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1 INDICATIONS AND USAGE

1.1 Traatment of Active Duodenal Uicer

uodenl et sk Hosk patknts nwmmwm Some s oy
Fequre an addtonsl four weeks of ther
Reduce the Risk
Racurrance
o e
Triple Therapy
‘dsease

are patints wit
{actie or p to 1-year history) o eradicate . pyiori  adus.
Dual Therapy

for reament of patins weh i pylri nfecton and duodenalicer dscase to eradcate

H. oyl s
In patients
Susceptiity
g o
Mrobology
cecton)

1.3 Treatment of Active Benign Gastric Uicer

Weeks) o active bengn gasrk icer n S4uts.

1.4 Treatment of Symptomatic Gastroesophageal Reflux Disease (GERD)

e the
oiher Symptoms assocated wi GERD fo Up 10 8 ecks n pabints 1 year of 206 and
ower

1.5 Treatment of Erosive Esophagits (EE) Due to Ackl-Mediated GERD.
Pediatric patients 1 Year of Age to Adults

wesis) o
patents 1 year of e and oder.

ot i€ o een abed. g podent does ot [esond o5 wess o1
menkt may be gen. If

T GERD Syotoms (£, hesiou )y, a00KGha i & Week COWSES of Teprasoe

‘Geayedraease capsues may be consiered.

Pediatric Patients 1 Month to Less than 1 Year of Age
are ndicaed for
ERo

6 wedks) of
oo of age

Healing of EE Due
Omeprazole deayetreease capsules are ndicated fo the mantenance healng of EE
et sc medited GERD 1 patients 1 year of age and oier,

Controle stucies da not extend beyond 12 manths,

1.7 Pathological Hypersecratory Conditions

endocrne adenomas and systemic mastocyioss) n aduts
2 DOSAGE AND ADMINISTRATION
2.1 Recommended Adult Dosage Regimen by Indication
Tabie 1 o
adul patients by dcation.
by Indication
Indication Dosage of Omeprazole Delayed-release Capsuies ‘Treatment Duration
Treatment of Actve Duodenal Ucer 20 mg once daly 4 wesks?
10days
‘Omeprazak deayed rokase capsules 20 mg
Amoxiciin 1000 of
Carthromycn 500 mg release capsuies
Tk e drugs ke 0oy
16 doys
o e ntiaton of agational
e 505 e e oy
Actwe Benign Gastric Ucer 40 mg once daly i s
Tresmentof Smptomatc E10 30 anceday Upto 4 weeks
Treatment of £ due o Aci-ediat 20mg once daly %0 8 weeks?
enance of e o & e s A e GERO 20 mg once daiy® Controls studes do not extend beyond 12 months.
pathoogica Hypersecretory Condtions. Startng dose s

Dosages up to 120 mg thre tines iy have been admistered.

2.2 Recommended Pediatric Dosage Regimen by Indication

pedatrk patnts by ndKaton

281



Table 2: Recommended Dosage Regimen of Omaprazole Deaye
rolease Capsules in Podiatric Patients by Indiatir
indication Omeprazole Dolayed-rlezse Capsules Dosa
Regimen a
patient Age. We

o Ragiman and
e (mg) ration
Teatmertor 11016 yers 3 t/k5s than 0 Kg:Once Gy o op 104
‘Sympomatic smg weeks
GERD

10 o less than 20

kg0

20 kg and rester

20mg
Treatment of EE 1t0 16 years 5 o kess than 10 kg:Once daly for 4 0.8
doeto Acks Smo weeks!

Mdited GERD
Botomswan20
53 greser
mg
Lmonthto 310 less than s kg: Oncedaly up 10 &
lssthonl  25mg waeks
year
510 ks than 10 kot
mo
10 kg and grester
10mg
aienncact 11016 yers 305 thm 10V Once dly. Contrled
Hengor e e i o no extend
o Ack e beyon 12 manins

10t less than 20

g

20 kg and greater

20 m

. Too eficacy ofomaprazoledoeyed el capsiesused o onger han  wesks
IR kB 1o ot been SSGHISNed 3 patantdoes ot espand ' wesks o
ERiment on saatona  wesks ofesment Iy gun THre & racutence o B
oG (. b, ol 8 ek Counesof i
e reeie capais my b cons

2.3 Administration Instructions
3k omeprzo ey recse capsues before mes

VRt coseni M a dose & i, aAminer o soon a pessie: rowever,Tihe

e, Do nottake two doses af one tme to make up for & missed dose.

om - reloaso C

» Swalow omeprazole ddloyed.rokase capsies

* orpaties it o Swalowan ot ool umepramkdaaved reease
Capsues can b opence and adminsrere 5 folo

1. Pace one tablspoon of applesace nto clean containe (2.9, empty bow). The

Open the copsue.

Ve he pelets wih the appesace.

CompleteSwalown of the pelets. Do nt chew or €rush thepelets. Do ot save the
applesauce and pelets for future use.
3 DOSAGE FORMS AND STRENGTHS

Omeprazol Delayed-roease Capsules US?
v

Cap and ALY

4 CONTRAINDICATIONS

fofmuation. Hypersenstity reactons may nclide anaphyiaxs, anaphybctc shock,
Warnings o

precautons (52), Adverse Reactons (6]
ecening rlphvine.containig products [see Drug Interactns (7)
o For.

amoxicin) mdiated i comibnaton wih omeprazok, refer o the.
CONTRAINDICATIONS secton of the package meers

5 WARNINGS AND PRECAUTIONS.

5.1 Presence of Gastric Malgnancy.

In et symptomaic response o thrapy i omeprazoe does ot preckde the

presence of

ot gt wno e s subapumal esponse o an eay Symptomatc rdepcefer
ment wkh 3 1, n oler patnts, 360 cons er an endoss

5.2 Acute Interstitial Nephritis

nciuding
may occur Pl therapy and s
0 an dopatnic hyper
acure tersital

s

5.3 Clostridium dificle-Associated Diarrhea

9
assocated wkh on ncreased rsk of Clostridm difice assocaed darrhes, cspacialy
i dagnoss s

improve cee Adverse Reactions (6.

the condton benq treated

neary al

o Warnings 3nd
Precautions sectons of the corresponding prescriong formatn.

5.4 Bone Fracture

the .
i, or spine. g
. and ong term PP therap Patents
Shouid e
(21), Adverse Reactons (6 )
5.5 Cutaneous and Systemic Lupus Erythematosus
Cutaneous.
e

maprty of PPLinduced kpus enythematosus cases were CLE.

Tangig rom aiansto e cder.Genray taoicandgs wer observed
wEnout organ invoem

s (5tE) patints
receuing PPis. PPl associted SLE 5 usualy mider than non drug nduced SLE. Onset of
o

the iy,
However, artraiia and cytopenia were 3 reported,

e or symptoms
Conserent i, CLE o SLE re ot i pabents recenmg nm@vnnb layed recase
Capauie,
Chniition Woat palens Imrove it dsconinaton of e PP aans n 4 to 12 weeks

ke onger o resone than cinkal manfestatons

5.6 Interaction with Clopidogrel

Inhibkion of ptelt agaregation b clopidogrel s entiely e o an acte metabolke
opidogre!

actvty of copkoarel,cuen when sdminstered 12 hours apart Whet Using omeprazole.
Cineal

Phermacology (12.3)].
5.7 Cyanocobalamin (Vitamin B-12) Defic

Daly teatment it any acdsuppressing medkations over a ong perkd of tm (e,
onger

‘Caused by hypo- o achlorhydri. Rare reports of cyanocobaiamin defcency occurring

observed  patients treated wih omeprazole.

5.8 Hypomagnesemia

resiment o1
the
For medcations
e
reatment and periodicaly [see Adverse Reactins (6.3
5.9 Interaction with St. John's Wort or Rifampin
ot
Concomiant use of omeprazole wkh SL.Johris Wort or farmpin
5.10 Interactions with Diagnostic Investigations for Neuroendocrine Tumors

gastric acdey. The ncreased CgA leuel may cause false poSEe resuts n dognostc

T4 day:
e and cons der repesting th teat f mhil C9A vels are hgh. I serl tests e

5.1 Interaction with Methotrexate

I metabolke,

Interactons (7))

5.12 Fundic Gland Polyps

win

e
obos were ssympromae nd un gand obps were et ncentalyon
ndoscopy. ol

remed

5 ADVERSE REACTIONS.

= Acute Interstl Nephrits (see Warnings and Precautions (5.2)]

= Bone Fracture [see Warnings and Precautons (5.4]

Hypomagnesamia [sce Warnings and Precastions (5 5)
© Fincc Gl Poys (e Warmngs and recatonsis12) )

6.1 Cincal Trials Experience with Omeprazole.

Monotherapy

cinicaltrials of another drug and may not refiectthe rates observed n practice.

copstes

Us tris
e e ternatonsi

deson
e eparie e, wih o ncience e 22% o omeprazole etedpaten
e e Suded ncked hadache (1, ool an (53, s> e
Grthen (4%, vormtn (3%, and ftuence (3
Actora sovrse escions it wre i ncsence i ncudes oo
requrgaton (2%), upber respiratory infecton (2%, constpation (2%), dezress (2%
o ) st (1), e i 151 a0 Cough 190

than 65 years of

I patints 65 years of age or kss.

& tne 1
month 5 <1 year age group, the 1 to <2 year age group, nd the 2 0 16 year age

76 210 16 year 390 aroup (4%) [see Use I Speciic Popultions (5.9

6.2 Clincal Trials Experience with Omeprazole in Combination Therapy for H.
pylori Eradicatior

or e

those previusly reported with omeprazole, ClaEhromyc, or amoxKiln abre.
'Dual Therapy (omeprazole /Clarithromycin)

ed
516) tha air
5% ke
%),
‘Triple Therapy (Omeprazole /Clarithromycin/Amoxicilin)
prazote. caribromyce,
o),
TFor mare

amoxcin rfer
nformatin, Adverse Reacions sectons.)

6.3 Postmarketing Experience
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7 DRUG INTERACTIONS.
Tabks

preventng or managing them
further

intractons wih PP

Antiretrovirals

o & varibie

@ Thereare.
Intervention,

Warfarin

e
Interventon: Wontor . ¥ needes,
Methotrexate

n

Intervention,

9., clopkdogrel, ‘diazepam)
Clopidogrel

n

Intervention, Consider use.
Cialopram

.

Intervention, E ctalopram.
Ciostazol

Intervention,
Phenytoin
(ClmealImpact:Potenta forincreased exposure of phenytor,
Intervention,

Diazepam

3

Intervention, pa
Digoin

Interventon: Montor
Drugs Dependent on Gastric pH for Absorption (e.g.,iron salts, erlotinib, dasatinib, nllotinib, mycophenolate mofetl, ketoconazoletraconazole)

Intervention: - Wycophenolate mofet (M1F); Co-
dminsizaton

2 ower dose of omeprazoleor a igher dose of cbpidogrel i comparisan wh the approved dose of copiogrel

1

‘Combination Therapy with Clrithromycin and Amoxicilin

Amoxiiin 350 has drug nteractions.

Intervention
See Drug Interactons in prescring nformaton for amoxkin.
Tacrolimus

. po or crpacis,

Intaractions with Investiaatins of Neuroendacrins Tamors

10)

i " for monikorig),

Intervention
Interaction with Secretin Stimulation Test

Intervention
Fale Positive Urine Tests for THC

Interventin;
Other

dsuiram)

Intervention; [ these otner orugs

with Other Drugs
€YP2C19 or CYP3AS Inducers

an
Interventon: - Si_lohw's Wor. L
e prescribng nformaton forspectlc drugs.

CYP2C19 or CYP3A4 Inhibitors.

Intrvnton: Yorconaz o W
Elson sy
See preserong Formaion o vorkomazot.

8 USE IN SPECIFIC POPULATIONS.

1 Pregnancy
Risk Summary

maormatons o Gther adverse pregnancy outComes wih s trmester omeprazole

S
dose of 10 ma (based on a body surface area for 2 60 kg person)

o

Goze. 2

s0kg person)

ough mostof preanancy and actaton t doses equa o or greater than
aDnﬂammnx&N 34'tmes an ool human dose of 40 M esomeprazole o 40 mg
omeora

maior

loss or

Inthe s,
of majr beth defects and macarriage n cinkaly recognized pregnancies & 2% t 4%
and 15% to 20%,respectivel

Data
Human Dats

Four pubished epdemlogicalstudies compared the frequency of congental

antagonsts r other control.

ity Ry, coreg opproximael 55%of pregnances fom 199 0 35 epories
Wi 39

131 eposed

o Ik magon. o i o o AvBr oo, Wt v

ot

pectie cohort study covering al ve births in Denmark rom
sEtas00s resoies o 800 e et uhone ol inesorprazodurng e

fest trmester
ot exposed 1o any proton pump Ahiblor during the st trmester

e
bibckers T

osed to ekher during thefest trmester. The overall
dormatan ate 1 affsrng bor to mothers wih s et xposirets
. 55

o congenital makormations was 4% i the omepraza aroup. 2%
exposeta norerotogens, 14 28% n dsessepares contot Rates o or- Swnunmus

Weght were Simir among the groups.
Several stues
‘when single dos@ oal o ravenous omeprazok was Sdminstered 1o over 200

Animai Data:
Omeprazoke

uto 138

34 tes

n'rabbts, 5o
o601 Sato

in embryo-lethaly,feal resorptions, and pregnancy druptions. I ats, dose.rcated

Bate 34
Saminstered

prir to matng trougn the actaton perad
Esomeprazole

enantiomer of omeprazoie. The animalfo human dose MuEpks are based o the

adminstratin of sther 40 mg esomeprazok or 30 g omeprazok.

et
50

Bomg

o bor
5114 to 260 mako/y (sbout 3.4 0 6B tmes 3noral human cose of 40 mg
Gomerazo 40 meprazoan s body Suceres s, eonatiery

po oo
e nors
17
lengeh,
faresterthan 14
gresterthan
“omg
omeprazoie on a body surface orea basis)
i the pre-and

1 14 t 280 magiday (about 3.4 t 68 times an oral uman dose of 40 m
Cxomeprazol o 40 g omeprasale n a body urfce areabass) When rits were
dosed from gestationalday 7 through wearing on postnata da 21, statistaly

rester than

tmes
Surface area b3



Tesuts

equmonr
in'Gams and pups a5 descrioed sbove.
a

ot

25
9 0n 2 body surface area basi) where esomeprazole admistraton was from ether
Gestatonal day 7

the ofsprng at any age.
8.2 Lactation
Risk Summary

Limtes cata g
dataon the sifects of omeprazok on the breastied fant o on milkproducton. The

nfan from omeprazole o fram the underbying maternal condton.

4 Pediatric Use

e been establshed

e 1
o o X o
meciated GERD, and malntenance of healng of EE dle to acd- medited GERD. Use of

adurs and uncontroled Safey,effcacy and pharmacoknet: studes performed
pedatr and adoescent patints (see Ciica Pharmacobay (12.3), Cnca Studes
(1)

The safety and efectiveness of omeprazole have been estabished i pedtrc patents 1
(4 GERD.

agequate.

it patlers [see
Cncal Pharmacobay (123

the respir

manth ta [
Teported i the 1 month to <1 yeor age graup, fevr was (requenty reported i the 1 to
S year o

202 aroup 156 Adverse Reactions (6.1,

paters s en 1 e of e o
= Treatment of symptomati
 Dmienanceof el of £ ut t0 skt meclted GERD
*+ pedtcpains fr
restment of acewe duods

L it erateaion o reduc he sk of uodensl e recurence

© Trment o v e stk e

< Pt hypersec oy cond

e o o g oty .
Juvenile Animal Data
e of omeprazole was
body wesght oar Weght, femur kengih,
eier
a s
70200 17t 68 times
on 3 body surface
b o ¥ 280 majkajday was

postralalday 7 through postnatal day 35. n addtion, doses equal o or greater than
34 tmes o

o and

femur kncin,

Strontum, at equimolr doses of someprazok.

5 Geriatric Use

ke wos iinsered 1o over 2000 clery it = 65 vors f o)
dhka\mak el e Erepe There werend difreces sy
v o iy younies subec, v epancd ikl

increasec. omeprazo was

thatof

o, 9 heathy vol
necessary  the ederl (see Cinical Pharmacobgy (12.3)]

8.6 Hopatic Impairment

In patients wih hepatic mpairment (Chi-Pugh Cass A, 8, o C) exposure to

‘ance o heaing of EE[see Dosage and Adminiiraton (21), CInical
Phermacoiogy (12.3)]

7 asian Population
10 studes of heatiny subjects, Asians had approximately a four-fok hiher exposure
i recammend

et
for g
{2.), Cinkal Pharmacology 12.5).
10 OvERDOSAGE
Reports pave been recied o overdosage wih omeprazole  umars, Dses ranged
up to 2400 ma (120 times the usualrect calcose) Mandesat
i heoduche iy
Simiar
Sympto
Knoun.
. herctore, Inhe

1 overexposureaccurs,coyou Poon CotrolCenter 1800222122 for curent
Informatin on the management of posoNNG or overdos

11 DESCRIPTION

The actie ngredient i omeprazole dekyectrelease capsules USP ks a substiuted
ez i metory 3, 5 a2 iy mey ufe
ben

20, a compound that ANBIS Gasrk o€ secreton
TINS5 i o i ol o 34543 T s scural o &

W 8- o w

o' He o,

oo,

about 155°C. 1t & a weak base, res solble n ehanl and methanol, and SIghtly

“The stabiy of
Stabiky under akaine conarRns.
Coued
ot ic acd Spheres
 com, toc

‘Omeprazok deayed reease capsules USP meet USP Dissolution Tet 2.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

‘Omeprazolebeongs o a css of antsecretory compounds, the substtuted
benzimidazols, That Suppress Gastic ac secreion by Specc nhibkon of the /K™
A e gasirc parktal el "

omeprazole has ha i o
Frsicten
basal and StmuHed 30 Secretion frespectve f the Stk

122 Pharmacodynamics
Antisecrtory Activity

tre
WER one haur, wih thé maxerum efec accurrng Wil two hours. Inhkio of

o 72 hours Tonger

ATpase enzyme.
over 312 5 daye

Resuts from numerous studes of the antsecretory effect of mutple doses of 20 mg
ke e

dosa). helast e

5: Range of Mean Values from Muliple Studies of the Mean
TAnthccretary S of Omeprasais A MuNme Dab Soung

Omeprazole 20 mg omeprazole 20 mg
parometer Max Min Ma  win
55 Decrease n Basal Ack Outout 781 sstos0 el sowss
%4 Decrease n Peak ACd Output 791 s st s2w06s
w0 094

v ntragastre Ackiy
gl St

Single daly oral doses of omeprazole ranging from a dose of 10 mg to 40 mg have
prodiuced 100% mhibton of 24 haur n1agas Sy n some patients.

Serum Gastrin Effects

st 1 to 2 weeks of once-daly administration of therapeutic doses of omeprazole in
aci secreton. No urther

antagonits, the

w036 5od
T o e, Cont e e preresnen e, ol
Wi 1 10 2 weeks sfter d&continusion of re

in dlay
10

Enterochromaftin-lke (ECL) Cell Effects
Human

e

e of ECL
O ECL cellcarcinods,dyspas, or neoplasa has been found i these patets

premaignant or malgnant condtons
Other ffects

have na been found to date. Omeprazole. given  oralGoses of 30 or 40 mg for 2t &
weeks, ha no efect o thyroi functon, carbohycirate metabolsm, o crcuatng eves

Sedretin
outpE  humans

Howerer o

and pepsi actly s decreased.

ssdo 14 days 0

heatiy
Viabie bacteia. The pattern of the bacterl Species was unchanged rom that commorly

The course of Barretts esophagus in 106 patens was evaliated n U double-bing
twice daly for 12
e dady for 12 months of rantidne 300 mg twice day for 24 morihs. N0 clnicaly

i S
dameer.

12.3 Pharmacokinetics

210,
proporofalmenes e kil rl doces of ameeazoe, Comoared o e ist
€ (e and A

15 o . the rst dose
for T16% ana
¥ o o1
Absorption
begrs ony ater

ComCariatons of orABrALOR SCein WAy D 3 R, ek plsios

e B greoter por
peak psima concentration and ALC occurs wih doscs areater than 40 mg Absolte

20't0 40 m, due i brge part o presystemc metabolsm. In neathy Subfcts the
Piema ha 2.2 05 £ 1 hour. 3nd th tora By cemance & 500 t 600 L.
Copstes, respectivel.

‘omeprazol dolayed release capsules.

ARG SppESBice. The Cinealreiiance of he g & unknown.



Distribution
Protein binding s approximately 95%.
Etimination

Motaboiism:

he map
o

pls o part s dpendan on et specic saform CVp3as,
Eeons i Tof i ofnton f rrazo b

Excretion:
ny
unchonged Grog wes excced n rn: T magrty of e dese (about 77%) s
aiminated
T remanir ot
imples 3 sgnifican bilry excretion of the metabolkes of omeprazole. Three
metaboltes nave been Gentiid . pasma the suFide and sufone ders

‘omeprazole and hydroxyomeprazole. These metabolkes have very it or no
oy actky.

‘Combination Therapy with Antimicroblals

our (o heathy aduk male subjects. The stady state plasma concentratons of
el e Tens € AUt 93 T TR of S0, 855 i 240
respective] by the concomant samisiration o clathromyca. The observed

52

eprazole e

men G s 27
Was 15% O eaker when CBrEhromycin was admstered wih omaprazok than uhen
ydrox

Clrthromyce, the Mesn Covc as 45% greater, the mean C was 575 areater, and
e mean AUC, G

and mucus were 5o ncreased by concomtant Sdminstraton of omeprazole

Table 6: Clarithromycin Tissue Concentrations 2 hours after Dose’

Tssue Gorpromych + omerozo
antrum 996+ 5
Fundus e

Mucus FrevAn

e 50 o)

‘Specific Populations.

Geriatic Popuaton

“The elminaton rate of omeprazole was somewhat decreased i the dderly, and
Soavalbity e crcasedOmeprato s 76% boovlab whe ¢ s 0 mg rl

s S5 foung ket e the same dose Newy 05 o e doce wa

etabaltes of o
volunteers) and £5
Volnteers.
pedatric Popultin
21016 Vears ot dge:
patents 21016
years of g
Table 7: Parameters
Populations Compared with Aduts
single Aduts? mesn
w0my 610 16 years
2mg
Single Dosing
Cp? (ngimb) 288 (ne10) 5 (nea) 668
408 oy s S114n-7) 1140 (n-32) 120
Dosing
Py 539 (n=a) 851032 158
0C5 g himt) 1179 (n-2) 2276 n-23) 352

5 pasma concanvation s9stad o ool 5se o 1 mafe

Folowing comparable maykg doses of omeprazol, younger chidren (210 5 years of
506y have wer AUC than Ehkren 6 t 16 yeors of 5960 acutes AUCS o he ater
o Groups 6d ot dife [see Dosage and Adminstraton

110 11 Months o Age:

‘omeprazole i pediiricpatients 1 monh 9 6 than 1 yeor f age or treatment (3 to
weeks) of erosive esophagisdue t0 acidmediaed GERD. The model was based on

Ty pedc 1o
S0 i arce o oo Dosage Ao B

Race/Ethnicty:

see Cinical Pharmacology (12.5

Renal Impairment:

1004 52
mUmin/ 73 m), he dsposiion of omeprazole was very Smiar t that i heathy

ot
Conasteret o b clicaly meaningfu.

Hepatic Impairment:

It it chroic hepae dassse s s CFugh G A 02319 (e
a3 C et

St ol decressed (S poss Sct and o s ot e o 610

1
our Pasma cearance averaged 70 mi/min, comparee WEh a vaue of 500 to 600

Popuatons (3.6).
Drug Interaction Studies
Effect of Omeprazole on Other Drugs:

et cosamiaed g tht are CPZCI Sobsnates st
thesystemic

exposureof cetain 6fugs that exh i pH-dependent soubity.
Antretroviat

o . decreased

Drug Ineractions (7]
Ripiine:

ses ane
was decreaseed by 4%, Crvx by 40%, and i by 33% (o rlphire.
et

Folowing mukile doses of nefinave (1250 mg, twice daly) and omeprazole (40 mg
o), AC Was Gecreased by 36% an0 523 G by 375% and 5% 30 i by 3906
and 75% respectively for nefinave and M.
Atszanae:

Folowing mukile doses of atazanavi (400 g, daly) and omeprazole (40 ma, daly, 2
Hours before atazanavk), AUC was ecreased by 94%, Cra by 967%, nd Ci by 95%.
Saquinavr:

15days

W omeprazole 40 mg dal co-odmntored days 110 15,

UG P oy 924 Coas by 75% a1d o by 106% The mechanam ehing
Therefore cincal and

cmmagm

e omaara o s ders. o cosare o e s meicheof copdgreas
decreased by 46% (Day 1) and 42°% (Day 5) when clopdogre and o
Samintered togetner

In healthy subjc
30

matenance dose) and omeprazole 80 m caly when co-adminstered fr 30 days.
Exposure o the acte metabolte of clopdogral was reduced by 41% o 6% ovar s

time perod

In another study. the same doses of
312

Simiar,

Mycophenotte Mofets

e sngle

days and
of omeprazok o 12 1

AUC of MPA (500 Drug Interactions (7).
Ciostazol

of CrP2C19. Omeprazoe,

s Study.
clostazol by 18% and 265% respectiely. The Cs and AUC o ane of the active
metaboites, 34- dhyciro-clostazol,whih has 4 (7 tmes the actly of clostazol, were
Increased by 39% and 69%, respeciiely. Co-administraton of costazol with

mentioned actie metabolke[see Orug Ineractins (7).

nd a
56
Rat e see Drug Interactons (7).
Dioxn
nce daly
igoxin by 10% (30% n two sub

Interactons (71,
‘Other Drugs on Omeprazol
Vorconazoke

‘Concomtant admintration of omeprazole and voriconazole (a combined hbior of
(CIPSC1S and CYP3A) resulec n more than doubing of the ormeprazol sposre

subects, omep
average of 2 tmes (50% CI- 15, 2.6) and 4 s (90% CI 33, 44). respectey, a5

.

12.4 Microbiology

oo
i )
Cirical St (14.2)].
Helicobacter pylori
Clrs
(MICS) were determined
e abor

Pretreatment Resistance
Clarithvomyc pretrestment resistance rates were 35% (4113) b the
omeprazolucamtpromych duslherapy sS4 ad 5)snd 53% @i
‘Omeprazoliclarthvomyc/amoxiciin trole herapy Stuces (1
Amaici
3613
stus 12 and 3 Amoriclinpreeument mnmum Ffory concentatons (Mcs

25 occuried n0.7% (3439 of e ptents, o of e

one patent

i oo Doy <ot A o 358 o o Lt

Tabe 8: T

Clrthromycn Pretreatment Resuls. Corthromycin Post treament Resuls

Post treatment susceptbily resuts
SRR MM

ual Therapy -

for 14 doys another
Susceptble 108 i 1 S
Inermeate 2

Resktant 2 I

Trole Therapy. 1 tuice dal for 10 days

S 1,55 oo b mepeazole 20 g ance dalyfor arther 18 days S 1. 2)

Susceptble 7 3
praair

Resktant £ 14 4 1 5
£ nciudes oy ptients i prtresment clrromyc susceptblty et ests.

= Slscopie (Mc =

therapy

done. f possie.
W any of the folowing: omeprazolaiciarthromycin dual(erapy.

caivomycin 25 the sole antimicrobil agent
Test

‘omeprazoleclariromycn/amoxiciin treatment group WHo had pretreament amoxicin
scept MCs (<025 L) verecrodated f .y nd 15.1% (267185 e
inerapy O he 20patens who (i rpl heropy. 11 N no post et

i amv)idln
sceptbl . Elven of e pants o ks mpmuym ned b
et H. pyor S0ateS Wi cirEhromycin resstant M
‘Suscaptibilty Test for Helicobacter pylori
I prescriing formaton for carhramycin and amoxkin.
Frects on Gastrointestinal Microbial Ecology
Tresiment wen

Cen o ko




Clostrigm difce
12.5 Pharmacogenomics.

o e
CP2CI9 e C¥PaC19°2 anc
Patents
loss.of poor
by WIS, 2
patients metabolem status: poor meta Intermediate metabolzers > exiensive

metaboizers. pproximaiey 3% of Cians i T s 0% o e e IS
poor mataboizer

omeprazde
RS s s on e o 108 ok Covensnt ot Gosoge
Admisraton (21), Use o Spectic Popuitons (37)

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertiity

inra, 17,34,
T35, 4.0 3nd 140.8 mgkgiaay {abat 0. to 34 timee 8 numan dose of 40 majday, 35
"

Maher el o, whch o igherblod vl fomeprazoe.Gasrc oo
sekdom accur
e roups of o s o s s e s e vesod wih
158 mg omeprazolikejday (3bout 3.4 tmes & umar dose of 40 malday. based on
ere o e Tt A crese cence o smer s
s wa obsered e f o
conros) By he second yar e dirnce becween oted o contrl at was much
ol s 265 bk it e morePyprpo 1 h Vet grap G
mier tumor femae
o estd for o yers. For s sron 51 at o Skt synar has b o

04.2,and T
o [
it <tugy. n
1o females ot the
hih dose of
wesk 753

41 transgenic mouse carcinogeniciy study was ot pose.

v tests, and n

he I 7o Ames tst.an 1 Vi mouse Nmpnoma cel forward mutaton assay, 3nd an
Vo at e ONA dmage 55y,

and reproductive performance.

ih doses of s receptor antagonsts.

14 cLNICAL STUDIES
14.1 Active Duodenal Uicer
In o mukikener, doubebind, e conraled sty of 147 patents i
o dameaptay ncumenen doodens sEet. e b eragt of ot ened (per
4 wesks
than wih pacabo (p < 0.01).

Treatment of Active Duodenal Uicer % of Patients Healed
Omeprazole 20 mg

(n=99) (a8}
week2 an 1
week s 75 z
Fipzoon
o001 1

5 the stuc
el of daytime pan < 0.05) snd nighitime pain (5 = 0.01).

1 a muicenter, doubleblnd study of 293 patients with endoscopialy documented
uodenalicer, he percentage o patints b (pe protocol l 4 woeks was

<000
Treatment of Active Duodanal Ukcer % of Patients Hesled
Omeprazole Rantidne
20mgam. 150 mg tuice daty
02135 in=148)

Week2 2 3

Week s a2 &

Yipcoon

Hesng occured sonfanty e 1 ot eted i omeprazoe thn  hese
rested wih raniigne 150 mg b (p < 0.01).

10 a forein multinationairandomized, double-bind study of 105 patents wih

Compared weh 150 mg b of rankiine st 2, 4 5nd 8 weeks. At 2 and 4 weeks both
bt 40 mg

per a2 8 weeks there
iference between any of the octive drugs.

Treatment of Active Duodanal Ukcer % of Patients Healed

Omeprazole Raniitne
2mg 40 150 mg tuice daty
=3 =36 =35

Week2

Week s o 1000 2

Weeks 100 100 a

ip=oon

102

Triple Therapy (Omeprazole /Clarithromycin/Amoxicilin)
Three ., randomized, doubie-bind ciica tudies i patients wih . pyornfecton
n=555)

Two studes (1
patents s tne.

Solment.
g twice arthromycin 500 mg twice dal phs amoxiciin 1 g twice da for
50'ys: o clrkhromycin 300 mo ke doly s o 1§ e b o1 10 Gy,
ISt a0 . pvents ih 90K th Oépr ok ragen sk roceed on

] 9 (Etudes 1 and 2 onl)

i
none was posioe.

eradcating H. pyori
Table 9: Per- Protocol and Intent-to-Treat H. pylori Eradication Rates % of
Pavients Cured (95% Confidence mterval

Omeprazse +Clrktromycin tAmoxiiin Clrktromycin ¢ Amo
prot Intont-ta-Treats  Per-Protocoh ntent to-Treat?

sayr T ie 0 w5779 apLIS 3702480
o 0 o
Swsy2 78167, 881 73 51,82 36126, 471
(n=65) n=77) (n =53
sudy3 90190 301 L] 223,21
o] (n=59
s v ettt o o onmed it deass oo
S R wmsm Ty o]
S ok ot e noscone e m CLOVSE? metangy, or o

S e S e
enekls a0 BRires o eaey The TpActof areication o e fecumence has not been

2 s clthromcin ps amo;

Dual Therapy (omeprazole /Clarithromycin)
Four randomized, double-bind, musicenter st (4, 5., 6. and 7) evaiated

16 days.

4,5an0 7).

an addons| 14 doys
ybor nd

nd ™
Confirmed n 219 patents 1 Study 4 and 228 patents in Stucy 5. These studes

Studes 6 and 7 were conducted in Europe and envoled 154 and 215 patients,
Fespectivel. . pyir, fection and duoenalcér were confemed n 148 patents
Study 6 and

The resuts or Tor these stuties

folwing paints were exchided: cropouts, patients Wik missing . pylr tets post-
restment,
Were found 1o have an ice o the end of restment

‘Table 10: H. pylori Eradication Rates (Per-Protocol Analysis at 4 to 6 Waeks)
% of Patients Cured [95%Confidence Intervall

Omeprazole + Clarkthromycin Omeprazole  Clarkthromycin

s, Studies
74160, 8511200 = 53 010,71 308,471
n='54) n=42)
Sty 6 (51, 7611200 = 61) 30 124,55
0 =a)
Non U, Studies
o 83171, 92140 = 60) A
Sty 7 74 (64, 8310 = 86) A
n="50)
- sttty sanfcanty highr than clothomycin monotherapy o < 0051
2 SEtetkaby Snfeanty Naher han omepaso monotnerssy (.- 005
added to

‘omeprazole therapy compared wih omeprazole therapy aone.

a1 reducea duodensl ket recurence.

byH *
'of Patiants with Uicer Recurrence

H. pyor exadcatedt  H. pylrinot eradicatedt
us. studs
& ot pro -
tudy e
(n=s0)
Swoys

&
(=106

n U, Studies?
& s post resment
rucy 6

sy 7

12 moniths post reatment
Ey

(n=30)
4 s s ssesse o s e o e ecumence.

14.3 Active Benign Gastric Uicer
" e binc, 0 mg once
e

daty.
follwing fesuks were obtaned.

Treatment of Gastric Uicer % of Patients Healed (Al Patients Treated)

100)

Weeks ast st 308
sk iy a2 s
oot 0 r20 s e
2 1p 2005)Omeprarle 4 ma i

For the srated groups o patients Wi kcer sie ss than or eaualto 1 cm, o

ors
e or Gt Wi e 2 oretr an 1, 01ma s i<y more
efectie han 20 ma at 8

gnosed o Uk, cmeprazoe 41 ) once .20 ance day, o ratde
150 mg tuice a dey were evaliated

Treatment of Gastric Uicer % of Patients Healed (All Patients Treated)

‘Omeprazole 20 mg once dalyOmeprazele 40 mg once daly _ Ranidne
= 200 n=187) 150 mg e aaly
0= 199
Weeks 615 78212 563
ek 8 a2 784
215 < 0.01) omeprzole 40 g verus e,

25 < 001) Omepraro 0 g v 20 .

14.4 Symptomatic GERD

% Successful Symptomatic Outcome®
Omeprazole 20 mg a.m. Omeprazoie10 mg a.m Placeboam.
Atpatents 162700 = 205) 300 = 199 t

Patints wih confimed GERD 56210 = 115) 36%n = 109)
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14.5 EE due to Acid-Mediated GERD
In3 U, mukcener dousleind iscebo conoled sty of 20 o 49 of

S of arace 2or above, per
protocal were as olows:

20mg Plceboln

Omeprazole

i

week s 39 7
week s w 1
15 < 001) Omepracol e placebe,
n s study. e

Other

in com: anagonsts
patients wih EE, grade 2 o above, omeprazol n Gose of 20 mg was sanfanty

(p< 001
taking placebo o nistamine Hy receptor antagonsts
1531 e ot contale GERD stues sgnécanty more patents aking 20 ma
omepraso (54
placebo (12%).

14.6 Maintenance of Healing of EE due to Acid-Mediated GERL
112.U5, doutleind ardomies, ket pcshoconraledsud, o dose

esing o

Life Table Analysis

razde | Omeprazoe 20mg 3 dos er veek Phcebe
=137

20 mg once daly
50

percent  endoscopic remsion st months 701 3

10mg
s study for

matenance o heaing of EE

Life Table Analysis
meprazoe | Omeprszon 10mponce oy
20 maoncedoy
31

percent n endoscopi remsson at 12 manths 771 552

21 = 003)Omeprzole 10 once dabyvarsus Ranteine.

hesing 20 mg iy of s was ahectve whis 16 g 96 e e
efecter

14.7 Pathological Hypersecretory Conditions.

o evry cer day to 350 mg per oy antaned b3l acs secraton beow 10 mEA
blow 5 mEaihr
gasre surgery.

i
MOSE ZE patens, Serum gasirn vels were nat modfied by omeprazol. However.

e e

such tumrs,
Reactins (6.

Studies for the Treatment of Symptomatic GERD, Treatment
o ss m to m Medated GERD, and Maintenance o Heaing of & due to
Acid-medited

Treatment of Sym!lumxtx Gero

ERD i pedatrc
patents 110 16 years of 53¢ & based i parton data obtaned from 125 padairi.
patients intwo uncontroled cinicalstudes.

1102 years

kG, 1 Mg, or 1.5 Mgk for 8 weeks as an open capsule n 8.4% sodkum
biarbonate solion. Seventy fve percent (912) of the patents had

o sscod sty voled 113 pudr paters 3o 16 yers of s stry of

symptoms su

T omeprazold 10w ot 20 o, bosd an by WS fr 4 wecks STnr ¢ o ot

copsue or

moerate o sevare apodes of Skner paln. ¢ated symploms or vomenairegurgkaton
50% (9115; 10 mg

iays o re
‘omeprazole and 59% (38198 20 mg omeprazok, respectively.
Treatment of EE due to Acid-Mediated GERD

et o e 16 o ape s ot s Tom 070 35 ey (60
maiday)

07 mgwm (¥ racsophagel o showes 3. of < 4 e
study. A

o ks body et

e were e k1.3 OIS e o oadRanGL 3 Monh | catment CE wes

el 157 50 < who campite e 1< courseof eoment n e

neing orase o the stuy,Inagdtn, fe 3 monts of resmet. 354 o e rkren
motoms. and

requrgiationivomens.

Maintenance of Healing of EE dus to Acid-Mediated GERD

Ingn ncatrcld, opar e sty of maemanceof el f £ 1 46 pedr

patents 110 16 years o of patints requred hat the-

erarind i mressas i ki dove (03t T of 8 malom

i Tor the ntre mamanance perd. or retuned o al th dos bfore campln.
5 (31%)

oo range 310 35 i I adaklon. maptenance rrapy  EE patets

resuked n 63% of patents havng 1o overal symptoms.
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16 HOW SUPPLIED/STORAGE AND HANDLING,
Omerazl ey s caples US40 my v sz 1 e gl capslos v
red n body mprted wit

ieh brown cap and reddsh browr i L3 o
NOC 66180.784.06. Borties of 30

NDC 66160-784-01 Botes of 100

NDC 66180.784.03 Botes of 1000

stor

nd Mot e 25 (65T (o 77}, excursonspaeie between 13° ond
30°C (39%F to 86°%) (566 USP Controled Room Temperature),

17 PATIENT COUNSELING INFORMATION

Instructons for Use)
erse Reactions

symptoms consistent wlh
= Hypersenstity reactons (e Contrandicatins (4)]
= ACute Interstiia NephTits (see Warnings and recautions (5.2)]

& Bone Fracture (see Warnings and Precautions (5.9
-G

= Hypomagnesema [see Warnings and Precautons (5.5

Drug Interactions

ool S o ot o tompn e ey e s e
tons (55, 5., 5.11)]
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= Take omepracole delayed-release capsuies before mea.

« Antacis

- Missed doses: If 2 dose s msed, acmster 35 soon as poss . Howaver, f e

time. Do nottake bwo doses t ane tme to make up fo a mise dose.
‘Omeprazole Delayed-Release Capsul

+ Swalow omeprazole delayed-rekase capst

= For patints Unable (o swalow o ntact capsul, omeprazole deayed-clease

capsi
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Lo Ty ave s ecress e amoun ht Yo e o 10 hve
Bood n

+ Dlarrhea ¢
Severe orthen, The dorthe may be caused by i nfecton (Cosiridum difiie ) o
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* Calvoussotrros vy you v wtr o stomac . nd et
oes not g0

perod of tme (a year or onger) may have an nereased risk of fractures of the i,
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Resded. Tak to your docto about your sk of bone fracture f you tke omeprazoie
deoyed reease capsties

e

ek ey sy v Coltour dctor gt oway § youave e o
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of
What are omeprazole delayed-release capsules?

prazole
nhibtor (PP1). Oeprazole delayedreease capsule reduces the amount o acd n your
Tomach.

Omeprazole desyecreease capsus are s i aduts:
Whre food passes when £ Kaues the stomach.
. 10t

eeded, your doctor Tato 18
doys of meprazole deyedrelease capsules by Ksef fter the satbitks

reated to prevent the uers from coming back
- [orUp o ek forheing somach ke
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Who should not take omeprazole delayed-release capsules?

apdies See oo o edaion i e fo 2 compita It of e
omeprazole deayed relea
s T o any st potonpum Phblor (81 e

© VT Ghaman immunocetiiency Vris)

‘What should | tell my doctor before taking omeprazole delayed-releaze
capsules?

3 a
of your medical conditions, including i

- P s oty hve o magnesum eves n your bood
= have iver problems
: na&anvutnumeﬂka\(anﬂmns
. It not known
Flesse capsues wilhar your Unborn baby.
. oreast k.
Tak o your
deyed ralease capsties
. you

elease capsules may Sfect how othe mecicines work, and oine mednes may.

s take an antiotc that contans chrihromyce or amexiciln or £
mmgm i, ekt wtte O, Rosov, -0, S onts WO~
(Hypericum perforatam ), o réampin (Rimactane, Riater Rarmate.

Keep e
pharmacist when you get a new medicne
Should 1 take omeprazole delayed-release capsules?

peuies exactly as

talking toyour doctor
» Omeprazee deayd s cpsie s sl oken e ot oy tour doctr v
nas

- Tk acoraon deied rease capsles befoe e

- Antacids may be taken with omeprazol delayed rekease capsules.

Omeprazole Delayed-relesse Capsy

S omeprasolecleye. e Capls Whale. Do not chew or crush
‘omeprazole delayed-release capsuies.

can open

ot thi

capsues wih applesauce.

W 3 you
remermber. I 1 amost tme for your next dose. 60 not ke the missed dose. Take the

Feguir tme. the
s dose.
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18002221222 1.

iy
What i che most important formtin | shouk know sbout
‘omeprazole delayad.

+ Vi 8133 dfliancy  Omaprasols doayadrokase CpsuS reduce e

properly. Tak Wi your doctor abou the poss by of viam 512 defcency  you

years)
+ Low magnesium levels n your body. Th probiem can be serous. Low
3

o
+ Stomach growths (fundic gland polyps). Peopie who tae P medicies for &

o PPl 1 year.
Youmay o ight away
¥ you develop any of thesa symptoms:

s Seuurzs

: ahnorma\ or fast heart beat
terines:

< e muvmms or shaking (temars)
knes:

pasm of the voice box

omeprazole delyed.rckase capsuls fo a ong perod of .

™ mmon side effects wkh ameprazoe delayed-roesse
s chidren ek

hedac

sted s i chiren 1

1016 years of age nehde:
+ respratory system events
- e

Other side efects:
Serious allergic reactions. Tel your doctor f you gzt any of thefolowng symptoms.
W Omeprazole delayed-rekase capsues:
rash
hroat tghiness.
- foceswelng
fcuty breathing

ptoms happen.
Tellyour doctor -

ask your o Calyour
about side effects. You may report sde effects to FOA 5t 1-800 FOA-1088.
Toumay s reprt s et o Lupn Pramacea, i 3t 1800:3992561or
o Can Vi e LUpin SbSR 3t ApiEhaITaceUtHS Cor

How should I store omeprazole delayed-release capsules?

B6°F (15°C 10 30°C1.
of

the reach

of chidren.

release capsuies.

G, s
not prescried. Do not gve omeprazole delaye release Capsules o other peopl, ever.
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2561

What are the ingredients in omeprazole delayed-release capsules?

Active ingredient in omeprazole delayed-release capsules: omeprazole
Subhate, sugar spheres
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