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concentrations in a non-linear fashion because of saturable first-pass hepatic metabolism. In addition, absorption is — ——————— Trealmem with promn pump inhibitors may lead to slightly increased risk of gastrointestinal infections such as Salmonella and Tacrolimus —
higher after long-term use. — ibly al [ of has been reported to increase the serum levels of tacrolimus. A =
Bioavailability of omeprazole may be increased in elderly paﬂsnls in somselhmcgruups such as Chinese, and in  IEEEE—— As in all long-t 1erm treatments, especially when exceeding a treatment period of 1 year, patients should be kept under regular  reinforced monitoring of tacrolimus concentrations as well as renal function (creatinine clearance) should be EEEEE—_=—
— surveillance. performed, and dosage of tacrolimus adjusted if needed
Following absorption, omeprazole is almost completely otabolized n the v pnmanly by the cytochrome P450  I— —
isoenzyme CYP2C19 to form hydroxyl-omeprazole, and to a small extent by CYP3A to form omeprazole, and o —— PREGNANCY : Effects of other active substances on th —
O B A X small extent by CYP3A to form omeprazole sulfone. The metabolites are inactive, and are excreted mostly in the  —8| Proton pump inhibitors are not generally licensed for use during pregnancy, but a meta-analysis'of 5 studies of exposure to proton  Inhibitors of CYP2C19 and/or CYP3A4 —
urine and to a lesser extent in bile. The elimination half-life from plasma is reported to be about 0.5 to 3 hours.  —— pumpinhibitors during the first trimester, involving 593 exposed infants, found the relative risk of major abnormalities associatedwith  Since omeprazole is metabolised by CYP2C19 and CYP3A4, active substances known (o inhibit CYP2C19 or It
Omeprazole is about 95% bound to plasma proteins period. — such exposure to b only 1.18, with a 95% confidence nterval ranging from 0.72t0 194 Meta-analysis of exposures to omeprazole  CYPA4 (such as larthromycin and voriconazole) may lead toncreased rum levels by
40 mg Delayed Release Capsule — (from 4 studies only) gave a relative risk of 1.05 (95% confidence interval 0.59 to 1.85). It was concluded that exposure to proton rate of —
I

Proton Pump (H+K+ ATPase) Inhibitor

FORMULATION :
Eachdslayed elease capsule ontains:
Omeprazole..
(Asenteric coated pelle(s)

PRODUCT DESCRIPTION:
Darkblue/Light bl I

PHARMACODYNAMICS:

Drugs for lated disorders, proton hib

Mechanism of action

INDICATIONS :
Iis used in conditions where inhibition of gasiic acid secretion may be beneficial, including aspiration syndromes,
dyspepsia, reflux disease, isease, and thy

DOSAGE AND ADMINISTRATION :
Acid-Related Dyspepsia : 10-20 mg daily for 2-4 weeks

RefluxDisease : 20 for 4 weeks, followed by 4-8 weeks.
Children : Over 2 years, doses n therange 0.7 o 1.4 mghka daiy. up o a meximum daly dose of 40 mg, have been gven for 4012
weeks

:40 mg daily. 20 d:
Dis mgor40mg
Duodenal Uicer: Bweekslorgasmc ulcer, ot mg daily.

 andfor acid refluxis 10 mg daily.

Oras prescnbed by the physician

CONTRAINDICATIONS :

Omeprazole, aracemic mixture of two enantiomers reduces gastric acid secretion through a highly targeted f action. It
isa specificinhibitor of the acid pump in the parietal cell. Itis rapidly acting and p hibition of gastric
acid secretion with once daily dosing

Omeprazole is aweak base and is concentrated and converted to the active form in the highly acidic environment of the intracellular
canalicull within the parietal cell, where it inhibits the enzyme H+ K+-ATPase - the acid pump. This effect on the final step of the
gastric acid formation process is dose-dependent and provides for highly effective inhibition of both basal acid secretion and
stimulated acid secretion, irrespective of stimulus.

Pharmacodynamic effects

byth id secretion.
Effecton gastric acid secretion
Oral dosing with omeprazole once daiy provides for rapid and effectve inhibition of daytime and nigh-fime gastric acid secretion
with ys of treatment. mg,a atleast 80% in 24-hour
intragastric acidity is then maintained in duodenal ulcer patients, with the mean decrease in peak acid ou«put after pentagastrin
stimulation being about 70% 24 hours after dosing.
Oral i

of = 3forameantime of 17 hours of the 24-hour period in duodenal

&)
ulcer patients.

As a consequence of reduced acid secretion and acidity, d acid
reflux disease.
The inhibition of acid secretion is related to the area under the plasma 1 uC) of and notto the

actual plasma concentration ata given time.
ved during treatment

Effecton H. pylori
H. pylori is associated with peptic ulcer disease, including duodenal and gastric ulcer dlsease H. pylori is a major factor in the
disea:

development of gastrits. H. pyloritogether with g factorsin H. py/orrlsa
majorfactorin of i ithan ide

of H. pyloriwith d with high rates of healing and long-term remission of peptic
ulcers.
Dual therapies have been tested and found to be less effective than triple therapies. They could, however, be considered in cases
where known any

Othereffects relatedto acid inhibition
During long-term treatment, gastric glandular cysts have been reported in a somewhat increased frequency. These changes are a
acid secretion, which are benign and appear to be reversible.

Decreased gastric acidity due to any means including proton pump inhibitors, increases gastric counts of bacteria normally present
in the gastrointestinal tract. Treatment with acid-reducing drugs may lead to slightly increased risk of gastrointestinal infections such

and C: and,in patients, p

During treatment with antisecretory medicinal products, serum gastrin increases in response to the decreased acid secretion. Also
CgA increases due to decreased gastric acidity. The increased CgA level may interfere with i

SPECIAL WARNINGS AND PRECAUTIONS FOR USE:

Before giving omeprazole or other proton pump inhibitors to patients with gastric lcers, the possibilty of malignancy should be
considered since these drugs may mask symptoms and delay diagnosis. Omeprazole and other proton pump inhibitors should be
used with caution in hepaticimpairment.

In the presence of any alarm symptoms (e.g. significant unintentional weight loss, recurrent vomiting, dysphagia, haematemesis or
melena) and when gastric ulcer is suspected or present, hould be excluded, may alleviate symptoms and
delay diagnosis.

anavir with prot i If i atazanavir with a proton pump
(H+ K+ ATPase) inhibitors i judged unavoldable closs cincal monitoring (.g. virusload) is recommended in combination ith an
increase in th g with 100 mg of ritonavir;
Omeprazole, as all acid-blocking medicines, may reduce the absorption of vuamm B12 (cyanocobalamin) due to hypo- or
achlorhydria. This should be considered in patients with reduced body stores or risk factors for reduced vitamin B12 absorption on
long-term therapy.
Omeprazole is a CYP2C19 inhibitor. When starting or ending treatment with omeprazole, the potential for interactions with drugs
metabolised through CYP2C19 should be considered. An interaction is observed between clopidogrel and omeprazole. The linical
relevance of this interaction is uncertain. As a precauuon
Severe inpati atleastthree
monthe, and in toet cagss for & year. Serious menfostations of hypmagngsaonia such s faligus, itany, deliium, comvulsions,
dizziness and ventricular arrhythmia can occur but they may begin insidiously and be overlooked. In most affected patients,
iai ter ion of the PPI.
For patients expected to be on prolonged treatment or who take PPls with digoxin or drugs that may cause hypomagnesaenia (.
diuretics), healthcare professionals should consider measuring magnesium levels before starting PP! treatment and periodically
during treatment.
Proton pump inhibitors, espt ifused in high d d over long durations (>1 year), mayt mcdesuymcreaseme risk of hip, wrist
and spine fracture, predominantly in the elderly or in presence of other risk fact studies suggest that
proton pump inhibitors may increase the overall risk of fracture by 10-40%. Some of this mcrease 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

Sub lupus 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 prcmplly and the health care professional should

tumours. Available published evidence suggests that proton pump inhibitors should be discontinued between 5 days and 2 weeks
prior to CgA measurements. This is to allow CgA levels that might be spuriously elevated following PPI treatment to return to
reference range.

consider stopp SCLE after previous treatment with a risk of
SCLE with other proton pump inhibitors.

Interference with laboratory tests
Increased C A (CgA) level may interfere with investigations for neuroendocrine tumours. To avoid this interference,

An lncreased number of ECL cells possibly related to the Increased serum gastrin levels, have been observed in some patients (both
t

long term treatmen

PHARMACOKINETICS :

Omeprazole is rapidly but variably absorbed after oral administration. Absorption is not affected by food. Omeprazole is acid-labile

and pharmacokineics may vary between the various formulations developed to improve oral bioavailabilty. The absorption of
increasing th has been reported plasma

treatment should be stopped for at least 5 days before CgA measurements. If CgA and gastrin levels have not returned
to reference range after initial measurement, measurements should be repeated 14 days after cessation of proton pump (H+ K+
ATPase) inhibitors treatment

t treatment althoughitis not recommended.
Omeprazo\e contains lactose. Patients with rare heredltary problems of galactose intolerance, the Lapp lactase deficiency or
should nottake th

freatment resuifted in more than doubling of me
the

pump innibiors, and omeprazole in pamcular did not pose an important risk. A study of exposure. As high doses of have been well-t
datafrof Medical infants, also i risk is not generally required. However, dose adjustment should be cons\dered in patients with severe hepallc
impairmentand if long-term treatment s indicated.
LACTATION:
0 milk butis not ikely to infl i d Inducers of CYP2C19 and/or CYP3A4
Active substances known to induce CYP2C19 or CYP3A4 or both (such as rifampicin and st. John's wort) may lead to decreased
DRUG INTERACTIONS: levels rate of
Effects of
Active D OVERDOSE AND TREATMENT:
Thed d g treatment ightincrease or absorption of; There is limited information available on the effects of overdoses of omeprazole in humans. In the literature, doses of up to 560 mg

with agastric pH dependent absorption.

Nelfinavir, atazanavir
Th fnelfinavir
c of with nelfinavir is C of (40 mg once daily)
reduced mean nelfinavir exposure by ca. 40% and the mean exposure of the pharmacologically active metabolite M8 was reduced
byca.75-90% 1 YP2C

y

| with atazanaviris not C f (40mg

once daily) and atazanavir 300 mglritonavir 100 mg to healthy volunteers resulted in a 75% decrease of the atazanavir exposure.

Increasing the atazanavir dose to 400 mg did not compensate for the impact of omeprazole on atazanavir exposure. The co-

administration of omeprazole (20 mg once daily) with atazanavir 400 mgffitonavir 100 mg to healthy volunteers resited in a
30%nthy P i

Digosn

atment wi i by 10%
Dlgoxlr\ toxicity has been rarely reported. However caution should be exercised when omeprazole s given at high doses in elderly
patients. T!

Clopidogrel

Results from studies in healthy subjects have shown a pharmacokinetic (PK)/pharmacodynamic (PD) interaction between
clopidogrel (300 mg loading dose/75 mg daily maintenance dose) and omeprazole (80 mg by mouth daily) resulting in a decreased
exposure to the active metabolite of clopidogrel by an average of 46% and a decreased maximum inhibition of (ADP-induced)
platelet aggregation by an average of 16%.

e clinical K/PD in terms of major its h: been
reported from both observational and e stucioe. Ao a precaution, itant use of and c I should be
discouraged.

Ofheractive substances
The absorption of erlotinib, and is
impaired. For inib, ided

reduced and thus clinical efficacy may be

C19
‘Omeprazole is amoderate inhibitor of CYP2C19, the major omeprazole metabolising enzyme. Thus, the

have been described, and occasional reports have been received when single oral doses have reached up to 2,400 mg omeprazole
(120 times the usual recommended clinical dose). Nausea, vomiting, dizziness, abdominal pain, diarrhoea and headache have been
reported. pathy, insingl

The symptoms described have been transient, and no serious outcome has been reported. The rate of elimination was unchanged
(firstorder kinetics) with increased doses. Treatment, if needed, is symptomatic.

ADVERSE DRUG REACTIONS:

Headache, diarrhea, and skin rashes; other effects include pruritus, dizziness, fatigue, constipation, nausea and vomiting,

flaulence, abdominal pain, arthralgia and myalgia, urtcaria, and dry mouth. Isolated cases of photosensitivity, bullous eruption,

erythema multiforme, reported.

Eoctson'he NS mied coommionaly insomnia, and vertigo; tates, agitation, )

hallucination have occurred in severely ill patients. Raised liver enzymes, and isolated cases of hepatitis, jaundice, and hepatic

encephalopathy, have been reported. Other adverse effects reported rarely or in isolated cases include paraesthesia, blurred vision,

alopecia, stomatitis, sweating, taste disturbances, peripheral oedema, malaise, hyponatraemia, blood disorder  (including
Leukopenia, and andinterstitial nephits.

P i increase the risk of intestinal infections b their

CAUTION:
Foods, Drugs, Devices, and Cosmetics.

ADVERSE DRUG REACTION REPORTING STATEMENT:
For suspected adverse drug reaction, report o the FDA: ww.fda.gov.ph.
Seekmedical the first sign of any reaction

STORAGE CONDITION:
Store at temperatures not exceeding 30°C.
Keep all medicines out of children’s reach.

AVAILABILITY:

Alu/Alu Blister Pack of 10's (Box of 30's)
DRP-2725-11

Date of! i August 25,2020

active substances also metabolised by CYP2C19, may be decreased and the systemic exposure to these substances increased.

itamin K ists, cilostazol, phenytoin
Cilostazol
Omeprazo\e given in doses of 40 mg to healthy subjects in a crossover study‘ increased Cmax and AUC for cilostazol by 18% and
andone ofits 29%and 69%

Phenytoin

I during the first two week: treatmentand, ifa
ph ismade, further pon ending treatment
Unknown mechanism
Saquinavi

resulted in increased plasmalevels up to approximately 70% for
saqulnavlrassoc\aled with Good o erabitty n v patients.

Methotrexate
together with

inhibitors,
atemporary wi needto by

insome patients. In high-dose
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