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Newicure
Esomeprazole 2.5, 5, 10 and 20 mg
Enteric Coated Granules for Delayed Release Oral Suspension

1 Composition

Each nexvicure 2.5 mg enteric coated granules for delayed release oral suspension

contains:

29 413 mg Esomeprazole Magnesium Trihydrate B 5% MUPs equivalent to 2.5 mg
Esome prazole

Each nexicure S mg enteric coated granules for delayed release oral suspension

contains:

3883 g Esomeprazole Magnestum Irihydrate 8 5% MUPs equivalent o 5 mg
Esomeprazole

Each nexicure 1 mg enteric coated granules for delayed release oral suspension

contains:

117 65 mg Esomeprazole Magnesium Trihydrate 8 5% MUPs equivalent to 10 mg
Esomeprazole

Fach nexicure 200 mg enteric coated granules for delayed release oral suspension

contains:

2353 mg Esomeprazole Magnesium Trihvdrate 8 5% MUPs equivalent 1o 20 mg

Esomeprazole

Excipients:
Multodextnn, Citric acid anhydrous, Sucralose, Quinoline Yellow (C LNo- 47005}, Xanthan
gum, Strawberry dry flavor, Collowdal sihcon dioxide (Aerosil 200), Povidone K30, Isopropyl

aleohol

2 INDICATIONS AND USAGE
2.1 Healing of Erosive Esophagitis (LE)
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Adults

NEXICURE tor enteric coated granules for deluyed release oral suspension are
indicated for the short-term treatment (4 0 8 weeks) in the healing and symplomatic
resolution of diagnostically confirmed EE in adults For those patients who have not
healed atter 4 1o 8 weeks of treatment, an additionul 4- to 8- week course of
NEXICURE may be considered

Pedatric Patients 12 Years to 17 Years of Age

NEXICURE for enteric coated granules for delayed release oral suspension are
indieated for the short-termtreatment (4 to 8 weeks) for the healing of I in pediatric

patients 12 years 1o 17 years of age

Pediatric Pauents | Year 1o 11 Years of Age
NEXICURE for enteric coated granules for delayed release delayed release oral
suspension 15 indicated for the short-term treatment (8 weeks) for the heahing of EE 1n

pediatne patients | year to | vears of age

Pediatric Patients | Month to Less Than | Year of Age

NEXICURE for entene coated granules for delayed release oral suspension 1s

indicated tor short-term treatment (up to 6 weeks) of EE due to ucid-meduted GERD

0 pediatne patients | month 1o less than 1 year of age.

2.2 Maintenance of Healing of EF

NEXICURE tor delayed-release oral suspension are mdicated for the maintenance of

healing of EE mn adults. Controlled studies do not extend beyond 6 months

2.3 Treatment of Symptomatic GERD

Adults

NEXICURE for entenc coated granules for delayed release oral suspension are
indicated for short-termtreatment (4 1o 8 weeks) ot heartburn and other symptoms

ussociated with GERD m adults

[
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Pediatric Patients 12 Years to 17 Yewrs of Age
NEXICURE for entene coated granules for delayed release oral suspension are mdicated
tor short-term treatment (4 weeks) of heartburn and other symptoms assocrated with

GERD i pediatriv patients 12 years 10 17 years of age

Pediatric Patients | Yearto Il Years of Ape

NEXICURE for entenc coated granules tor delayed release oral suspension 1s indicated
for short-term treatment (up 1o 8 weeks) ol heartburn and othersymptoms associated with

GERD in pediatne patients | year to 1] vears ol age

2.4 Risk Reduction of Nonsteroidal Anti-lnflammatory Drugs (NSALD)-Associated
Gastrie Uleer

NEXICURE for entenic coated granules for delayed release oral suspension are

indicated lor the reduction in the occurrence of gastric ulcers associated with

continuous NSAID therapy in adult patients at risk for developing gastric ulcers

Patients are considered 10 be at nisk due 10 their age (60 years und older) and/or

documented history of gastriculeers Controlled studies do not extend beyond 6

muonths.

2.5 Helicobacter pylori Eradication to Reduce the Risk of Duodenal Uleer Recurrence

Eradication of £ pvlori has been shown to reduce the risk
of duodenal ulcer recurrence

Inple Iherapy

NEXICURE lor epteric coated granules tor delayed release oral suspension in combination
with amoxicillin and clarthromycin s indicated for the treatment of adult patients with #/
pvilor mtection and duodenal ulcer disease (active orhistory of within the past 5 vears) 10

eradicate 4. pylont

In patients who il therapy, susceptibility testing should be done 1 resistance to

clarthromycin 1s demonstrated or susceptibility testing 1s not possible, altemative

antimicrobial therupy should be mstituted

2.6 Pathological Hyperseeretory Conditions Including Zollinger-Elison Syndrome
NEXICURE for enteric coated granules for delayed release oral suspension are
indicated for the long-termtreatment of pathological hypersecretory conditions,

including Zollinger-Ellison Syndrome, in adults

I DOSAGE AND ADMINISTRATION

3.1 Recommended Dosage in Adults by Indication

Table | shows the recommended adult dosage of NEXICURE by indication

I'he durdtion of NEXICURE treatment should be based on available satety and eflicacy duta
specific 1o the defined indication and dosing frequency and individual patient medical needs
NEXICURE should only be initiated and continued 1l the benetits outweigh the nsks of

treatment

Table 1: Recommended Dosage of NEXTCURE in Adults by Indication

Recommended Dosage
Adult Indication of Treatment Duration
NEXICURE for enteric
couted granules for delayed

release oral suspension

Healing of EF 20 mp or 40 mg’ once daily | 4 10 8 weeks”

Controlled studies do
Maintenance of Healing | 20 mg once daily not extend beyond 6months
of EE

4 weeks, if symptoms do not
I'reatment of 20 my onee daily resolve completely, consider an
Symptomatic CGERD additional 4 weeks

Controlled studhes donot extend

sk Sed eton of 20 myg or 40 mg' once daily | bevond 6 months

NSALD-Associated
GiastricU lcer

NEXICURE 40 g 0 "
1. pylori dai;ly‘(‘ mg once 10 days
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daily’

Amoxicillin 1000 mg twice [ 10 days
daily’
Clanithromyem SO0 mg twice | 10 days

Pathological
Hypersecretory

Zollmger-Ellison
Syndrome

Conditions Including

needs

Starting dosage 15 40 mg
twice datly’ individualize
the regimen to patient

Dosages ol up 1o 240
mg/day have been
administered

As long as chimically indicated

T ) - :
A maximum dosage of 20 mg once duily is recommended for patients with severe liver

impairment (Child-Pugh Class C)

Must putients are healed within 4 o 8 weeks: For patients who do not heal after 4

1o ¥ weeks, an additional 4 10 8 weeks oftreatment may be required 1o achieve

healing

Reter to the amoxicillin and clanithromyein prescribing information for dosage

adjustments in elderly and renally-imparred patients

Y A starting dosage of 20 mg twice daily is recommended for patients with severe

liver imparment (Child-Pugh Class C)

3.2 Recommended Dosage in Pediatric Patients by Indication
I'able 2 shows the recommended dosage of NEXICURE n pediatric patients by indication

Table 2: Recommended Dosuge of NEXTCURE in Pediatric Patients by Indication

Indication

Patient Age

12 years to 1 7 years

Recommended Dosage

NEXICURE tor enteric coated
grunules for delayed release oral
suSpension

20 mg or 40 mg once daily

Duration

410 8 Weeks
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[ NEXICURE Tfor enteric coated

granules tor delayed release oral
suspension

Less than 20 kg

10 mp once datly

20 kg and greater
10 mg or 20 mg once daily

8 weeks

NEXICURE for enteric coated
granules tor delayed release oml
SUSPENs10n.

JkpgtoS kg
2.5 mg once daily

Girealer than 5 kp o 7 5 ke

S mg once datly

Grealerthan 7 S kgto 12 kg
10 mg once daily

Up 10 6 weeks

1 year 1o 11 years

granules for delayed release oral
suspension

| 10 mg once daily'

"Dosages over | mg/kg/day have not been studied
! Dosages over | 33 mg/ke/day have not been studied

3.3 Preparation and Administration lnstructions

e Take NEXICURE for enteric coated granules for delayed release oral

suspension at least one hour belore meals,
*  Antacids may be used concomitantly with NEXICURE
o Tuke o missed dose as soon as possible. 1F it is almost time tor the next dose,

NEXICURE for entenc coated T4 weeks
12 years 1o 17 years | granules for delayed release oral
suspension
20 mg once daily
NEXICURE for entenic coated Lipto 8 weeks

ship the missed dose and take thenext dose at the regular scheduled time. Do not
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NEXICURE Entere Conted Granules for Delayed Release Oral Suspension

o 25 my, Sme 10mg, and 20 mg esomeprazole in unit dose packets contammng Pale yellow

NEXICURE tor Entenc Coated Granules for delayed release Oral Suspension _
- _ to yellow fine granules give pale yellow to yellow suspenston
Administer NEXICURE for entene conted granules tor delayed release orul suspension orally

luke 2 doses at the same time

OF Vii & nasogastie or gastnc tube, as described below :
SCONTRAINDICATIONS
o NEXICURE 15 contramdicated in patients with known hypersensitivity 1o
Chral Administragion
substituted benzimidazoles or w any component of the formulation
I Empty the contents of a 25 mg or 5§ mg NEXICURE packet mto a container
. Hypersensitivity reactions may include anaphyluxis, anaphylactic shock

contiwmnimg 5 mb oot water: For the 100 mg, und 20 mg strengths, the contents of a

angioedema, bronchospasm, acute tubulonterstitial nephntis, and urticana

packet should be emptied into u contamer containing 15 mb of water If two packets
o For intormation about contraindications of amoxicillin and ¢larithromycin,

wie needed. mix i g similar way add twice the required amount of water
mdicated in combination with NEXICURE tor /L pylors eradication 1o reduce the

2 Stir the packet contents into the water }
nisk of duodenal ulcer recurrence, refer o the Contraindications ssmol the

1 Leave 2 3 minules to thicken respective prescribing information

4 Strand driink within 30 minutes. e Proton pump inhibitors (PPIs), meluding NEXICURL, are contraindicated
in patients receiving rilpivinnecontaining products

5 Ifany of the contents remain atter drinking, add more water, stir, and drink immediately

WARNINGS AND PRECAUTIONS
.1 Presence of Gastric Malignancy

i atton via Nasogastrie or Gastrie Tube
”

I Add 3 ml of water to a catheter-ipped syrnge and then add the contents of a 2.5 mg ~

S o NE ' - ot | » bl Lot streng g
o 5 mg NEXICURE packet For the 10 mg, and 20 mg packet strengths, add at least In adults, symptomatic respanse to therapy with NEXICURE does not preclude the
FS.mL of wasertoithe catheser-fipped yringe presence of gastric mahignancy . Consideradditional follow-up and diggnostic testing in

Immedistely shake the catheter-tipped synnge and leave 2 1o 3 minutes 1o thicken adult patients who have a suboptimal response or an early symptomatic relapse after

completing treatment with a PPL In older patients, also consider an endoscopy
3. Shake the catheter-tipped syringe und mject through the nasopustric or gastre tube,
French siee 6 or larger, into thestomach within 30 minutes 6.2 Acute Tubuloiaterstitial Nephritis
4 Refill the catheter-tipped syringe with an equal amount of water (5 ml. or 15 ml.} ¢ _
Acute ubulmnterstitial nephrntis (TIN) his been observed in patients taking PPIs and
may oceur at any point durmg PPItherspy. Patients may present with varying signs and

S Shake and Mush any remaming contents from the nasogastie or gastric tube ito the
sympt from symplomatic hy persensitivity reactions o non-specific symploms of

stomach

4 DOSAGE FORMS AND STRENGTHS decreased renal function (e g , malaise, nausea, anorexia) In reported case series, some
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pattients were diagnosed on biopsy und in the absence ol extra-renal manitestitions (e g
tever, rush or anthralgia ). Discontinue NEXICURT and evaluate patients with suspected

acute TIN

6.3 Clostridium difficile- Associated Diarrhea

Published observitional studies suggest that PPL therapy like NEXICURE may be
associdted with an ereased nsk of Clostrdivn  difficile-ussociated  diarrhea,
espectally i hospitalized patients This diagnosis should be considered for diarrhes

that does notl improve

Patients should use the lowest dose and shortest duration of PPl therapy appropnate to the

candition being treated

Closeridium difficde-associated diarrhea (CDAD) hus been reported with use of nearly all
antibacterial agens. For more iformation specific W antibactenial agents (clanthromyein a
amoxiciiling indicated for use in combination with NEXICURE. refer to Warnings and

Precautions section of the corresponding preseribing information

6.4 Bone Fracture

Several published observational studies suggest that proton pump inhibitor (PPI) therapy
may be associated with an imcreased nsk for osteoporosis-related fractures of the hip. wrist,
or spine. The nisk of fracture was increased in patients who received high-dose, defined as
multiple daily doses, and long-term PPI therapy (a year or longer). Patients should usethe
lowest dose and shortest duration of PPI therapy appropriate to the condition being treated.
Patients at risk for osteoporosis-related fractures should be managed according to
established treatment guidelines.

6.5 Severe Cutaneous Adverse Reactions

Severe cutancous adverse reactions, including Stevens-Johnson syndrome (SIS)
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and toxic epidermul necrolysis (TEN). drug reaction with eosinophilia and

systermic symptoms (DRESS), and acute generalized exanthematouspustulosis
(AGEP) have been reported in ussocration with the use of PPIs

Discontinue NEXICURLE ut the lirstsigns or symptoms of severe cutancous adverse

reactions o other signs ofhypersensitivity and consider further evaluation

6.6 Cutancous and Systemic Lupus Erythematosus

Cutaneous lupus erythematosus (CLE) and systemic lupus erythematosus (SLE) have been
reported i patients taking PPIs, including esomeprazole. These events have occurred as
both new onset and an exacerbation of existing autoimmunedisease. The majonty of PPI-
induced lupus ervthematosus cases were CLE.

The most common form of CLE reported in patients treated with PPls was subacute
CLE (SCLE) and occurred withinwecks to years after continuous drug therapy in
patients ranging from infants to the elderly. Generally, histological findings were

! observed without organ involvement.

Systemic lupus erythematosus (SLE) is less commonly reported than CLE in patients
receiving PPIs. PPl associated SLE1s usually milder than non-drug induced SLE. Onset of
SLE typically occurred within days to years afler imtiating treatment primarily in patients
runging from young adults to the elderly. The majority of patients presented with rash,
however, arthralgia and cytopenia were also reported

Avord admmistration of PPIs for longer than medically indicated. I signs or symptoms
consistent with CLE or SLE are poted in patients receiving NEXICURE, discontinue the
diug and refer the patient to the apprapriate specialist for evaluation Maost patients
improve with discontimuation of the PPI alone in 4 1o 12 weeks Serological testing (e g
ANA Jmay be pasitive and elevated serological test results may take longer o resolve than

climcal manestations
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6.7 Interuction with Clopidogrel

Avord concomitant use of NEXICURE with clopidogrel Clopidogrel is a prodrug
Inhibition of platelet aggregation by cloprdogrel is entirely due to an active metabolite
Ihe metabohism ol clopidogrel to its active metubolite can be impairedby use with
concomitant medications, such as esomeprazole, that mbibit CY P20 19 activity
Concomitant use of clopidogrel with 40 mg esomeprazole reduces the pharmacological

activity o clopdogrel. When usimg NEXICURE consider alternutive anti-platelet therapy

6.8 Cyanocobalamin (Vitamin 13-12) Deficiency

Dranly treatment with any acid-suppressimg medications over a long penod of time (¢.g.,
longer than 3 vears) may lead tomalabsorption of evanocobalamin (vitamin B-12) caused
by hypo- or achlorhydria. Rare reports of evanocobalamin deficiency occurning with
acid-suppressing therapy have been reported in the literature This dingnosis should be

considered 1f climeal symptoms consistent with cyanocobalamin deliciency are observed

6.9 Hypomagnesemian and Mineral Metabolism

Hypomagnesemia, symptomatic and asymptomatic, has been reported rarely in patients
treated with PPIs for at least threemonths, in most cases after a year of therapy. Senous
adverse events include tetany, arrhythimias, and seizures

Hypomagnesemia may lead 1o hypocalcemia and/or hypokalenia and may exacerbate
underlying hypocalcemia in at-riskpatients. In most patients, treatment of hy pomagnesemia
required magnesum replacement and discontinuation of the PPL

For patients expected to be on prolonged treatment or who take PPIs with medications
such as digoxin or drugs that maycause hypomagnesemia (e.g., diuretics), health care
professionals may consider monitoring magnesium levels prior to initiation of PPI

treatment and periodically

Consider monitoring magnesium and calcium levels prior o initiation of NEXICURE and

periodically while on treatment in patients with a preexisting risk of hypocalcemia (e.g .
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hypoparathyroidism).  Supplement with magnesium and/or calcium, as necessary. If
hypocaleemia 1s relractory 1o treatment, consider discontinuing the PPL

6,10 Interaction with St John's Wort or Rifampin

Drugs which induce CYP2CTY or CYP3A4 (such as St John's Wort or nifampin) can
substantially decrease esomeprazoleconcentrations. Avoid concomitant use of NEXICURE

with 51 John's Worl or nifampin

6. 11 Interactions with Diagnostic Investigations for Neuroendocrine Tumors

Serum chromogranin A (CgA ) levels increase secondary to drug-induced decreases in

gastnie acwdity. The increased CpAlevel may cause false positive results in diagnostic
o L mvestigations for pearoendocrine tumors. Healtheare providers shouldtemporarily stop

\ * esomeprazole treatment at least 14 days before assessing CgA levels and consider

repeating the test 1f mitial CgA levels are high. 11 senal tests are performed (e g, for
* monitoring), the same commercial laboratory should be used for testing, as relerence
'

dnges between tests may vary

6.12 Interaction with Methotrexate

Literature suggests that concomitant use of PPIs with methotrexate (primarily at high dose;
see methotrexate prescribing information) may elevate and prolong serum levels of

methotrexate and/or its metabolite, possibly leading to methotrexatetoxicities. In high-dose
methotrexate administration a temporary withdrawal of the PP1 may be considered in some

patients.

6.13 Fundic Gland Polyps

PPI use 15 associated with an increased risk of fundic gland polyps that increases with
long-term use, especially beyond one year. Most PPLusers who developed fundie gland
polyps were asymptomatic and fundic gland polyps were identified incidentally on
endoscopy. Use the shortest duration of PP therapy approprate to the condition being

12
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treated -Nervous System: hepatic encephalopathy . taste disturbance

-Psvehiarrie: aggression. agitation, depression, hallucination

TADVERSE REACTIONS - Renal and Urinary. interstitial nephritis
I'he following senous adverse reactions are described below and elsewhere in labeling ~Reproductive Svstem and Breast: pynecomastia
. Acute Tubulomterstitial Nephritis -Respuratory, Thoracic, and Mediastnal: bronchospasm.
. Clostridium difficile-Associated Darrhen -Skin and Subcutaneous Tissue: alopecia, erythema multiforme, hyperhidrosis, photosensitivity,
x Bone Fracture Stevens-Johnson syndrome, toxic epidermal necrolysis (some fatal), drug reaction with
. Severe Cutaneous Adverse Reactions cosinophilia and systemic symptoms (DRESS), andacute generalized exanthematous pustulosis
. Cutancous and Systemic Lupus Erythematosus (AGER); cxtancous lupes.cnytheriotin.
. Cvanocobalwmm (Vitamin B-12) Deficiency Adverse reactions associated with omeprazole may also be expected to oceur with
. Hypomagnesemia and Mineral Metabolism esomeprazole. See the full prescribing information for omeprazole for complete satety
. Fundic Gland Polyps information

Ke ing ol suspected adverse reactions

8 Post murketing Eaperience: Reporting suspected adverse reactions afler authonsation of the medicinal product 1s

important. It allows contimued monitoring of the benelivnsk balance of the medicmal

The tollowing adverse reactions have been wdentified duning post-approval use of - s ;
s . » | %0 product Healtheare professionals are asked 1o report any suspected adverse reactions via

esomeprazole  Because these reactions are reported voluntanly from a population of _ - v P
uneertain size, it is not always possible o reliably estimate their frequency or establish a b - Ihe Egyptian Pharmacovigilance Center
Address: 21 Abd El Aziz Al Soud Street, Il-Manial, Cairo, Egypt. And PO Box 11451
Telephone (42)02 25354100, Extension 1303

Fax: 4202 - 23610497

Email py followupiredacgypl gov eg

causal relationship to drug exposure These reports are listed below by body system

-Bilood and Lymphatic: agranulocylosis, pancytopenis
-Eve. blurred vision

~Crastramitestingl. pancreatitis, stamatits, microscopie colitis, fundic gland polyps

Hepatobrhary. hepate fulure, hepatitis with or without jaundice O Zew pharma PY Email pviwlzeta-pharma com

“lmmune Svsrem: anuphylactic reaction/shock. systemic lupus erythematosus

-Infections and Infestations, Gl candidiasis, Clostridm difficife-associated diarthea 9 DRUG INTERACTIONS

-Metabolism and nutritional disorders. hypomagnesemia (may lead to hypocalcemia Tables 3 and 4 include drugs with clincally important drug interactions and
and/or hypokalemia) interaction with diagnostics when administered concomitantly with
-Musculoskeletal and Connective Tissue: muscular weakness, mvalgia, bone fracture esomeprazole and mstructions for preventing or managing them

Consult the labeling of concomutantly used drugs to obtam further information about

13 14
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interactions with PPls

Table 3 Clinically Relevant Interactions Affecting Drugs Co-Administered with

Esomeprazole andlnteraction with Diagnostics

Aniiveiroviral

Clinical Impect:

\ntervention.

The eflect of PPIS on antiretroviral drugs is variable, The clinical importance
and themechamisms behind these interactions are not always known
o Decreased exposure of some antiretroviral drugs (¢ g rilpivinne
atazanavir, andnelfinavir) when used concomitantly with
esomeprizole may reduce antiviral etlect and promote the
development of drug resistance
o Increased exposure of other antiretroviral drugs (e g . sagquinuvir)
when usedconcomitantly with esomeprazole may mcrease
loxiciy
o There are other untiretroviral drugs which do not result in
climcally relevantinteractions with esomeprazole

_B_!l[zl\fl”[ e-contyinmg, products Concomitant use with NEXICURE is

contraindicated :
Atiranavir, See prescnibing mformation for atazanavir tor dosing
in rhrmuhun

N'Ilul'{“ﬂ (A1} I(Irnl."li’lﬂ\ (1}

Suguimayir See the preseribing rotmation [or sagquinuyie 1or moenitoring
of potentialsaquinavir-related toxicities

Other antiretrovirals: See prescribing information for specific antiretroviral
drugs

Warfarin

i fimical Impect

[ratervention

Inereased INR and prothrombin time in patients recetving PPIs, including
esomeprazole, und warlann concomitantly  Increases in INR and prothrombin
| time may lead w abnormalbiceding and even death.

TMonitor INR and prothrombin time and adjust the dose of warlurin, IIT

needed, omaintain the trget INR range

Methotrexate

Clinical Impact

Concomitant use of esomeprazole with methotrexate (primarily at high
dose) mayelevate and prolong serum concentrations of methotrexate
and/or its metabolite hydroxymethotrexate, possibly leading to
methotrexaste loxicities. No lormal drug interaction studies of high-dose

| methotresate with PPIs have been conducted -

wm:l‘&‘ﬂlm.'

Interveniton:
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A temporary withdrmwal of NEXICURE may be considered m some
patients recervinghigh-dose methotrexate

Clopidogrel

| 2C19 Substrates (e.g., clopidogrel, citalopram, cilostazol)

i tinical mpact

Concomitant use of esomeprazole 40 mg resulted in reduced plasma
concentrations ofthe setive metabolite of clopidogrel and u reduction in
plateler imbibition.

There ure no adequate combination studies of @ lower dose of esomeprazole
or a higherdose of clopdogrel in comparison with the approved dose of

clopidogrel.
Avoid concomitant use with NEXICURE Consider use of alternative anti-

nterventton: platelet therapy
Citalopram
Clinical Impact Increased exposure of citalopram leading to an increased risk of Q'

prolongation..

Limit the dose of citalopram 1o & maximum of 20 mg per day See
prescribingiformation for citalopram

Cilostazol

t\.’rrm'uf Impact.

Increased exposure of cilostazol and one of its active metabolites (3 4-dihydro-
cilostazol ).

Consider reducing the dose of cilostazol from 100 mg twice daily

10 50 mg twice daily. See prescribinginformation for cilostazol

M-rvwr.’mn.'

| Potentral f for increased exposure of digoxin.

| Monitor d:gomn concentrations and adjust the dose, (T needed, to mamtain
therapeuticdrug concentrations. See prescribing mformation for digoxin

Combination

Climical tmpact:

nitervention,

| Amoxieillin also has drug interactions

with and
Concomitant administration ol ¢larithromycin with other drugs can lead
to seriousadverse reactions, including potentially fatal arrhythmias, and
are contraindicated

See Conmtraindications, Warnings and Precanttons i prescribing
information forclarithromycin

See Drug Interactions n prescribing information for amoxicillin

i Timical Impact;

Drugs Dependent on Gastric pH for Absorption (e.g., iron salts, erlotinib,
dasatinib, niloti ketoconazole/itraconazole]

Esomeprizole can reduce the ubsorption of other drugs due to its effect
on reducing intragastric acidity |

1ty
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Mycophenolate mofetil (MMFE} Co-admimistration of omeprazole, of which
esomeprazole 15 an enuntiomer, in healthy subjects and in transplant patients
receiving MM has been reported (o reduce the exposure to the active
metabolite, mycophenolicacid (MPA), possibly due 1o a decrease in MME
solubility at an mereased gastne pH

I'he clinieal relevance of reduced MPA exposure on organ rejection has not
Untervention been established i transplant patients recerving NEXICURLE and MMFE
Lse NEXICURE with caution in transplant patients receiving MMF
See the prescribing intormation for other drugs dependent on gastnic pH for
absorption

Tacrolimus

~ |StJohn's W;ﬁlhm—pm “Avoid concomitant use with
Uniervention Ritonavir-contaming products: see prescribimg mformation for specilic drugs
Voriconazole

\Clintcal Impect. Increased exposure of esomeprazole.

| Dose adjustment of NEXICURE is not normally required. However. in patients |
with Zollinger-Ellison syndrome, who may reguire higher doses, dosage
adjustment may beconsidered

Untervention
Sew prescribing information for voriconuazole ol

Potentially increased exposure of tacrolimus, especially i transplant
| patients who areitermediate or poor metabolizers of CYP2C19.

Monitor tacrolimus whole blood concentrations and consider reducing the dose,
i needed. 1o mamiam therapeutic drug concentrations. See prescribing

Clmical Impact.

\ntervention. : %
information tor tucrolimus
Interactions with In of Neuroendocrine Tumors

Serum chromogranin A (CgA) levels merease secondury to PPL-induced
decreases in gastric acidity. The increased CgA level may cause false positive
results in diagnoste myvestigations for nedroendocrine tumaors.

Discontinue NEXICURE at least 14 days before assessing CgA levels and
consider repeatmg the test ihmtal CpA levels are high 1 senal tests are {
pertormed (eg for monnoring), the same commercial laboratory should be
used lor testing, as relerence

ranges between tests may vary

Interaction with Secretin Stimulation Test

Climical Impact:

Untervention

Hlyper-response in gastrin secretion i response to secretin stimulation test,

Climeal Impact: i
i falselysugpesting gastrinoma. ] ]
_'l—pi.ren-mnm Discontinue NEXICURE 4 weeks prior o testing
False Positive Urine Tests for THC

There have been reports of false positive unne screening test for

i lemical Impact: 4 Seoita
S tetruhydrocannabinol(THC ) in putients receiving PPLs
An alternative confirmatory method should be considered to venfy positive
Unrervention epilts s

Table 4: Clinically Relevant Interactions Affecting Esomeprazole When Co-
Administered with OtherDrugs

| CYP2C19 or CYP3A Inducers

Decreased exposure of esomeprazole when used concomitantly with strong
inecal tmpact: induters,

10 USE INSPECIFIC POPULATIONS
1L Pregnancy

meprazole 1s the S-somer of omeprazole. Four epid logical studres compared the

T A = .
uetiey of congenital abnormahties among miants borm to women who used omeprizole

i gregnancy with the freq y ol abng lities among mifants of women exposed 1o Ha-

veral studies have reported no apparent adverse shor-lerm effects on the infant when single

dose oral or mtmvenous prazole was ad { 1o over 200 pregnant women as

premedication for cesarean section under general anesthesia

10.2 Lactation

Esomeprazole 18 the Sasomer of omeprazole and limited datu suggest that omeprazole may
be present m human milk There are no clinical data on the effects of esomeprazole on the
breastied intant or on milk production. The developmentaland health benefits of
hreastieeding should be considered along with the mother’s clinical need for NEXICURE
and any potentinl adverse effects on the breastied infunt from NEXICURE or from the

underlyimg maternal condition
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10,3 Pediairic |se suspension have been established i pediatne patients 1 year to 11 years of age for the short-

Healing of EE term treatment (up to 8 weeks) of heartburn and other symptoms associated with GERD . Use of

Pediatric Patients | Year ta 17 Years of Age Esomeprazole for this indication 1s supported by evidence from adequate and well-controlled

The safety and effectivencss of Esomeprazole for enteric couted granules for delayed studies in adults with additional salety and pharmadokinetie data in pediatric patients | year to
17 years of age The satety profile i pediatne patients | year to 17 years of age was similar to

release oral suspension have been established i pediatne patients 12 years 10 17 years for
adults

short-term treatment (4 10 8 weeks) tor healing of EE. The safety and effectiveness of

someprazole for enterie conted granules for delayed release oral suspension have been
estabhished m pediatnic patients | yvear to 11 years for short-term treatment (up to 8 weeks)
for healing of EL- Use of Esomeprazole for this indication 1s supported by evidence from
adequate and well-controlled studies in adults with additional satety and pharmucokinetic
data in pediatnic patients | vear w 17 years of age The salety profile in pediatric patients |

year to 17 years of age was similar to adults

The safety und effectiveness of Esomeprazole Tor the treatment of symptomatic GERD in

pediatric patients less than | year ofage hiave not been established

Infarts | Month to Less Than | Year of Age

someprazole was not found to be eflective m a multicenter, randomized, double-blind,

i k
4=
/ .\;untmlhﬂ, treatment-withdrawal study of 98 infamts aged | month to 11 months for the
& -—

¢ ) e S treatment of symptomatic GERD. Patients were enrolled if they hadeither a clinical diagnosis of

Pediatric Pattents | Month to Less Than | Year of Age

The satety and effectiveness of Esomeprazole Tor entene coated granules for delayed release
oral suspension have been established in pediatnic patients | month 10 less than 1 year of age
tor short-term treatment (up to 6 weeks) of EE due o acid-mediated GERLY. Use of
Esomeprazole for this mdiwcation 15 supported by evidence from adeguate and well-controlled
studhes m adubts with addional satety, pharmacokinetic, und pharmacodynumic data i
pediatrie patients | month o less than | year of age The satety profile in pediatnic patients |
month to less than | year of uge was similur to adults

I'he satety and effectiveness ol Esomeprazole for the treatment of EE due 10 acid-mediated

GERD in pediatric patients lessthan | month of age have not been established

Symptomutic GERD

Pediarric Patients | Year 1o 17 Years of Age

The safety and eflfectiveness of Esomeprazole for entene coated granules tor delayved release oral
suspension have been established in pediatric patients 12 years to 17 years of age for the shon-
term treatment (4 weeks) of heartburn and other symptoms associuted with GERD. The safety

and effectiveness of Esomeprazole Tor entenc coated granules for delayed release oral

19

suspected GERD. symptomatic GERD, or endoscopically proven GERD. Twenty of 98 enrolled
- petients underwent endoscopy, and 6 patients were found (o have EE on endoscopy at baseline
tents received Esomeprazole forentenc coated granules for delayed release oml
enston once daily during a two-week, open-label phase of the study
ere were BU patients who attwined o pre-specified level of symptom improvement and who
entered the double-blind phase. in which they were randomized in equal proportions to receive
NEXICURE or placebo for the next four weeks Efficacy was assessed by observing the time
from randomization to study discontinuation dug 1o symptom worsening during the four-week,
treatment-withdrawal phase. There was no statstically sigmbicant difterence between
Esomeprazole andplacebo in the rate of discontinuation due to symptom worsening, therefore,
these results do not support the use ol Esomeprazole tor the treatment of symptomatic GERD in

mfants | month Lo less than | year of age

Other Conditions

The safety and effectiveness of Esomeprazole for the nsk reduction of NSAID-associated
gastric ulcer, . pylort eradicationto reduce the nisk of duodenal ulcer recurrence and

treatment of pathological hypersecretory conditions have not been estabhished n pediatric

20
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patients should be symptomatic and supportive.

I over-exposure oceurs, call your Poison Control Center for current information on the

10.4 Geriatric Use
munagement of porsoning or overdosige

OFf the total number of patients who received Esomeprazole in clinical trials, 1459 were 65
to 74 vears of age and 354 patientswere 75 vears of age and older 12 DESCRIPTION

No overull differences in safety and efficacy were pbserved between the elderly and Entene Coated free flowing granules for delayed release oral suspension afler reconstitution

vounger individuals, and other reported clinteal expenience has not identified differences n TR 5

NEXICURE 15 supplied m entenc coated granules for delayed release oral suspension
responses between elderly and younger patients, but greatersensitivity ol some older
individuals cannot be ruled out e esomeprazole granules and imactive granules are constituted with water toform a
suspension and are given by oral. nasogastric. or gastric administration

TN

1.5 Hepatic Impairment

- = h“'
I patients with severe hepatic timparmment (Child-Pugh Class C) exposure to : V‘* \ B CLINICAL PHARMACOLOGY
/ o P 13.1 Mechanism of Action
esomeprazole substantially increased compared 1o healthy subjects. Dosage modification " rf tﬂ P 7 e
- . : . ; . - - ' - = .
ol NEXICURE 1s recommended for patients with severe hepatic imparment for the | - F 5 ) « Isomeprazole belongs 1o a class of anuisecretory compounds, the substituted benzimidazoles,
L1 -
healing of FE, risk reduction of NSAID-associated gastric ulcer, /. pvlors eradication to \ e P L al suppresses pastric acid secretion by spectfic inhibition of the H+/K+ A'l'Pase enzyme
reduce the nsk of duodenal ulcer recurrence, and pathological hyperseeretory conditions . w# Fsystem at the secretory surface of the gastric panetal cell. Esomeprazole is protonated and
3 : - v
includimg Zolhmger-Elhison Syndrome s L converted in the acidic compartment of the parietal cell forming the active inhibitor, theachiral
) sulphenamide Because this enzyme system is regarded as the acid (proton) pump within the

In patients with mild w moderste hiver impairment (Child-Pugh Classes A and B), no dosage z ) S ;

gastric mucosy, esomeprazole has been characterized as o gastnie acid-pump inhibitor, in that it
adjustment 15 necessury - i . - x .

blocks the final step of acid production. This eftect is dose-related and leads to inhibition of”

. both basal and stimulated acid secretion irrespective of the stimulus
1 OVERDOSAGE
Manifestations i patients exposed to omeprazole, the racemic mixture, at doses up to
_ 13.2 Pharmacody namics
2400 mg (120 nmes the usual recommended climcal dose) include confusion,
Anbisecretory Aclivity

drowsmness. blurred vision. tachycardia. nausea. diaphoresis, Hushing, headache, dry

mouth, and other adverse reactions similar to those seen at recommended dosages. Scee
the full preseribingmlormation for omeprazole for complete safety information No
specific antidote for esomeprazole 1s known. Since esomeprazole 1s extensively protein

bound, it is not expected o be removed by dialysis n the event of overdosage. treatment

21

Adults

The effect of esi an gastric pH was determined in adult patients with symptonatic
GERLY 1 two separate studies. In the first study of 36 patients, Esomepraizole 40 mg and 20 mg

delayed-release capsules were admimstered once daily over 5 days as shown i Table 5

22
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Enterochromaltin-like (ECL) Cell Eftects
Human gastric bropsy specimens have been obtaned from more than 3,000 patients

Parumeter Esomeprazole Delaved-Release Capsules

A0 mg once daily 20 mg once daily
(both pediatrics and adults) treated with omeprazole i long-term chinical trials The

. Yo rtd o T " i ﬁ'-'. 9
e Tine damce g tHoum) o g meidence of ECL cell hyperplasia in these studies increased with tme:however, no case
68h 127h " )
a ) \ ! of ECL cell carcmonds, dysplasia, or neoplasia has been found in these patients
Coeflicient of variation 26% 37%
Median 24 Tour pil T ] In over 1,000 patients treated with oral esomeprazole (10 mg, 20 mg or 40 mg/day) for up
Coelicient of varialion T6% 37%% 10 12 months, the prevalence of ECL cell hyperplasia increased with time and dose. No

| Gasine pH was measured over a 24-hour penod

2 p 001 Esomeprazole 40 mg vs. Esomeprazole 20 mg

Pedutrics

In intants (1 w 11 months old, mclusive) with GERD given Esomeprazole Tor entenc
coated granules for delayed release oral suspension | mg/kg oncedaily, the percent tme
with mtmgastnie pH > 4 mereased from 29% at baseline to 69% on Day 7. which is

similur 1o thepharmacody numie effect in adults

Serum Gastrin Eftects

Ihe effect of esomeprazole on serum  gastnn  concentrations was  evaluated 1n
approximately 2,700 patients i chinical wals of oral esomeprazole tor up o 8 weeks
and i over | 300 patients for up to 12 months The mean fasting gastninlevel increased
n a dose-related manner The increase i serum gastrin concentrations reached o
plateau within two tothree months of therapy and returned to baseline levels wathin
tour weeks after discontimuation of therapy

Increased gastrin causes enterochromaltin-like cell hyperplasia and increased serum

Chromogranin A (CgA) levels. Theinereased CgA levels may cause false positive results in

diagnostic investigations for neuroendocrine wmors

patient developed FCL cell carcimods, dysplasia, or neoplasia in the gastric mucosa.

Oral doses of omeprazole 30 mg or 40 mg once daily for 2 to 4 weeks had no effect on
carbohydrate metabohsm circulating levels of parathyroid hormone. cortisol, estradiol .

testosterone, prolacting cholecystokinin, or secretin

< 1A Pharmacokinetics

Absorption
Esomeprazole for enteric conted granules for delayed release oral suspension. Showed

stmilar bioavailability aftera single dose (40 mg) administration in 94 healthy male and
female subjects under fasting conditions. After oral administration, peak plasma levels
(Cmax ) of esomeprazole occur at approximately 15 hours ( Tmax). The Cmax mcreases
proportionally when the dose 1s inereased, and there is a three-fold increase in the area
under the plasma concentration- time curve (AUC) from 20 to 40 mg At repeated once-
daily dosing w{l.h 40 myg, the systemic bioavatlability is approximately 90% compared to
64% after a slr;glc dose of 40 mg. The mean exposure (AUC) to esomeprazole increases
from 4 32 muicromol*hr/L on Day | to | 1.2 micromol*hr/L on Day 5 after 40 mg once daily

dosing

Esomeprazole 1s 4 time-dependent mhibitor of CYP2C1Y, resulting in sutoinhibition and

nonlinear pharmacokinetics. Thesvstemic exposure increases in a more than dose

2
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proportional manner atter muluple oral doses of esomeprazole.

Compared to the first dose, the systemic exposure (Cmas and AUCO-244) at steady state
following once a day dosing increased by 43% and 90%, respectively, compared 1o after
the first dose for the 20 mg dose and increased by 95% and | 59%, respectively, for the

40 mg dose

Distribution

Esomepriazole 1s 97% bound (o plasma proteins. Plusma protein binding 1s constant over the

concentration range of 2 to 20micromol/l. The apparent volume of distribution at steady

state in healthy subjects 1s approximately 16 L.

Ehmination

Metabolism

Esomeprazole 15 extensively metabolized in the liver by the cytochrome PAS0 (CYP)
engyme system The metabolites of esomeprazole luck antisecretory activity. The major
part of esomepriazole’s metabolism s dependent upon the CYP2C 1Y isoenzyme, which
forms the hydroxy and desmethyl metwbolites The remmming amount 15 dependent on

CYPIAY whichforms the sulphone metabolite

Lrcretion

Ihe plasma elimination half=life of esomeprazole 15 approximately | 1o 1.5 hours. Less
than 1% of parent drug 15 excretedm the unine. Approximately 80% of un oral dose of
esomeprazole is excreted as mactive metabolites in the unne, und the remamder 1s found as

nactive metabolites in the feces

Spectlic Populations

Grerairic Patients

The AUC and Crnax values of esomeprazole were slightly higher (25% and 18%,
respectively) m the elderly as compared 1o vounger subjects at steady state This increase

in exposure 1s not considered climeally relevant

Pediatric Patients

1 Maonth to |1 Months of Age

The pharmacokinetic parameters following repeated dose administration of esomeprazole
magnesium I mg/kg once datlylfor 7to 8 days in | month to | I=-month-old infants with

GERD are summanzed in Table 6

Table 6: Summary of Esomeprazole Pharmacokinetic Parameters Following Once
Daily Dosing of Oral Esomeprazole Magnesium for 7 to 8 Days in | Month to | Year
Old Infants with GERD

Parameter Esomeprazole Magnesium |
mg/kg Orally Once Daily

AUC (micromol W1} 351
(n=7y

. Cys max (micromol/L) 087

| (n=15)"

17 (h) (n=8)" 093
tmax (h) (n=15)" 3.0

T -
Gieometnic mean

! Median

Subsequent pharmacokinetic simulation analyses showed that for pediatric patients |
month to 11 months of age, a dosageregimen of 2.5 mg once daily (body weight 3 10 5 kg),
5 mg once datly (body weight more than 5 to 7.5 kg) and 10 mg once dmly for (body
weight more than 7.5 to 12 kg) would achieve comparable steady-state plasma exposures
(AUC) to that observed with 10 mg once daily in patients | year to || year of age and 20
mg once datly in patients 12 years to 18 years of age, as well as adults

Apparent clearance (CL/F) increases with age in pediatne patients with GERD trom |

month to 2 years of age

£ Year to 11 Years of Age
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with GERD aged 12

The pharmacokinetics of esomeprazole were studied in pediatne pauents with GERD The pharmacokmetics of Esomeprazole were studied i 28 adol I
aged | year to |1 years Followingonee daily dosing with Esomeprazole for entenic 1o 17 years inclusive, in a single center study. Patients were randomized 1o receive Esomeprazole 20
codted granules tor delayed release oral suspension for S days. the total exposure (ALC) mg or 40 myg once daily for 8 days Mean Caw and AUC values of esomeprazole were not affecied by
tor the 10 mgdosuge in patients aged 6 years 1o 11 years was similar to that seen with the body werght or age, and more than dose-proportional mereases 0 mean Cao and AUC values were
20 mg dosage i adults and adolescents aged 12 years w0 17 years, The total exposure for observed between the two dose groups m the study. Overall, Esomeprazole pharmacokmetics i
the 10 mg dosage n patients aged | year o 5 years was approximately 30% higher than adolescent patients aged 1210 17 yenrswese sinilar to those: obssrved in adull patients with
the 10 mg dosage in patients aged 6 years o 11 years. The otal exposure for the 20 mg Sympomane GERD, Sée:labie s

ic Para s Following Once Daily

Table 8: Comparison of E prazole Phar ki
Dosing of Esomeprazole Delayed-Release Capsules in Pediatric Patients 12 Years to 17 Years

/"—'?\ with GERD and Adults with Symptomatic GERD'
g e

dosage i patients aged 6 vears 1o 11 vears was higher than that observed with the 20 mg
dosage m patients aged 12 vears 1o 17 years und adults, but lower than that observed with

the 40 mg dosage 12 10 17 year-olds and adults. See Table 7

Table 7: 8 y of K prazole Pharmacokinetic Parameters Following Once * = %
Daily Dosing of Esomeprazole for Enteric Coated Granules for Deluyed Release Oral ;7 F 06\ —_ = — = e s
Suspension for 5 Days in | Year to 11 Year Old Patients with GERD . R , " e _l,snmqmmle Delyol el Cupmics
i ( M a ¥ e J g ! 12 Yewrs o 17 Yeurs (N-28) Adults (N-36)
o / r Paramiter 20 mg once | 40 mg once daily | 20 mg once daily | 40 mg once daily |
Parumeter Esomeprazole For Coated Granules for \ 7 E 4 2 daly for 8 for 8 days for 5 days for 5 days
Oral Suspension ~ - B " days
I Year to 5 Years 6 Yearsto 11 Years ' "'::;/ " AUC (micromol W) 165 386 | 32 126
10 mg once daily 10 mg once daily 20 mg once daily C ey (micromol/L) I 45 513 21 47
(N=8) (N<7) (N=6) tuas(h) — #m [, @ . | 18
ALC 183 170 528 12z (h) 08 I L [
(micromal h/l.)’ " _I)nﬂcsemed are geamerric luearﬂs_fur AUC, L't and thahe, and median value for 1, ]
Coax (micromol/L) 298 177 373 | Data obtamed from two independent studies
tmax (h)” 1.44 1.79 175
1hz () 074 088 073
CVF (LY 599 7 84 "R Patients with Renal Impairment
I'he pharmacokinetics of Esomeprazole in patients with renal impairment are not

Geometric mean
ik expected to be altered relative to healthysubjects us less than 1% of esomeprazole 15
. excreted unehanged i unne

12 Yearsiv |7 Years uf Age
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esomeprazole (40 mg orally once daily at the same time as clopidogrel) for 29 days

Drug Interaction Studies

Effect of Esomeprazole’ Omeprazole on Other Drugy Expuosure to the active metabolite of clopidogrel was reduced by 35% to 40% over this time

In vitre and in vivo studies have shown that esomeprazole 1s not likely to inhibit CYPs peniod when clopidogrel and esomeprazole were administered together. Pharmacodynamic

[A2, 2A6, 209, 2D6, 2E]T and3A4 parameters were also measuredand demonstrated that the change in inhibition of platelet

aggregation was related 1o the change in the exposure to clopdogrel active metabolite

Antiretrovirals

For some anttretroviral drups, such as rilpivirine. atazanavie and nelfinavir, Nkl Ml

decreased serum concentrations havebeen reported when given together with Adininistration of omeprzzole 30 mg iwlce daily f6¢ 4 days and:a single- 1000 ag dose of
omepetsble MMF approximately one hourafier the lust dose of omeprazole to 12 healthy subjects ina
Rilpivirine cross-over study resulted ina 52% reduction in the Cmax and 23% reduction in the AUIC of
Following multiple doses of nilpivirine (150 mg, daily) and omeprazole (20 mg, MPA

daly), AUC was decreased by 40%,Cmax by 40%, and Coin by 33% for nilpivirine .
Cilostazol

“Nelfinavir Omeprazole acts as an inhibitor of CYP2C19. Omeprazole, given in doses of 40 mg

Following multiple doses of nellinavie (1250 mg, twice daily) and omeprazole (40 mg datly for one week 1o 20 healthy subjects in cross-over study, increased Cmax and AUC

daly ), AUC was decreased by 36% and 92%, Cmax by 37% and 89% and Cmin by of cllostazol by 18% and 26% respectively. The Cmax and AUC ofone of the active

$9% and 75% respectively for nelfinavir and M8 metabolites, 3 4-dihydro-cilostazol, which has 4 1o 7 times the activity of cilostazol, were

mcreased by29% and 69%, respectively. Co-admimstration of cilostazol with

-Aldzanavir
omeprazole 1s expected to increase concentrations of cilostezol and the above mentioned

Following multiple doses of wlazanavir (400 mg, daily) and omeprazole (40 mg,
daily, 2 hours before atazanavir) AUC was decreased by 94%, Cmiax by 96%, and

active metabolite

Crmin by 95%, Diazepam
s Co-admimstration of esomeprazole 30 mg and diazepam, o CYP2C 9 substrate, resulted in
=SAuinavir
" i 45% decrease in clearance ofdiazepam. Increased plasma levels of diazepam were
Foll Itiple dos Is i 1000/ 00 twice dutly tor 15 days i
ovlawing mutipe Sosiugof sapuinayinvRanaviF( HB) i sl o observed 12 hours after dosing and onwards  However, at that time, the plasma levels of
with omeprazole 40 mg daily co-admimstered days 11 to 15 The AUC was mereased by Fean: . )
dinzepum were below the therapeutic interval, and thus this interaction is unlikely to be of

82%, Cmax by 75%. and Cmin by 106% The mechanism behind this interaction is not
clinical relevance

tully elueidated

Digoxin
Clopidogre! :
Concomitant admimistration ol omeprazole 20 mg once daily and digoxin in healthy
In u crossover study, healthy subjects were admimistered clopidogrel (300 mg loading dose i b o
. subjects mcreased the boavarlabilitvof digoxin by 10% (30% i two subjects)
followed by 75 mp per day as the maintenance dosage lor 28 days) alone and with

Pl 30
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Heltcobacter pylori: Susceptibility testing of B pylort 1solates was performed for amoxicillin

Other Drugs
Conc ant sdministration of e prazole and either naproxen (non-selective and clanthromycin usingagar dilution methodology, and mimmum mhibitory concentrations

NSALD) did not identity any chricallyrelevant changes m the pharmacokinetic profiles (MICs) were determined

or'these NSAIDs Pretreatment Resistance: Clanthromycin pretreatment resistance rate (MIC = 1 meg/mlL) to
Effect of Other Drugs on H. pylori was 15% (66/445) it baseline in all treatment groups combined. A total of > 99%
Esomeprazole’ Omeprazole (394/395) of putients had H. pylors solates that were considered to be susceptible (MIC <
St John's Wort (125 meg/ml.) to amoxicillin ut baseling One patient had o baseline A pylort isolatewith an
In a cross-over study in 12 healthy male subjects, St John's Wort (300 mg three times amoxicillin MIC =05 meg/ml.

daily for 14 days) sigmificantly decreased the systemic exposure of omeprazole in 14 STORAGE

CYP2C19 poor metabolizers (Cmax and AUC both decreased by 38% jand extensive NEXICURE enteric costed granules for delayed release oral suspension is stored at

metabolizers (Cmax and AUC decreased by 50% and 44%, respectively) temperature not exceeding 30 °C, in dry place

Vortconazole A
IS SHELF LIFE:

Concomitant administration of omeprazole and voriconazole (4 combimed mhibitor ot i
24 Months

CYP2C19 and CYP3A4) resulted inmore than doubling of the omeprazole exposure. When

voriconizele (400 mg every 12 hours for one day ., followed by 200 mg once daily for 6
16 PACKAGE:

Nexicure 2.5, 5,10 and 20 Sachets:
Pack of 7. 10, 14 and 28 Free | (polyester /Al/ Low Density Polyethylene) From

davs) was given with omeprazole (40 mg once daily tor 7 days) to healthy subjects. the
steady- stute Cmax and AUCO-24 of omeprazole sigmificantly increased: an average of 2
times (Y0% CL 18, 2.6) and 4 times (90% C1 3 3,4 4), respectively, as compared to when

Outside to Inside | Sachets each Comams 3000 mg Granules
omepruzole was given without voriconazole

(ther Drugs Manufactured by
Co-administration of esomeprazole with oral contraceptives, diazepam, phenytom, quinidine, Zeta Pharma for Pharmaceutical Industries (Zeta Pharma)
naproxen (non-selective NSAID) did not seem to change the pharmacokinetic profile of
esomeprazole

13.4 Microbiology

Esomeprazole, amoxicilling and clanthromyein tniple therapy has been shown o be active

against most strains of Hellcabacterpylare (1. pyvlord woviera and in chinical infections

2
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