Ra b S h Tablets

(Rabeprazole Sodium)

QUALITATIVE AND QUANTITATIVE COMPOSITION
Rabosh 10mg Tablets:

Each enteric-coated tablet contains:

Rabeprazole Sodium USP.......... 10mg

(Product Specs.: Bosch)

Rabosh 20mg Tablets:

Each enteric-coated tablet contains:
Rabeprazole Sodium USP.......... 20mg
(Product Specs.: Bosch)

PHARMACEUTICAL FORM
Enteric-coated tablets

CLINICAL PARTICULARS
Therapeutic indications
Rabosh tablets are indicated for the treatment of:

Active duodenal and benign gastric ulcer.

Symptomatic erosive or ulcerative gastro-esophageal
disease (GERD).

Gastro-esophageal reflux disease long-term management (GERD
maintenance).

Symptomatic treatment of moderate to very severe gastro-esopha-
geal reflux disease (symptomatic GERD).

Zollinger-Ellison syndrome.

In combination with appropriate antibacterial therapeutic regimens
for the eradication of Helicobacter pylori in patients with peptic ulcer
disease.

reflux

Posology and method of administration

Posology
Adults:

Active duodenal ulcer and active benign gastric ulcer:

The recommended oral dose for both active duodenal ulcer and
active benign gastric ulcer is 20 mg to be taken once daily in the
morning. Most patients with active duodenal ulcer heal within four
weeks. However, a few patients may require an additional four
weeks of therapy to achieve healing. Most patients with active
benign gastric ulcer heal within six weeks. However again a few
patients may require an additional six weeks of therapy to achieve
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healing.

« Erosive or ulcerative gastro-esophageal reflux disease (GERD):
The recommended oral dose for this condition is 20 mg to be taken
once daily for 4-8 weeks.

I reflux d

Gastro-esophag
maintenance):
For long-term management, a maintenance dose of Rabosh tablet is
20 mg or 10 mg once daily can be used depending upon patient
response.

long-term (GERD

Symptomatic treatment of moderate to very severe gastro-esophageal
reflux disease (symptomatic GERD):

10 mg once daily in patients without esophagitis. If symptom control
has not been achieved during four weeks, the patient should be further
investigated. Once symptoms have resolved, subsequent symptom
control can be achieved using an on-demand regimen taking 10 mg
once daily when needed.

Zollinger-Ellison syndrome:

The recommended adult starting dose is 60 mg once a day. The dose
may be titrated upwards to 120 mg/day based on individual patient
needs. Single daily doses up to 100 mg/day may be given. 120 mg
dose may require divided doses, 60 mg twice daily. Treatment should
continue for as long as clinically indicated.

Eradication of H. pylori:

Patients with H. pylori infection should be treated with eradication
therapy. The following combination given for 7 days is recommended.
Rabosh tablet 20 mg twice daily + clarithromycin 500 mg twice daily
and amoxicillin 1 g twice daily.

Renal and hepatic impairment: No dosage adjustment is necessary for
renal or hepatic impairment patients.

Pediatric population: It is not recommended for use in children, as
there is no experience of its use in this group.



Method of administration

For indications requiring once daily treatment Rabosh tablets should
be taken in the morning, before eating. Patients should be cautioned
that the Rabosh tablets should not be chewed or crushed, but should
be swallowed whole.

Contraindications
« Hypersensitivity to the active substance, substituted benzimida-
zoles.

Special warnings and precautions for use
« The possibility of malignancy should be excluded prior to commenc-
ing treatment with Rabeprazole sodium.

« Patients on long-term treatment (particularly those treated for more
than a year) should be kept under regular surveillance. A risk of
cross-hypersensitivity reactions with substituted benzimidazoles
cannot be excluded.

« Patients should be cautioned that Rabeprazole sodium tablets
should not be chewed or crushed, but should be swallowed whole.

« Rabeprazole sodium is not recommended for use in children, as
there is no experience of its use in this group.

Co-administration of atazanavir with Rabeprazole sodium is not
recommended.

Treatment with proton pump inhibitors, including Rabeprazole sodium,
may possibly increase the risk of gastrointestinal infections such as
Salmonella, Campylobacter and Clostridium difficile.

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 hypomagnesaemia (e.g.,
diuretics), health-care professionals should consider measuring
magnesium levels before starting PPl treatment and periodically
during treatment.

Proton pump inhibitors, 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 the elderly or in presence of other
recognized risk factors. Proton pump inhibitors may increase the
overall risk of fracture by 10-40%. Some of this increase may be due
to other risk factors.

Concomitant use of rabeprazole with methotrexate

Concomitant use of PPIs with methotrexate (primarily at high dose)
may elevate and prolong serum levels of methotrexate and/or its
metabolite, possibly leading to methotrexate toxicities. In high-dose
methotrexate administration, a temporary withdrawal of the PPl may
be considered in some patients.

Influence on vitamin B12 absorption
Rabeprazole, as all acid-blocking medicines, may reduce the

absorption of vitamin B12 (cyanocobalamin) due to hypo- or a-
chlorhydria. This should be considered in patients with reduced body
stores or risk factors for reduced vitamin B12 absorption on long-term
therapy or if respective clinical symptoms are observed.

Sub acute cutaneous lupus erythematosus (SCLE)

Proton pump inhibitors are associated with very infrequent cases of
SCLE. If lesions occur, especially in sun-exposed areas of the skin,
and if accompanied by arthralgia, the patient should seek medical help
promptly

Interference with laboratory tests

Increased Chromogranin A (CgA) level may interfere with investiga-
tions for neuroendocrine tumors. To avoid this interference,
Rabeprazole sodium treatment should be stopped for at least 5 days
before CgA measurements.

Fertility, Pregnancy and Lactation
Pregnancy: Rabeprazole sodium is contraindicated during pregnancy.

Lactation: Rabeprazole sodium should not be used during breast-feed-
ing.

Effects on ability to drive and use machines
If,however, alertness is impaired due to somnolence, it is recommend-
ed that driving and operating complex machinery be avoided.

Undesirable effects

Adverse reactions listed below are classified according to frequency
and System Organ Class (SOC). Frequency categories are defined
according to the following convention: Very common (= 1/10),
Common (= 1/100 to < 1/10), Uncommon (= 1/1,000 to < 1/100), Rare
(= 1/10,000 to < 1/1,000), Very rare (< 1/10,000), Not known

System Organ Class Frequency Event

Infections and Infestations Common Infection
Blood and Lymphatic Rare Neutropenia, leucopenia,
System Disorders thrombocytopenia, leukocytosis
Immune System Disorders Rare Hypersensitivity
Metabolism and Nutrition Rare Hyﬁ:r?;ler;(:r:a
Disorders Not known Hypomagnesaemia

Common Insomnia
Psychiatric Disorders Uncommon Nervousness

Rare Depression
Not known Confusion
Common Headache, dizziness

Nervous System Disorders

Uncommon Somnolence
Eye Disorders Rare Visual disturbance
Vascular Disorders Not known Peripheral edema
. . Common | Cough, pharyngitis, rhinitis
Respiratory, Thoracic and o, pharyng
Mediastinal Disorders Uncommon Bronchitis, sinusitis




System Organ Class | Frequency Event

Diarrhea, vomiting,
nausea, abdominal pain,
constipation, flatulence
fundic gland polyps
(benlgn‘))

Common

Gastrointestinal Disorders | Uncommon | dyspepsia, drymouth, eructation

Gastritis, stomatitis,

Rare taste disturbance
Not known Microscopic colitis
" . Hepatitis, jaundice,
Hepatobiliary Disorders Rare heps ige',ﬁiggﬁgﬁgimy
Uncommon Rash, erythema
Pruritus, sweating,

) Rare bullous reactions
S.km and_Subcutaneous Erythema multiforme, toxic
Tissue Disorders Very Rare epidermal necrolysis

y (TEN), Stevens-Johnson
syndrome (SJS)
Not ki Subacute cutaneous lupus
ot known erythematosus
Common Non-specific pain,

Musculoskeletal and
Connective Tissue
Disorders

back pain

Mf/a_\lgia, leg cram1ps, .
Uncommon |arthralgia, fracture of the hip,
wrist or spine

i . Uncommon Urinary tract infection
Renal and Urinary Disorders — —
Rare Interstitial nephritis
Reproductive system and Not known Gynecomastia

breast disorders

General Disorders and Common |Asthenia, influenza like illness
Administration Site Conditions | Uncommon | Chest pain, chills, pyrexia

Investigations Uncommon | Increased hepatic enzymes
Rare Weight increased |

Overdose
As in any case of overdose, treatment should be symptomatic and
general supportive measures should be utilized.

PHARMACOLOGICAL PROPERTIES

Pharmacodynamic properties

Pharmacotherapeutic group: Drugs for acid related disorders, proton
pump inhibitors, ATC code: A0O2BC04

Mechanism of action

Rabeprazole sodium belongs to the class of anti-secretory
compounds, the substituted benzimidazoles, that do not exhibit
anticholinergic or Hz histamine antagonist properties, but suppress
gastric acid secretion by the specific inhibition of the H+/K+-ATPase
enzyme (the acid or proton pump). The effect is dose-related and leads
to inhibition of both basal and stimulated acid secretion irrespective of
the stimulus.

Pharmacodynamic effects

Anti-secretory Activity:

After oral administration of a 20 mg dose of Rabeprazole sodium the
onset of the anti-secretory effect occurs within one hour, with the
maximum effect occurring within two to four hours.

Inhibition of basal and food-stimulated acid secretion 23 hours after the
first dose of rabeprazole sodium are 69% and 82% respectively and
the duration of inhibition lasts up to 48 hours.

Decreased gastric acidity due to any means, including proton pump
inhibitors such as rabeprazole sodium, increases count of bacteria
normally present in the gastrointestinal tract. Treatment with proton
pump inhibitors may possibly increase the risk of gastrointestinal
infections such as Salmonella, Campylobacter, and Clostridium
difficile.

Serum Gastrin Effects: Serum gastrin levels increased during the first
2 to 8 weeks of rabeprazole sodium administration reflecting the
inhibitory effects on acid secretion and remained stable while
treatment was continued. Gastrin values returned to pre-treatment
levels, usually within 1 to 2 weeks after discontinuation of therapy.

Other Effects: Systemic effects of rabeprazole sodium in the CNS,
cardiovascular and respiratory systems have not been found to date.
Rabeprazole sodium, given in oral doses of 20 mg for 2 weeks, had no
effect on thyroid function, carbohydrate metabolism, or circulating
levels of parathyroid hormone, cortisol, estrogen, testosterone,
prolactin, cholecystokinin, secretin, glucagon, follicle-stimulating
hormone (FSH), luteinizing hormone (LH), renin, aldosterone or
somatotrophic hormone.

Pharmacokinetic properties

Absorption:

It is an enteric-coated (gastro-resistant) tablet formulation of
rabeprazole sodium. This presentation is necessary because
rabeprazole sodium is acid-labile.

Absorption of rabeprazole sodium therefore begins only after the tablet
leaves the stomach. Absorption is rapid, with peak plasma levels of
rabeprazole sodium occurring approximately 3.5 hours after a 20 mg
dose. Peak plasma concentrations (Cmax) of rabeprazole sodium and
AUC are linear over the dose range of 10 mg to 40 mg. Absolute
bioavailability of an oral 20 mg dose (compared to intravenous
administration) is about 52% due in large part to pre-systemic
metabolism.

The plasma half-life is approximately one hour (range 0.7 to 1.5 hours),
and the total body clearance is estimated to be 283 + 98 mL/min. There
was no clinically relevant interaction with food. Neither food nor the
time of day of administration of the treatment affect the absorption of
rabeprazole sodium.

Distribution: Rabeprazole sodium is approximately 97% bound to
human plasma proteins.



Biotransformation and elimination: Rabeprazole sodium, as is the case
with other members of the proton pump inhibitor (PPI) class of
compounds, is metabolized through the cytochrome P450 (CYP450)
hepatic drug metabolizing system. The remainder of the dose was
recovered in feces.

Gender: No significant gender differences in pharmacokinetic
parameters following a single 20 mg dose of rabeprazole.

Renal impairment: In patients with stable, end-stage, renal failure
requiring maintenance hemodialysis (creatinine clearance < 5
mL/min/1.73 m2), the disposition of rabeprazole sodium was very
similar to that in healthy volunteers.

Hepatic impairment: Following a single 20 mg dose of rabeprazole
sodium to patients with chronic mild to moderate hepatic impairment
the AUC doubled and there was a 2-3-fold increase in half-life of
rabeprazole sodium compared to the healthy volunteers.

Elderly: Elimination of rabeprazole sodium was somewhat decreased
in the elderly. Following 7 days of daily dosing with 20 mg of
rabeprazole sodium, the AUC approximately doubled, the Cmax
increased by 60% and t2 increased by approximately 30% as
compared to young healthy volunteers.

PHARMACEUTICAL PROPERTIES
Incompatibilities
Not applicable

Shelf life
2 years

Special precautions for storage

Protect from heat, sunlight and moisture, store below 25°C.
Instructions:

Keep out of the reach of children.

The expiration date refers to the product correctly stored at the
required condition.

To be sold on the prescription of a registered medical practitioner only.

Manufactured by:
Bosch Pharmaceurticals (Pvr.) Ltd.
221-223, Sector 23, Korangi Industrial Area,

Karachi - Pakistan

Presentation

Rabosh 10mg Tablets: Pack of 14 tablets in cold form & cold seal
(Alu Alu) Blister Packing.

Rabosh 20mg Tablets: Pack of 14 tablets in cold form & cold seal
(Alu Alu) Blister Packing

MARKETING AUTHORIZATION HOLDER

Head Office:

Bosch Pharmaceuticals (Pvt.) Ltd.,

8, Modern Society, Tipu Sultan Road, Karachi-75350 (Pakistan)

Manufacturer:
Bosch Pharmaceuticals (Pvt.) Ltd.,
Plot No. 221-223, Sector 23, Korangi Industrial area Karachi-Pakistan

MARKETING AUTHORIZATION NUMBER

Rabosh 10mg Tablets: 047329

Rabosh 20mg Tablets: 047330

DATE FROM WHICH MARKETING IS AUTHORIZED/RENEWAL OF
AUTHORIZATION

12-12-2007/11-12-2022

DATE OF REVISION OF THE TEXT.
11-01-2024
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