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For the use of a Registered Medical Practitioner or a
Hospital or a Laboratory only

BAROLE

Enteric Coated Rabeprazole Sodium
Capsules 10mg/20mg

COMPOSITION :

BAROLE 10

Each capsule contains :
Rabeprazole Sodium 10mg
(As enteric coated pellets)

BAROLE 20

Each capsule contains :
Rabeprazole Sodium 20mg
(As enteric coated pellets)

DESCRIPTION:

BAROLE, brand of Enteric coated Rabeprazole Sodium
Capsules, contains Rabeprazole, which is a substituted
benzimidazole that inhibits gastric acid secretion.
Rabeprazole sodium is known chemically as :
2-[[4-(8-methoxypropoxy)-3-methyl-2-pyridinyl]sulfinyl]-1H-
benzimidazole sodium salt. It has an empirical formula of
C,;H,N,NaO,S and amolecular weight of 381.43.

The structural formula is as follo'xvs:
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Barole 10 is available as brown spherical to oval pellets
encapsulated in size '5' hard gelatin unprinted capsules with red
opaque cap and white opaque body.

Barole 20 is available as brown spherical to oval pellets
encapsulated in size ‘3’ hard gelatin unprinted capsules with
brown opaque cap and red opaque body.

INACTIVE INGREDIENTS

Non pareil seeds, Hypromellose, Sodium Hydroxide, Light
Magnesium carbonate, Purified Talc, Methacrylic acid
copolymer dispersion, Macrogol, Titanium dioxide, Ferric
oxide (Red), Ferric oxide (Black).

CLINICALPHARMACOLOGY :

Rabeprazole belongs to a class of antisecretory compounds
(substituted benzimidazole proton-pump inhibitors) that do
not exhibit anticholinergic or histamine H2-receptor
antagonist properties, but suppress gastric acid secretion by
inhibiting the gastric H+, K+ ATPase at the secretory surface
of the gastric parietal cell. Because this enzyme if regarded
as the acid (proton) pump within the parietal cell,
Rabeprazole has been characterized as a gastric proton-
pump inhibitor. Rabeprazole blocks the final step of gastric
acid secretion. In gastric parietal cells, Rabeprazole is
protonated, accumulates, and is transformed to an active
sulfonamide.

PHARMACOKINETICS :

After oral administration of 20 mg Rabeprazole, peak
plasma concentrations (Cmax) of Rabeprazole occur over a
range of 2.0 to 5.0 hours (Tma). There is no appreciable
accumulation when doses of 10 mg to 40 mg are
administered every 24 hours; the pharmacokinetics of
rabeprazole is not altered by multiple dosing. The plasma
half-life ranges from 1to 2 hours.

Following oral administration of 20 mg Rabeprazole, it is
absorbed and can be detected in plasma by 1 hour. Absolute
bioavailability for a 20 mg oral capsule of Rabeprazole is
approximately 52%. Rabeprazole is 96.3% bound to human
plasma proteins.

Rabeprazole is extensively metabolized. The thioether and
sulphone are the primary metabolites measured in human
plasma. These metabolites were not observed to have
significant antisecretory activity. /n vitro studies have
demonstrated that Rabeprazole is primarily metabolized in
the liver by cytochromes P450 3A (sulphone metabolite) and
2C19 (desmethyl Rabeprazole). 90% of the drug is
eliminated in the urine, primarily as thioether carboxylic acid;
its glucuronide, and mercapturic acid metabolites.

The anti-secretory effect begins within one hour after oral
administration of 20 mg Rabeprazole. The median inhibitory
effect of Rabeprazole on 24 hour gastric acidity is 88% of
maximal after the first dose. Rabeprazole 20 mg inhibits
basal and peptone meal-stimulated acid secretion versus
placebo by 86% and 95%, respectively and increases the
percent of a 24-hour period that the gastric pH>3 from 10%
to 65%. This relatively prolonged pharmacodynamic action
compared to the short pharmacokinetic half-life (1-2 hours)
reflects the sustained inactivation of the H+, K+ATPase.

SPECIAL POPULATIONS :

Geriatric : Reported data from clinical studies in healthy
elderly subjects indicates that AUC values are
approximately doubled and Cmax increased by 60 %
compared to values in a parallel younger control group.
There was no evidence of drug accumulation after once daily
dosing.

Pediatric : The pharmacokinetics of Rabeprazole in
pediatrics has notbeen studied.

Gender and race : In analysis of body mass and weight,
Rabeprazole pharmacokinetics showed no clinically
significant differences between male and female volunteers.
Renal disease : No clinically significant difference was
observed in the pharmacokinetics of Rabeprazole between
healthy volunteers and patients requiring maintenance
haemodialysis.

Hepatic disease : Reported data from single dose clinical
study indicates that AUC & elimination half lives are doubled
in patients with mild to moderate liver cirrhosis as compared
to healthy volunteers. No information exists on Rabeprazole
disposition in patients with severe hepatic impairment.

INDICATIONS

Healing of Erosive or Ulcerative GERD in Adults
Rabeprazole capsules are indicated for short-term (4 to 8
weeks) treatment in the healing and symptomatic relief of
erosive or ulcerative gastroesophageal reflux disease
(GERD). For those patients who have not healed after 8 weeks
of treatment, an additional 8-week course of Rabeprazole
may be considered.

Maintenance of Healing of Erosive or Ulcerative GERD in
Adults

Rabeprazole capsules are indicated for maintaining healing
and reduction in relapse rates of heartburn symptoms in
patients with erosive or ulcerative gastroesophageal reflux
disease (GERD Maintenance). Controlled studies do not
extend beyond 12months.

Treatment of Symptomatic GERD in Adults

Rabeprazole capsules are indicated for the treatment of
daytime and nighttime heartburn and other symptoms
associated with GERD in adults for up to 4 weeks.

Healing of Duodenal Ulcers in Adults

Rabeprazole capsules are indicated for short-term (up to four
weeks) treatment in the healing and symptomatic relief of
duodenal ulcers. Most patients heal within four weeks.

Helicobacter Pylori Er to reduce the risk of
Duodenal Ulcer Recurrence in adults

Rabeprazole capsules, in combination with amoxicillin and
clarithromycin as a three drug regimen, are indicated for the
treatment of patients with H. pylori infection and duodenal
ulcer disease (active or history within the past 5 years) to

eradicate H. pylori. Eradication of H. pylori has been shown to
reduce the risk of duodenal ulcer recurrence.

In patients who fail therapy, susceptibility testing should be
done. If resistance to clarithromycin is demonstrated or
susceptibility testing is not possible, alternative antimicrobial
therapy should be instituted.

Treatment of Pathological Hypersecretory Conditions,
Including Zollinger-Ellison Syndrome in adults
Rabeprazole capsules are indicated for the long-term
treatment of pathological hypersecretory conditions,
including Zollinger-Ellison syndrome.

of Symp GERD in Adol
12 Years of Age and Older
Rabeprazole capsules are indicated for the treatment of
symptomatic GERD in adolescents 12 years of age and above
forupto8weeks.

DOSAGE AND ADMINISTRATION

Table 1 shows the recommended dosage of Rabeprazole
capsules in adults and adolescent patients 12 years of age
and older.

Table 1: Recommended Dosage and Duration of Rabeprazole
capsulesin Adults and Adolescents 12 Years of Age and Older

Patients

Dosage of Treatment
Indication Rabeprazole capsules Duration
Adults
Healing of Erosive or
\Ulcerative Gastroesophageal 20 mg once daily 410 8 weeks*

Reflux Disease (GERD)
Maintenance of Healing of

Controlled studies do

Erosive or Ulcerative GERD 20 mg once daily not extend
beyond 12 months
Symptomatic GERD i ek
i Adults 20 mg once daily Up to 4 weeks
Healing of Duodenal Ulcers | 20 mg once daily after Up to 4 weeks™**
the morning meal
Helicobacter pylori | Rabeprazole capsules 7-days
Eradication to Reduce the 20mg
Risk of Duodenal Ulcer | Amoxicillin 1000mg
Recurrence Clarithromycin 500 mg

Take all three medi-
cations twice daily with
morning and evening
meals; it is
important that patients
comply with the
full 7-day
regimen

Pathological Hypersecretory | Starting dose 60 mg As long as clinically
Conditions, Including once daily then adjust indicated
Zollinger-Elison Syndrome | to patient needs; some | Some patients with

" 2 Zollinger-Ellison
patients L?slﬂ;e dvided | yndrome have been

Dosages of 100 mg treated continuously for;

4 up to one year
once daily and 60 mg
twice daily have been
administered

Adolescents 12 Years of
Age and Older

Symptomatic GERD 20 mg once daily Up to 8 weeks

* For those patients who have not healed after 8 weeks of treatment, an
additional 8-week course of Rabeprazole capsules may be considered.
** If symptoms do not resolve completely after 4 weeks, an additional
course of treatment may be considered.
*** Most patients heal within 4 weeks; some patients may require
additional therapy to achieve healing.

Administration Instructions

« Swallow Rabeprazole capsules whole. Do not chew or crush
capsules.

« For the treatment of duodenal ulcers take Rabeprazole
capsules afterameal.

« For Helicobacter pylori eradication take Rabeprazole
capsules with food.

« For all other indications Rabeprazole capsules can be taken
with or without food.

« Take a missed dose as soon as possible. If it is almost time
for the next dose, skip the missed dose and go back to the
normal schedule. Do not take two doses at the same time.

Warnings and precautions for use

Symptomatic response to therapy with rabeprazole sodium
does not preclude the presence of gastric or oesophageal
malignancy, therefore the possibility of malignancy should be
excluded prior to commencing treatment with rabeprazole.
Patients on long-term treatment (particularly those treated for
more than ayear) should be kept under regular surveillance.

A risk of cross-hypersensitivity reactions with other proton
pump inhibitor (PPI) or substituted benzimidazoles cannot be
excluded.

Patients should be cautioned that Rabeprazole capsules
should not be chewed or crushed, but should be swallowed
whole.

Rabeprazole capsules is not recommended for use in children,
asthere is no experience of its use in this group.

There have been post marketing reports of blood dyscrasias
(thrombocytopenia and neutropenia). In the majority of cases
where an alternative aetiology cannot be identified, the events
were uncomplicated and resolved on discontinuation of
rabeprazole.

Hepatic enzyme abnormalities have been seen in clinical trials
and have also been reported since market authorisation. In the
majority of cases where an alternative aetiology cannot be
identified, the events were uncomplicated and resolved on
discontinuation of rabeprazole.

No evidence of significant drug related safety problems was
seen in a study of patients with mild to moderate hepatic
impairment versus normal age and sex matched controls.
However because there are no clinical data on the use of
Rabeprazole capsules in the treatment of patients with severe
hepatic dysfunction the prescriber is advised to exercise
caution when treatment with Rabeprazole capsules is first
initiated in such patients.

Co-administration of atazanavir with Rabeprazole capsules is
notrecommended

Treatment with PPIs, including Rabeprazole capsules, may
possibly increase the risk of gastrointestinal infections such as
Salmonella, Campylobacter and Clostridium difficile.

PPIs, especially if used in high doses and over long durations
(>1 year), may modestly increase the risk of hip, wrist and
spine fracture, predominantly in older people or in presence of
other recognised risk factors. Observational studies suggest
that PPIs may increase the overall risk of fracture by 10-40%.
Some of this increase may be due to other risk factors. Patients
at risk of osteoporosis should receive care according to
current clinical guidelines and they should have an adequate
intake of vitamin D and calcium.

Severe hypomagnesaemia has been reported in patients
treated with PPIs like Rabeprazole capsules for at least three
months, and in most cases for a year. Serious manifestations of
hypomagnesaemia such as fatigue, tetany, delirium,
convulsions, dizziness and ventricular arrhythmia can occur
but they may begin insidiously and be overlooked. In most
affected patients, hypomagnesaemia improved after
magnesium replacement and discontinuation of the PPI.

For patients expected to be on prolonged treatment or who
take PPIs with digoxin or drugs that may cause hypo-
magnesaemia (e.g., diuretics), health care professionals
should consider measuring magnesium levels before starting
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PPltreatmentand periodically during treatment. omeprazole (40 mg once daily) or atazanavir 400 mg with gesz’a‘;aw urinary U?n;ryhaa Interstitia nephris
; jsorders infecion
Concomitant use of rabeprazole with methotrexate lansoprazole (60 mg once daily) to healthy volunteers B . E— We care
Literature suggests that concomitant use of PPIs with ~ resulted in a substantial reduction in atazanavir exposure. and breas disorders
methotrexate (primarily at high dose) may elevate and  1he absorption of atazanavir is pH dependent. Although not ool asosonond [Ferem [Grestyan Manufactured for :
prolong serum levels of methotrexate and/or its metabolite, ~ Studied, similar results are expected with other PPls. adminsion i Inuenea o |G MEGA LIFESCIENCES (AUSTRALIA) PTY LTD
possibly leading to methotrexate toxicities. In high-dose ~ Therefore PPIs, including rabeprazole, should not be co- condlions ness Prrexa Victoria 3810, Australia.
methotrexate administration, a temporary withdrawal of the ~ @dministered with atazanavir. nesigatons roeased | Weghtincreased ’ ’
g epatic
PPImay be considered in some patients. Methotrexate enzymes® Manufactured by :
Influence on vitamin B.,absorption » Casereports, published population pharmacokinetiostudies, 1 Includes facialsweling, hypotension and dyspriea INVENTIA HEALTHCARE LTD.
Rabeprazole sodium, as all acid-blocking medicines, may B P Y ugg e © 2: Erythema, bullous reactions and hypersensitivity reactions have usually ~ F1-F1/1, Additional Ambernath M.1.D.C
i itami i administration of PPIs and methotrexate (primarily at high i inuati n, onal ernal e

reduce the absorption of vitamin B, (cyanocobalamin) due to inistrati ethotrexate (primarily Ig resolved after discontinuation of therapy. N Ambernath (East), Thane 421506
hypo- or a- chlorhydria. This should be considered in patients ~ d0Se; see methotrexate prescribing information) may elevate 3: Rare reports of hepalic encephalopathy have been received in patients C S ’
with reduced body stores or risk factors for reduced vitamin ~ @nd prolong serum levels of methotrexate and/or its with underlying Gihosls. 11 realment of balients with severe hepatic  Maharashtra State, India.
B,, absorption on long-term therapy or if respective clinical ~ Metabolite hydroxymethotrexate. However, no formal drug rabeprazole capsules s first initiated in such patients.
symptoms are observed. interaction studies of methotrexate with PPIs have been 4: SeeWarnings and Precautions for use.

conducted. -
Subacute cutaneous lupus erythematosus (SCLE) CONTRAINDICATIONS : 2
PPIs are associated with very infrequent cases of SCLE. It ApyERSE EFFECTS Rabeprazole is contraindicated in patients with known 2
lesions occur, especially in sun-exposed areas of the skin,  The most commonly reported adverse drug reactions, during hypersensitivity to Rabeprazole, substituted benzimidazole 4
andd'lf a:c;iolmpanled 5y angratlgla,hthenﬁatlent sho;.xld ;seekl controlled clinical trials with rabeprazole were headache, orto any component of the formulation. 3
medical help promptly ani e health care professional diarrhoea, abdominal pain, asthenia, flatulence, rash and dr Q
should consider stopping Rabeprazole capsules. SCLE after  mouyth, The majority c;))f adverse events experienced duriné OVERDOSAGE AND TREATMENT : . -
previous treatment with a PPl may increase the risk of SCLE  clinical studies were mild or moderate in severity, and There has been no experience with large overdoses with
with other PPls. transientin nature. Eatt_)eptrazo_tlﬁ.z i el " have been treated
Interference with laboratory tests The following adverse events have been reported from wﬁlleun sn;”1' 20; 'n'gae'; r':g;:mc;og; ?éeD) el\‘legsreeaci?ic
Increased Chromogranin A (CgA) level may interfere with  clinicaltrial and post-marketing experience. antid 0?9 Rabe g Habep! Y (D). pe
. S > . " : " h prazole is known. Rabeprazole is extensively
investigations for neuroendocrine tumours. To avoid this ~ Frequencies are defined as: common (> 1/100, < 1/10), protein bound and is not readily dialyzable. In the event of
interference, Rabeprazole capsules treatment should be ~ uncommon (> 1/1,000, < 1/100), rare (>1/10,000, <1/1000) overdosage, treatment should be symptomatic and
stopped for at least 5 days before CgA measurements. If CgA  very rare (<1/10,000), not known (cannot be estimated from supportive.
and gastrin levels have not returned to reference range after ~ the available data).
g""a' “f:easufem,e”'v ?"Dﬁsufements should be repeated 14 g o orancioss [comman [uncammon [Rar VeryFore_[NotKaown STORAGE INSTRUCTIONS :

lays after cessation of PPl treatment. iors g Infecton Store below 25°C. Protect from light and moisture.
Pregnancy and lactation esiaions .
Pregnancy Bloodand he Neutropenia SHELF LIFE : 24 Months
There are no data on the safety of rabeprazole in human m@“ﬁmw %‘::‘oﬁicm;mpema
pregnancy. Leuoocylosis PRODUCT SPECIFICATION : Manufacturer
Reproduction studies performed in rats and rabbits have gﬂmudnesvstem Hypersensitviy'2
revealed no evidence of impaired fertility or harm to the foetus o PRESENTATION :
due to rabeprazole sodium, although low foeto-placental |V fooresa R BAROLE Capsules are available in strengths of 10 mg &
transfer occurs in rats. Rabeprazole is contraindicated during mia' 20mg. 10 capsules in each strip.
pregnancy. Insomnia Depression Confusion ® 100capsules (10x10’s)inabox
Breastfeeding . B e i L @ 30capsules (3 x10's)inabox
It is not known whether rabeprazole sodium is excreted in
human breast milk. No studies in breast-feeding women have ~ |Fredsoes Visual disturbance NOTE :
been performed. Rabeprazole sodium is however excretedin  |Vesrdsories Peronerl @ Readtheinstructions thoroughly before use.
E‘t magwg':alry s;creutc}ns.d'_rherefore rabeprazole should not e e e [ @ Use upon doctor's prescription only.
€ used during breastieeding. :?;’,, masnua\ ::mums Sinusids @ Please do notuse the drug after the expiry date.
Effects on ability to drive and use machines Gastonlestinal Dierthoea [ Dyspepsia | Gastris Microscopic ® Please do not use the drug If there are any
Based on the pharmacodynamic properties and the adverse disorders Vomiting  [Drymouth | Stomatits colts significant changes in appearance of the
events profile, it is unlikely that rabeprazole capsules would 2;;‘;”‘“3‘ Eructation | Taste disturbance capsules.
cause an impairment of driving performance or compromise i @ Keep out of reach of children.
the ability to use machinery. If however, alertness is impaired gmm‘;ﬂ"
due to somnolence, it is recommended that driving and Fundic Gland
operating complex machinery be avoided. Polyps
(Benign)
DRUG INTERACTIONS Hepato-biliary disorders Hepatils
Rabeprazole sodium produces a profound and long lasting J’T,l‘i?ie
inhibition of gastric acid secretion. An interaction with encephalopathy®
compounds whose absorption is pH dependent may occur. Skin azd su:wwneous Eash L [Pes Erv'ln';ema Subacute
Co-administration of rabeprazole sodium with ketoconazole ~ [*°#®* itemat | Sweaing e
or itraconazole may result in a significant decrease in epidermal
antifungal plasma levels. Therefore individual patients may y;;ﬁ;_“‘s
need to be monitored to determine if a dosage adjustment is Stevens-
necessary when ketoconazole or itraconazole are taken :‘;:;‘f:""‘e
concomitantly with Rabeprazole capsules. (SJ5)
In clinical trials, antacids were used concomitantly with the Musculoskeletal Non-specifc|Myalgia
administration of Rabeprazole capsules and, in a specific connesﬂvehssueand gaink ﬁc-‘amps
drug-drug interaction study, no interaction with liquid [ %*® S
antacids was observed. i hip,wrist
Co-administration of atazanavir 300 mg/ritonavir 100 mg with orspie!
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