © All-day, all-night acid contro? ‘t 
Mh © Anexcellent safety profile ss 

Se Za GEE In clinical trials the most common side effect assessed as possibly 

3 7 z eZ ‘s related to ACIPHEX was headache (2.4% vs 1.6% for placebo). gy 

p id aeors oe os — Symptomatic response to therapy does not preclude the presence <a) 

a E = a =~ of gastric malignancy. ACIPHEX is contraindicated in patients with 

y Vy known hypersensitivity to rabeprazole, substituted benzimidazoles, .™\ 

! MG or to any component of the formulation. \ \ 
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Before prescribing, please consult complete prescribing information of which the following is a brief ‘summary. Use in Women 
INDICATIONS AND USAGE Duodenal ulcer and erosive esophagitis healing rates in women are similar to those in men. Adverse events and 
Healing of Erosive or Ulcerative Gastroesophageal Reflux Disease (GERD) laboratory test abnormalities in women occurred at rates similar to those in men. 
ACIPHEX? is indicated for short-term (4 to 8 weeks) treatment in the healing and symptomatic relief of erosive Geriatric Use o. 4 or ulcerative gastroesophageal reflux disease (GERD). For those patients who have not healed after 8 weeks of Of the total number of subjects in clinical studies of ACIPHEX®, 19% were 65 years and over, while 4% were 75 treatment, an additional 8-week course of ACIPHEX® may be considered. years and Oe No oe aay in ay oe Fedieless warereusatved bebe sae ae aid 
Maintenance of Healing of Erosive or Ulcerative Gastroesophageal Reflux Disease (GERD) younger subjects, and other clinical experience has not identified differences in responses between the ACIPHEX® is indicated for maintaining healing and reduction in relapse rates of heartburn symptoms in patients elderly and younger patients, but greater sensitivity of some older individuals cannot be ruled out with erosive or ulcerative gastroesophageal reflux disease (GERD Maintenance). ADVERSE REACTIONS i Heng of buofer er Ee el A li fey allied Ronee 2 ig i tt | i ACIPHEX® is indicated for short-term (up to four weeks) treatment in the healing and symptomatic relief of and long-term trials, The adverse events rates were generaly similar between the 10 and 20 mg doses, 
ae ete Ms tts el WO a eels Incidence in Controlled North American and European Clinical Trials Treatment of Pathological Hypersecretory Conditions, Including Zollinger-Ellison Syndrome ivarranalsh . @ r sy lysis of adverse events assessed as possibly or probably related to treatment appearing in greater than a if ete for the long-term treatment of pathological hypersecretory conditions including Zollinger- 1% of ACIPHEX® patients and appearing with greater frequency than placebo in controlled North American and cl AINGAAICRH oNs European trials, the incidence of headache was 2.4% (n=1552) for ACIPHEX® versus 1.6% (n=258) for placebo. 
Rabeprazole is contraindicated in patients with known hypersensitivity to rabeprazole, substituted benzimidazoles oe TU atte cacao e ie ae ‘of causality, Were reported in ACIPHEX 
Or fo any componientof the formulation. Body as a Whole: asthenia, fever, allergic reaction, chills, malaise, chest pain substernal, neck rigidity, photosensitivity PRECAUTIONS reaction. Rare: abdomen enlarged, face edema, hangover effect. Cardiovascular System: hypertension, myocardial General : , infarct, electrocardiogram abnormal, migraine, syncope, angina pectoris, bundle branch block, palpitation, sinus ‘Symptomatic response to therapy with rabeprazole does not preclude the presence of gastric malignancy. bradycardia, tachycardia. Rare: bradycardia, pulmonary embolus, supraventricular tachycardia, thrombophlebitis, Patients with healed GERD were treated for up to 40 months with rabeprazole and monitored with serial gastric vasodilation, QTC prolongation and ventricular tachycardia. Digestive System: diarrhea, nausea, abdominal pain, biopsies. Patients without H. pylori infection (221 of 326 patients) had no clinically important pathologic vomiting, dyspepsia, flatulence, constipation, dry mouth, eructation, gastroenteritis, rectal hemorrhage, melena, changes in the gastric mucosa. Patients with H. pylori infection at baseline (105 of 326 patients) had mild or anorexia, cholelithiasis, mouth ulceration, stomatitis, dysphagia, gingivitis, cholecystitis, increased appetite, moderate inflammation in the gastric body or mild inflammation in the gastric antrum. Patients with mild grades abnormal stools, colitis, esophagitis, glossitis, pancreatitis, proctitis. Rare: bloody diarrhea, cholangitis, duodenitis, of infection or inflammation in the gastric body tended to change to moderate, whereas those graded moderate gastrointestinal hemorrhage, hepatic encephalopathy, hepatitis, hepatoma, liver fatty deposit, salivary gland at baseline tended to remain stable. Patients with mild grades of infection or inflammation in the gastric antrum. enlargement, thirst. Endocrine System: hyperthyroidism, hypothyroidism. Hemic & Lymphatic System: anemia, tended to remain stable. At baseline 8% of patients had atrophy of glands in the gastric body and 15% had ecchymosis, lymphadenopathy, hypochromic anemia. Metabolic & Nutritional Disorders: peripheral edema, atrophy in the gastric antrum. At endpoint, 15% of patients had atrophy of glands in the gastric body and 11% edema, weight gain, gout, dehydration, weight loss. Musculo-Skeletal System: myalgia, arthritis, leg cramps, bone had atrophy in the gastric antrum. Approximately 4% of patients had intestinal metaplasia at some point during pain, arthrosis, bursitis. Rare: twitching. Nervous System: insomnia, anxiety, dizziness, depression, nervousness, follow-up, but no consistent changes were seen somnolence, hypertonia, neuralgia, vertigo, convulsion, abnormal dreams, libido decreased, neuropathy, paresthesia, Information for Patients ‘tremor. Rare: agitation, amnesia, confusion, extrapyramidal syndrome, hyperkinesia. Respiratory System: dyspnea, Patients should be cautioned that ACIPHEX® delayed-release tablets should be swallowed whole. The tablets asthma, epistaxis, laryngitis, hiccup, hyperventilation. Rare: apnea, hypoventilation. Skin and Appendages: rash, should not be chewed, crushed, or split. pruritus, sweating, urticaria, alopecia. Rare: dry skin, herpes zoster, psoriasis, skin discoloration. Special Senses: 
Drug Interactions Cataract, amblyopia, glaucoma, dry eyes, abnormal vision, tinnitus, otitis media. Rare: corneal opacity, blurry vision, Rabeprazole is metabolized by the cytochrome P450 (CYP450) drug metabolizing enzyme system. Studies in diplopia, deafness, eye pain, retinal degeneration, strabismus. Urogenital System: cystitis, urinary frequency, healthy subjects have shown that rabeprazole does not have clinically significant interactions with other drugs dysmenorrhea, dysuria, Kidney calculus, metrorrhagia, polyuria. Rare: breast enlargement, hematuria, impotence metabolized by the CYP450 system, such as warfarin and theophylline given as single oral doses, diazepam as a leukorrhea, menorrhagia, orchitis, urinary incontinence, 
single intravenous dose, and phenytoin given as a single intravenous dose (with supplemental oral dosing). In vitro Laboratory Values: The following changes in laboratory parameters were reported as adverse events: abnormal incubations employing human liver microsomes indicated that rabeprazole inhibited cyclosporine metabolism with platelets, albuminuria, creatine phosphokinase increased, erythrocytes abnormal, hypercholesteremia, hyperglycemia, aN ICsp of 62 micromolar, a concentration that is over 50 times higher than the Cis, in healthy volunteers following hyperlipemia, hypokalemia, hyponatremia, leukocytosis, leukorrhea, liver function tests abnormal, prostatic specific 14 days of dosing with 20 mg of rabeprazole. This degree of inhibition is antigen increase, SGPT increased, urine abnormality, WBC abnormal. similar to that by omeprazole at equivalent concentrations. In controlled clinical studies, 3/1456 (0.2%) patients treated with Rabeprazole produces sustained inhibition of gastric acid secretion. ONCE-A-DAY rabeprazole and 2/237 (0.8%) patients treated with placebo developed An interaction with compounds which are dependent on gastric pH treatment-emergent abnormalities (which were either new on study for absorption may occur due to the magnitude of acid suppression e of present at study entry with an increase of 1.25 x baseline value) observed with rabeprazole. For example, in normal subjects, co- @ in SGOT (AST), SGPT (ALT), or both. None of the three rabeprazole administration of rabeprazole 20 mg QD resulted in an approximately Ci ex patients experienced chills, fever, right upper quadrant pain, nausea 
30% decrease in the bioavailability of Ketoconazole and increases in or jaundice. 
the AUC and C,,., for digoxin of 19% and 29%, respectively. ih Post-Marketing Adverse Events: Additional adverse events reported Therefore, patients may need to be monitored when such drugs are I abe NK azole sodum from worldwide marketing experience with rabeprazole sodium are: taken concomitantly with rabeprazole. Co-administration of rabepra- ‘sudden death, coma and hyperammonemia, jaundice, rhabdomyolysis, ole and antacids produced no clinically relevant changes in plasma 20-MG TABLETS disorientation and delirium, anaphylaxis, angioedema, bullous and fabeprazole concentrations. - : other drug eruptions of the skin, interstitial pneumonia, and TSH ele- Carcinogenesis, Mutagenesis, Impairment of Fertility 24-hour acid control from the first dose vations. In most instances, the relationship to rabeprazole sodium was 
In a 88/104-week carcinogenicity study in CD-1 mice, rabeprazole at Unclear. In addition, agranulocytosis, hemolytic anemia, leukopenia, oral doses up to 100 mg/kg/day did not produce any increased tumor pancytopenia, and thrombocytopenia have been reported. Occurrence. The highest tested dose produced a systemic exposure to rabeprazole (AUC) of 1.40 yigehr/mL. OVERDOSAGE : Which is 1.6 times the human exposure (plasma AUCy.2. = 0.88 gehr/mL) at the recommended dose for GERD Because strategies for the management of overdose are continually evolving, it is advisable to contact a (20 mg/day). In a 104-week carcinogenicity study in Sprague-Dawley rats, males were treated with oral doses of Poison Control Center to determine the latest recommendations for the management of an overdose of any 5, 15, 30 and 60 mg/kg/day and females with 5, 15, 30, 60 and 120 mg/kg/day. Rabeprazole produced gastric drug. There has been no experience with large overdoses with rabeprazole. Seven reports of accidental overdosage enterochromaffin-like (ECL) cell hyperplasia in male and female rats and ECL cell carcinoid tumors in female rats with rabeprazole have been received. The maximum reported overdose was 80 mg. There were no clinical signs or at all doses including the lowest tested dose. The lowest dose (5 mg/kg/day) produced a systemic exposure to symptoms associated with any reported overdose. Patients with Zollinger-Ellison syndrome have been treated with fabeprazole (AUC) of about 0.1 ygehr/mL which is about 0.1 times the human exposure at the recommended up to 120 mg rabeprazole QD. No specific antidote for rabeprazole is known. Rabeprazole is extensively protein dose for GERD. In male rats, no treatment related tumors were observed at doses up to 60 mg/kg/day producing bound and is not readily dialyzable. In the event of overdosage, treatment should be symptomatic and supportive. a rabeprazole plasma exposure (AUC) of about 0.2 geht/mL (0.2 times the human exposure at the recommended Single oral doses of rabeprazole at 786 mg/kg and 1024 mg/kg were lethal to mice and rats, respectively, The dose for GERD). single oral dose of 2000 mg/kg was not lethal to dogs. The major symptoms of acute toxicity were hypoactivity, Rabeprazole was positive in the Ames test, the Chinese hamster ovary cell (CHO/HGPRT) forward gene mutation labored respiration, lateral or prone position and convulsion in mice and rats and watery diarrhea, tremor, test and the mouse lymphoma cell (L5178Y/TK+/-) forward gene mutation test. Its demethylated-metabolite was convulsion and coma in dogs. 
also positive in the Ames test. Rabeprazole was negative in the in vitro Chinese hamster lung cell chromosome DOSAGE AND ADMINISTRATION 
aberration test, the in vivo mouse micronucleus test, and the /n vivo and ex vivo rat hepatocyte unscheduled DNA Healing of Erosive or Ulcerative Gastroesophageal Reflux Disease (GERD) synthesis (UDS) tests. The recommended adult oral dose is one ACIPHEX® 20 mg delayed-release tablet to be taken once daily for Rabeprazole at intravenous doses up to 30 mg/kg/day (plasma AUC of 8.8 ugehr/mL, about 10 times the human four to eight weeks. (See INDICATIONS AND USAGE). For those patients who have not healed after 8 weeks of exposure at the recommended dose for GERD) was found to have no effect on fertility and reproductive performance treatment, an additional 8-week course of ACIPHEX® may be considered. 
of male and female rats. Maintenance of Healing of Erosive or Ulcerative Gastroesophageal Reflux Disease (GERD Maintenance) Pregnancy The recommended adult oral dose is one ACIPHEX® 20 mg delayed-release tablet to be taken once daily. (See Teratogenic Effects. Pregnancy Category B: Teratology studies have been performed in rats at intravenous doses INDICATIONS AND USAGE). 
up to 50 mg/kg/day (plasma AUC of 11.8 ygehr/mL, about 13 times the human exposure at the recommended Healing of Duodenal Ulcers 
dose for GERD) and rabbits at intravenous doses up to 30 mg/kg/day (plasma AUC of 7.3 tigeht/mL, about 8 ‘The recommended adult oral dose is one ACIPHEX® 20 mg delayed-release tablet to be taken ance daily after times the human exposure at the recommended dose for GERD) and have revealed no evidence of impaired fertility the morning meal for a period up to four weeks. (See INDICATIONS AND USAGE). Most patients with duodenal or harm to the fetus due to rabeprazole. There are, however, no adequate and well-controlled studies in pregnant ulcer heal within four weeks. A few patients may require additional therapy to achieve healing. women. Because animal reproduction studies are not always predictive of human response, this drug should be Treatment of Pathological Hypersecretory Conditions Including Zollinger-Ellison Syndrome used during pregnancy only if clearly needed. ‘The dosage of ACIPHEX® in patients with pathologic hypersecretory conditions varies with the individual patient, Nursing Mothers The recommended adult oral starting dose is 60 mg once a day, Doses should be adjusted to individual patient Following intravenous administration of '*C-labeled rabeprazole to lactating rats, radioactivity in milk reached levels needs and should continue for as long as clinically indicated. Some patients may require divided doses. Doses that were 2- to 7-fold higher than levels in the blood. It is not known if unmetabolized rabeprazole is excreted in up to 100 mg QD and 60 mg BID have been administered. Some patients with Zollinger-Ellison syndrome have human breast milk. Administration of rabeprazole to rats in late gestation and during lactation at doses of been treated continuously with ACIPHEX? for up to one year. 
400 mg/kg/day (about 195-times the human dose based on mg/m’) resulted in decreases in body weight gain of No dosage adjustment is necessary in elderly patients, in patients with renal disease or in patients with mild to the pups. Since many drugs are excreted in milk, and because of the potential for adverse reactions to nursing moderate hepatic impairment. Administration of rabeprazole to patients with mild to moderate liver impairment infants from rabeprazole, a decision should be made to discontinue nursing or discontinue the drug, taking into Fesulted in increased exposure and decreased elimination. Due to the lack of clinical data on rabeprazole in account the importance of the drug to the mother. Patients with severe hepatic impairment, caution should be exercised in those patients. Pediatric Use ACIPHEX® tablets should be swallowed whole. The tablets should not be chewed, crushed, or split ‘The safety and effectiveness of rabeprazole in pediatric patients have not been established. AX-25 
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