PRESCRIBING INFORMATION

1. PRODUCT DESCRIPTION
Omeprazole, the active ingredient in MEPRASIL® capsule, is a substifuted
benzimidazole. Omeprazole is a member of the Proton Pump Inhibitors
(PPls); a group of molecules which inhibit the final phase of gastric acid
secretion. With a mokecular weight of 345.42, its structure and molecular
formulaare shownbelow:
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Omeprazole is a white to off-white arystaline powder that melts with
decomposition atabout 155 degrees Celsius. Itis aweakbase, freely soluble
inethanoland methanol, slightly soluble in acetone and isopropanctand very
sllghﬁy soluble in water. The stability of omeprazole is a function of pH; it is
ragidly degraded in acidic mediurn. but has acoepiable stability under
alfaline conditions.
MEPRASIL® is supplied as capsules for oral administration. Each capsule
contains 20mg ofomeprazoleintheformofenteric-coated granules.

2. CLINICALPHARMACOLOGY

2.1 MechanismofAction

Omeprazole, the active ingredientin MEPRASIL® capsule, belongs to a
class of antisecretory compounds, the substituted benzimidazoles, that
suppress gastric acid secrstion by specific inhibition of H'/K'ATPase
enzyme system at the secretory surface of the gastric parietal cell.
Because this enzyme is regarded as the acid (proton) pump within the
gastric mucosa, omeprazole has been characterized as a gastric acid-
pump inhibitorin that it blocks the final step of acid production. This effectis
dose-related and leads to inhibition of both basal and stimulated acid
secrefion imespective of the stimulus. Animal studies indicate that
after rapid disappearance from plasma, omeprazole can be found
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omeprazole so that absorption of omeprazole begins only after the granules
leave the stomach. Absorption is rapld, with peak plasma levels of
tmeprazols occuming within 0.5 9.3.5 hours. Peak plasma concentrations of
omeprazole and AUC are approximately propostional to doses up to 40mg,
but because of a saturated first-pass effect, a greater than linear response in peak
plasma concentration and AUC oocur with dosss greater than 40mg, Absoiule
bioavallablily (compared with infravenous administration) is about 30402 at
doses of 2040mg, dus In lage pert o presystemic metabollsm. In heafthy
m the plasma half-ife is 0.5-1 hour, and the total body dearance is 500-
min. .

Distribution
Protein bindingis approximately 95%
Matabolism

Onrmpraculs is uxlursively metabolized by the cytochrome P450 (CYP) enzyme

Excretion .

Follawing single dosa ol adminiztation of 2 buffered sclution of ormeprazcle, litle
fany, Urichanged drug vies excreted in uring. Tha majority of the dose (about 77%)
was aliminated in mneasathaslwn—ﬂ!abufdus.meeldenhﬁeda
hydrox,cmepreznie and the comesponding carbaxylic acid, The remainder of the
dose was recovarabla in faeces. This impfes a significant biiary excretion of the
melaboites of omeprazoia, Three metabolies have been idantified In plasma-the

sulfide and sulfone derivalives of omaprazole, and hydroxyomepramie. These
metabolites have very little or noartisecretory activity.

4. Special Population
Gerlatrics

The slimination raie of omeprazole was samewhat decreased In the siderly, and
bioavailabilly was Increased, Omeprazoie was 76% bicavailabla wher a single
40mg cral dosa (buffered solution) was adninistersd to haalthy eldery volurisers,
vorsus 68% in young volunteera given tha sama dose Nearly 70% of the dasawas
rotevered n uina as (etabolies Of Ol aske ad o wicanyod gy wes
detected. The plasma daarance of omopaazole was 250mlimin (about half that of
youry voluntoors)
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within the gastricmicosaforaday ormore.

22. Pharmacodynamics

Antisecretory Activity

After oral administration, the onset of anlisecretony effect of omewazuie

eocurs within one heur, with the maximum effect within two hours.

Inhibition of secrationis about 50% of meimurm at 24 hours and the duration

ofinhibition lasts up to 72heurs. The antisecretory effect lasts farlonger than

would be expected from the vary shorl (< | hr) half life, apparently due i the
prolongedbinding tothe parietal H'/K ATPase enzyme.

When the drugis discontinued, secretory activity retums gradually, over3to 5

days. The inhibitory effect of omeprazole on acid secretion increases with

repeated orice-daily dosing, reaching a plateau after four days. Single daily

doses of omeprazole ranging from 10mg to 40mg have procuced 100%

inhibition of 24-houracidity insome patients.

OtherEffects S

Systemic effects of omeprazole in the CNS, cardiovascular and respiratory
systems have not been found o date. Omeprazole, given in oral doses of
30mg or 40mg for 2 o 4 weeks, had no effect on thyroid function,
carbohydrate metabolism or circulating levels of parathyroid hormone,
cortisol, estradiol, testosterone, prolactin, cholecystokinin or secretin.

No affect on gastric emptying of the solid and liquid companents of a lest
meal was demanstral=d after a single dose of orneprazole 90 mg. As do
ather agents that elevate intragastric pH, omeprazole administered for 14
days in healthy subjects produced a significant increase in the intragastric
concentration of viable bacteria. The pattem of the bacteria species was
unchanged from that commonly found in saliva. All changes resolved within
three days of stoppingtreatment.

2.3. Pharmacokinstics
Absorption
MEPRASIL® capsules contain an enteric —coated granule formulation of

HepaticImpalrment

In patients with chronic hepatic disease, the bicavailabilty increased to
approximately 100% compared with an IV dose, reflecting decreased first-pass
effect, and the plasma haff-ife of the drug increased to nearly 3 hours compared
with the halfife in nomal subjects of 0,51 hour. Plasma Gearance
70mUL/min, compared witih 500-500mLimin in normal subjects. Dose reduction,
particularly when maintenance of healing of efosive esophagttis is indicated, for the:
hepaticallyimpaired should be considared.

Renal mpalment

In patients with chronic renal impaimment, whose creatinine dlearance ranged
between 10and 62 mL/min, the disposition ofomeprazole was very similarto thatin
healthy volunteers, although there was a slight increase in bicavailability. Because
urinary oxcrotion is a primary routo of oxcretion of omeprazole metebolites, their
elimination slowed in proportion to the decreasad creatinine clearance. No dose
reductionis necersaryin patients with renalimpaiment

3. INDICATIONS AND USAGE

3.1 DuodenalUlcers

MEPRASIL"is indicated for short-term treatmenl of active duodenal ulcerin adults.
Most patients heal vithin four v/eeks, Some patients may require additional four
weeks oftherapy.

In combination with appropriate artibacterial agerts, MEPRASIL® is indicated for
treatmert of patients with H. pyirinfectiori and duodenal ulcer (active orupto 1-year
history)to eradicate H. pyloriin adults.

32 GastricUlcers

MEPRASIL® is indicated for short4em treatment (4-8 weeks) of active benign
gastriculcerinadutts.

33. Gastroesophageal RefluxDisease (GERD)-Symptomatic GERD
MEPRASIL" is indicated for the treatmant of heartbum and olher symploms
associatad with GERD - Emsive Esnphagitis

The efficacy of MEPRASIL® use for longer than 8 weeks in these patieni= has not
hean established. f a pafient doas not reapond to 8 weoks of troatment, an
additiviial 4 weshs Ul bedline i idy be yivear, IT gy Is rgcunel g ol siusive
esophagitisor GERD.



Symptoms (eg. Heartbum), an additional 4-8 weeks course of MEPRASIL® may be
rconsidered.

34 M ofHeallng ofErosive Esophagiis.
MEPRASIL isindicated forthe maintenance ofhealing of erasive esophagitis.

3.5. Pathologic Hyperscretory Conditions

MEPRASIL" s indicaied %or the longremm) treatment of pathologc hyperseaetony
m(eg,w&mmmam andsysermic
masiooysiisjinaduls .

4 DOSAGEANDADMINISTRATION *

4.1. ActiveDuodenalUlcer

Forshortiemitreatmentofactive duodenal uicer, the ecommended adultoral doseof
MEPRASIL" s 20mg oncs dally. Most patients heal within fourweeks. Some patients
mayrequireaddiionalfourweels oftherapy.

4.2, GastricUlcer

Therecommended adultdoseis 40mgonce daily for 4-8 weeks.

4.3, GERD

The recommendsad oral dose for the treatment of patlents with symptomatic GERD

:g no esoptacsaliesions is 20mg dally for up fo 4 weeks. The recommenced acult
ftosa for the trestment of patients with ersive esophagiis and accompanying

symplomsdueto GERDs20mgialyfordio8wesks.

44, Mairienanceof Heallng ofErceive

The recomimanded adultoral dose is 20mg daily.

45, Hpyorf Eradicafion for theReductionof theRiskofDuodenalUlcar Recummence
o T g A st 1000 s ghon ooy B 0k
ps given n
patiantswithan ulcer present at thetime ofinfiation of herapy, an addiional 18 days of
WMEPRASIL" 20mgoncedaly s recommendadioruicer healing and symplominsfisf,

2. Dual Therapy: The recommanded adult oral regimen is MEPRASIL® 20mg plus
claritwomysin S00rmg threetimes daily for 14 days. In patienis with an uicerat ha dme

of Inifiation of therapy, an addifonal 14 days of MEPRASIL® 20mg once daly is-

recormmended forulcer healingand symptomrelief.
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7. PRESENTATION AND STORAGE
i.2x 10 capsules
i. 20 x 10 capsules

MEPRASIL® capsules should be stored below 30°C In adry place
Protectfrom light.

Keep all medicines out of reach of children.
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smgance dally, Doses should be adjusied toindividus] patient nesds and should
continue for s long 3s cinlcally indicated. Doses up o 120ma thves times daly
have been administensd, | dosage of Qrealer fhan BOmg should be

administered ndivided doses.
PadiatricPatiants
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y dosaforp patents 1 1o 16 yearsofages asfollows:
Patient Weight Daily Dose
5<10kg Smg
10<20kg 10mg
More than /equal to 20kg 20mg
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5. DRUGINTERACTIONS

5.1. Usewith Clopidogrel

Co-administration of clopldogre! with 80mg or more of omeprazole reduces the
pharmacologlcal activity of clopidogrel if given cancamitantly,

6. CONTRAINDICATIONS
MEPRASILis incicated n
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may include anaphyiactic shock, anaplhylaxss, angioedema,
interstiial nephiis, anduticaria,
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