Esamal

mmmm (Esameprazale)
Capsules 20mg, 40mg
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esomeprazole is approximately 1-1.5 hours. Less than 1% of the parent

aric-coated pell
magnesium due to Its acid hhlb na'ure anrmpmzzola Is the S-lsomer
of omeprazole, which is mixture of the S- and R- isomers which inhibits.
gastric acid than Ci Itis
bis(5-methoxy-2-fS)-{@d-methoxy-3, 5-dimethyl-2-pyridinymethyllsulfin}-
1H-benzimidazole-1-yl) magnesium trhydrate. The molecular formula ks
{C,H N0 S),Mg X 3H,0 and the structural formula is:

hegipom

Esomeprazole magnesium trihydrate.

QU.ILI'I'ATIVE AND QUANTITA‘IIV! COMPOSITION
for oral as:

Wge* C3H0

drug is excreted in the urine. Approximately 80% of an oral dose of
Is excreted as Inactive metabollies In the urine, and the
remainder is found as inactive metabolites in the feces.

Special Populations
Gerlatric

The AUC and G values were slightly higher (25% and 18%, respactively)
in the elderly as compared to younger subjects at steady state. Dose
sd]lsimnnt based on age is not necsssary.

Thu AUC and Crax values were slightly higher (13%) in females than in
males at steady state. Doss adjustment based on gender Is not necessary.
Hepatic Insufficiency

In patients with mild and moderate hepatic Insufficlency, the AUCs were
‘within the range that could be expected In patients with normal Iiver
function. In patients with severe hepatic insufficiency the AUCs were 2
1o Bllmas huher than in the patlamnwlm normal liver function. No dose

1. ESAMAL Capsules ZDmu
Each capsule contains:
Enterio-coated pellsts of Esomeprazole
magnesium triliydrate equivalent to
Esomeprazole ... 20mg

2. ESAMAL Capsules 40mg
Each capsule contains:
Enterlo-coated pellets of Esomeprazole
mm’\uﬂummhydratemvalsnth
Esomeprazole ... 40mg

CLINICAL PHARMACOLOGY

Mechanism of Action

Esomeprazole Is a proton pump inhibitor that suppresses gastric acid
sacretion by specific inhibition of the H+/K+-ATPase in the gastric parietal
cell. The S- and R-lsomers of omeprazole are protonated and converted
in the acidic compartment of the paristal cell forming the active inhibitor,
the achiral By acting on the proton pump,
esomeprazole blocks the final step in acid production, thus reducing
gastric acidity.

Pharmacokinetics

patients with mild to moderate hepatic
Inaulﬂnlam:y (Chllﬂ Pugh Elannaunand B). However, In patients with
severe hepalic insufficiency (Chlld Pugh Class C) a dose of 20mg once
dally should not be exceeded.

Renal ln:

The phamacokinetics of esomeprazole in patients with renal impairment
are not expected to be altered relative to healthy volunteers, as leas than
1% of Is excreted In urine.

THERAPEUTIC INDICATIONS
ESAMAL (Esumq!rands) Is Indicated for:
1. T Reflux Disease (GERD)
- Healing of Eroelve Esophagitis
- Maintenance of Healing of Erosive Esophagitis
- Symplomatic Gastroesophageal Reflux Disease
2. Risk Reduction of NSAID-Assoclated Gastric Ulcer
3. H. pylori Eradication to Reduce the Risk of Duodenal Ulcer
Recurrence
- Asa friple therapy plus
is indicated for the treatment of patients with H. pvlun infection and
ulcer disease to H. pylorl. of H. pylori
has been shown to reduce the risk of duodenal ulcer recurrence.
Noh In pnhsms who fail therapy, snacaprﬁhumy testing should he dnna
Is

Absorption

After oral administration peak plasma levels (Cme) ocour at
1.5 hours {Tma). The Crax Increases proportionalty when the dose s
increased, and there is a three-fold increasa in the anea under the plasma
concentration-time curve (AUC) from 20 to 40mg.

At repeated once-daily dosing with 40mp, the systemic bicavailability is
approximately 90% compared to 64% after a single dose of 40mg.

Effect of food: The AUC after administration of a single 40mg dose ol'

g Is
not poasible, alternative antimicrabial lharapy should be Insﬂmad

etory

Ellison syndromo

DOSAGE AND ADMINISTRATION

The recommended adult dosages are outlined in the table balow.
ESAMAI le) capsules should be swallowed whole and taken
at least one hour before meals.

esomeprazole is decreased by 43-53% after food intake comp:
fasting um.dmammurhme
maals Food delays and

the
this does not significantly change Its effect on the Intragastric addlty

Distribution
Esomeprazole Is 97% bound to plasma proteins. Plasma protein binding
is constant over the concentration range of 2-20pmol/L. The apparent

|._Gastroesophageal Reflux Disease (GERD)

volume of distribution at steady state in healthy volunteers is.
16L.

Metabolism

Is in the liver by the cytochrome
P450 (CYP) enzyme system. The matabolites of esomeprazole lack
antisecretory activity. The major part of esomeprazoles metabolism Is
dependent upon the CYP2C19 isoenzyme, which forms the hydroxy and
part Is dependent on CYP3A4

The
which forms the sulphone metabolite.
Exerefion
Total plasma clearence ls about 17L/h after a single dose and about 9LM
after repeated 1. The plasma half-lIife of

20m, Cnca Dally for
Healing of Erosive Esophagitis g or 4 “-n
Maintenance of Healing of 20m Onge Dally
Ervaive Eaopimghie 9
20mg ty for 4 Wesks
Reflux Disaasa (H symptoms do not resolve
complataly after N
an additional 4 weeks of
may be considered).
L Risk Reduction of NSAID- 20mg or Cnca Dally for
Gastric Ulcer 40mg up to & manths

L H. pylor Eradication to Reduca tha Risk of Duodenal Ulcer
{Triple Therapy):

ESAMAL 40mg Gnce Dally for 10 Deys
Amoxicilin 1000mg |  Twice Dally for 10 Days.
Clarithromycin Twice Dally for 10 Days

b m..l'i&.'.'.’...:?..'u... V| 4omg Twics Dady

Zollinger-Ellison Syndrome




Pedlatrio (12 to 17 year Olds) - and may
[Dose | Frequency \ncruse the serum levels oflmrdimus
L Gastroesophageal Reflux Disease (GERD) -
has resulted In Increases in the plasma levels nfmmeprazule and
Heallng of Eroslve Esophagitis ‘z?"m?u“ | Qrce Dally for 14-hydroxydlarithromycin.
Symptomatic GERD ‘ 20mg | O Dy for - .t\m:lc:lmrm!mph use of with clop St John®
- Concomitant administration of PPIs and methotrexate may slwalp
For pnt;lElbwnh savere liver i lllm.ll'l’r::ullt (Ghid Pugh Class C), a dose of :;g prolong ser:ﬂrrblalavels o andlor
ADVERSE REACTIONS
The following adverse drug reactions have been reported during therapy OVERDOSAGE
of esomeprazole. Symptoms
‘Common: Headache, abdominal pain, diarrhea, The with are transient. Single doses of
and nausealvomiting. 80 mg of esomeprazole were uneventful.
Uncommon: Peripheral cedema,
somnolence, vertigo, dry mouth, increased liver No ~H tidote for Is known. Since
pruritus, rash, urticaria, fracture °f‘h5 hip and wrist or 39“9 i extensivaly protein bound, it is not expected to be removed by dnhms.
Rare: | YP hed In the event of should be and
fever, and supportive,
agiation, blurred vision, hepatitis P
with or without Jaundice, alopecia, phomoemlwny arlhralgla myalgla STORAGE
malaiss, i sweating, ‘Store below 30°C

CUNTI!AI{DIGATIDNS
razole Is contraindicated In paflents with known hypersensitivity
o Proton Pump Inhibitor or substituted benzimidazoles or any excipient
of the product.
- Esomeprazole should not be used concomitantly with neffinavir.

PRECAUTIONS
General

- respanse o therapy
the presence of gastric malignancy.
- tis has been noted
ents treated long-term with
Is an enantiomer.
Prdnn pump Inhibitor may be assoclated with an increased risk of
difficlle diarrhea, In

In gastric corpus blopsles.
ofwhich

paﬂema.

Proton pump inhibitor (PPI) therapy may be associated with an
Increased risk for osteoporosis-related fractures of the hip, wrist, or
spine. Patients should use the lowest dose and shortest duration of
PP therapy appropriate to the condition being treated.

For patients ex; to be on prolonged treatmentor who take PPIs
with medications such as digoxin or drugs that may cause
hypomagnesemia (e.g., diuretics), monitoring magnesium levels pricr
to Iniiation of PPI treatment and perlodically Is required.

n
There are no adequate and well-controlled studies In pregnant women.
Esomeprazole should be used during pregnancy only if clearly needed.

Nursing Mothers

Itis not known whether this drug is excreted in human milk. A decision
should be made whether to discontinue nursing or 1o discontinue the
drug, taking into account the importance of the drug to the mother.

Drug Interactions
Go-anmhletmun ofamzarravkmm prmon pump Ilribmrs is expectad

and may

rncult In a loss of therapeutic effect and |ha development of drug

resistance.

Co-administration of saquinavir with proton pump inhibitors is expected

to increase saquinavir concentrations, which may increase toxicity

and require dose reduction.

In common with the use of other inhibitors of acid secretion or antacids,

the absorption of and can d during
with due to intragastric acidity

during treatment with esomeprazole.

- Esomeprazole mhlscvm19.mcrmjurqunsm metabolising

enzyme. Thus, whi with

by CYP2C19, such as diazepam, elahpra’n Iimipramine, clomipramine,

phenytoin etc., the plasma concentrations of these drugs may be

Iincreased and a dose reduction could be needed.

Drug-induced deu'euss in gastric addity results in enterochromaffin-

like cell 1A levels which may

interfere with |rweshgahnnsfnr neuroendocrine tumors.

Protect from suniight & malsture.

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

HOW SUPPLIED
ESAMAL (Esomeprazole) Capsules 20mg are avallable in blister pack of
14's.

ESAMAL (Esomeprazole) Capsules 40mg are avalilable in blister pack of
14's.

To be sold on prescription of a registered medical practitioner ony.
Kesp out of reach of children.

Please read the contents carefully before use.
This package insert is continually updated from time to time.
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— Manuiactured by:
-AJ JSK Medica (Pvt) Ltd.
J s Plot # 144, Nowshera Industrial Estate,
Risalpur, Kpk - Pakistan
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