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LOKIT HP

(Combipackof Clarithromycin Tablets,
Omeprazole Capsules and Tinidazole Tablets)

Each combipack contains:
Two Clarithromycin Tablels USP 250mg
Each fim coated lablel conains:

Clarithromyain Us
Colour. Tilanum dioxide

“Two Tinidazole Tablets 500mg

Each film coated tablet contains:

Tinidazole 8P

Colour: Ttankum dioxide, Quinoline Yellow and Yellow Iron Oxide

‘Two Omeprazole Capsules 20mg
Each capsule contai

Omeprazol mg

(as enteric coated pellets)

Approved colours used n capsule shells

THERAPEUTIC CLASSIFICATION
Pharmacotherapeutic group: Antisecretory drugs and mucosal protectants.
(Gastro-intestinal system). ATC code: AD2BDO9

PHARMACODYNAMICS
Mechanism of Action: LOKIT HP by virtue of its 3-component regimen. effective
anlibacterial and acid suppressant activity is ensured for the treatment and
management of Helicobacter pylori eradication:Clarithromycin is bacteriostatic

component of the 50S subuni of the bacterial ribosoma, thus inhibiting the
translation of peplides. Tinidazole is an antiprolozoal, antibacterial
t i

by a ferredoxin-mediated_electron transport system. The free nitro radical
generated as a result of this reduction is believed 1o be responsile for the
antiprotozoal /antibacterlal activty. It is suggested that the toxic free radicals
covalently bind to DNA, c: damage and leading lo cell death.
meprazole Is a selective_and irreversible proton pump inhibitor. It suppresses.

the secretory surface of gastric parietal cells.
PHARMACOKINETICS

Clarithromycin Tablets.

Clarithromycin s rapidly and well absorbed from the gastro-ntestnal ract
after oral y be
given without regard to meals as food does vt artec e bient
bioavailabilty of Clarithromycin tablets.Food does slightly delay the onset of
absorption of clarithromycin and formation of the 14-hydroxymetabolite.
cokinetics of clarthromycin are non linear, however, sieady-state
is allained within 2 days of dosingWhen clarithvomycin (500 mg) is given
three times daily, clarilhromycin plasma  concentrations are increased wilh
respectiothe 500 mg twice daily dosage.

Distribution:
Clarithromycin provides tissue concentrations that are several times higher
than the circulating drug levels. Increased levels have been found in both
tonsillar and lung tissue. Clarithromycin is 80% bound to plasma proteins at

clarithromycin is co-administered with omeprazole than when clarithromycin
is administered alone.

Metabolisr

specific_isoform, GYP3Ad, responsible for the formation of omeprazole
sulphone. As a consequence of high affinity of omeprazole to CYP2G19, there
is a potential for compelitive inhibition and melabolic drug-drug interactions
with other subsrates for CYP2C19. However, due 1o low affnity 1o CYP3A4,
omeprazole has no potential to inhibit the metabolism of other CYP3Ad
substrates. In addiion, lacks an inhibitory effect on the main
CYP enzymss.Approumately 3% of s Caucasian populaion and 15:20% of
Astan populations lack a functional CYP2( ms and are called poor
ot I sy gl s motabolim of orapssde &
mainly catalysed by CYP3Ad. After repeated once-daily administration of
razole, the mean AUC was 5 to 10 times higher in poor
metabolisers than in subjects having a functional CYP2C19 enzyme
(extensive metabolsers). Mean peak plasma concentrations were also higher,

Excretion
‘The plasma efimination half-ife of omeprazole is usually shorter than one hour
both after single and repeated oral once-daily dosing. Omeprazole is
completely eliminated from plasma betwsen doses with no tendency for
sccumlston during once-Galy sdminsraton, Almost 60% of an oral dose
boltes i the urine, the remainder in the
facces, primarlly originating from bie_secretion.The AUC of omeprazole
increases with repealed administration. This increase is dose-dependent and
resuls in a non-iear dose-AUC relationship after repeated administration.
This time- and dose-dependency is due Lo a decreas
and systemic clearance probabl
enzyme by omeprazole and/or its metabolites (e.g. the sulphone).
No metabolite has been found lo have any effect on gastic acid secretion.

Tinidazole Tablets

Absorption
Ater oral adminsratio, thidazole 's rpidly and completely sbsorbed.
Tho olmnaton halife (T1/2) was 13.2 (+14) hours. Moan plasma lovcls
Gocreatod e 4.3 gL o 24 hours 55 sgmL 125 hoes om0 vt
o172 hours foliowing administration. Steady-state conditions are reached

in 2% - 3 days of multi-day dosing.Administration of Tinidazole tablets with
To0d resited n 2 delay I Tmax of appromately 2 hours and # decins in
Cmax of approximately 10% compared 1o fasted conditions. However,
administration of Tinidazole with food did not affect AUC or T1/2.

Distribution
Tinidazole is distributed into virually all fissues and body fluids and also
crosses the ain barrier. The apparent volume of distribution is about

50 liters. Plasma protein binding of tinidazole is 12%. Tinidazole crosses the
placental barrier and is secreted in breast milk.

Metabolis:
Tinidazole is significanty metabolized in humans prior to excretion. Tinidazole
is parlly mslabolized by oxidation, hydroxylation, and conjugation.
Tinidazole s the major drug-relaed constituent in plasma after human
treatment, along wilh a small amount of the 2-hydroxymethyl metabolite.
Tinidazole is biotransformed mainly by CYP3Ad.In an in viro metabolic drug
interaction study, tinidazole_concentrations of up to 75pg/mL did not innibit
the enzyme activities of CYP1A2, CYP2B6, CYP2C9, CYP2D6, CYP2ET,
andCYP3AL.

Elimination
The plasma half-fe of tinidazole s approximately 12-14 hours. Tinidazole is
inidazole is excreted in the urine
of the administered dose).
Approximately 12%of the drug s excreted inthe feces.

INDICATIONS
Healing of duodenal ulcer associated with Helicobacter pylori and eradication
of Helicobacter pylori In patients with active or healed peptic ulcer.

CONTRAINDICATIONS

to le, substituted G-lactam
antibiotics (eg. penicilins, cephalosporins), clarithromycintinidazale or an
other consituents of the formulations.History of an allergic reaction to
penicillns o any macrolide antbiotic drugs. Clarithromycin is conlraindicated
s Goncurren! therapy wilh aslemizols, lerfenadine, Gisspride and pimozide as
this may result in QT prolongation and cardiac arrhythmias including
ventricular tachycardia, veniricular fibrillation, and torsades d pointes.

of
dinydroergotamine Is contraindicated, as this may result in ergot toxicity.
Concomtant semirisrstn of clartmycin wih lovastan or simuastt s
ould not be given to patients with history.

pass metabolism.

. 15-20% of unchanged drug s excreted n the urine. With 500 mg
big. daly dosing urnary excrelon s grester (eporoxmately 30%) The 13-

ot rclongation o ventciar cardic arhythmia, including torsades de
pointes.Omeprazole like other proton pump inhibitors should not be
administered with atazanavir.Omeprazole, an inhibitor of CYP2C19, is
Containdcated. n patents. taking closiazol Tnidazole s contrandicaed i
patients having, or with a history of, blood dyscrasia, afthough no persistent
onormaliies have been noted in clinical or animal studies.

y for 10-15% of
primarily via

e 5.100 o heporent s s recmversitom e boces

Omeprazole Capsules :

Absorption:
Omenrazole and omeprazole magnesium are acd laile and are harefore
. Absorplion
-2 hour
ator dose. Absorplon of omeptazola 1akes place In the smal IntesinG and 15
g

Tinidazole should be avoided in patients with organic neurological disorcers.
Tinidazole, other 5-nitroimidazole derivatives or any of the components of this.

be administered o patients with known hypersensitiviy to
the drug.Use of tinidazole s contraindicated during the first trimester of
pregnancy andin nursing mothers.

DOSAGEANDADMINISTRATION
mmended dosage regimen of LOKIT HP is omeprazole 20 mg twi
delly‘ nidazole 500 mg wice Galy and clarihromyei 280 mg wice dai for

LOKIT

y h
bioavailability increases to about §0%.

Geriatrics
Distriby Altnough tis regimen has ol been specifcally studied In the eldorly, dosage
The apparent volume of dsirbuion in healthy subjects is approsimataly 0.3 kg adustment is not noedod duing torepy wilh ho lndiidual component.

body weight. Omeprazole Is 97% plasma protein bound.

Metabolism
Omeprazole s completely metabolised by the cylochromeP450 system (CYP).
The major part of s melabolism is dependent on the palymarphicall
expressed CYP2C19, responsible for the formation of hydroxyomeprazol

major metebolie in plasma. The remaining part is dependent on pitid

RenalInsufficiency
Patients with mpaired kidnoy function require a reduced dose of both
tinidazole and clarithromycin.in renal mosmert e exciton o iicezcle
will be delayed and depending on the e of impaiment, it may be
sary o recuco the tolal Galy dosago. In patlerts recening perioneal
dialysis, the maximum recommended dose of tinidazole is 500mg/day.
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dizziness, vertigo, incoordination and ataxia. If during therapy with LOKIT HF

SPAC = PREGNANCVANDI.ACYATION
n ARUACODE ncy:
mx20mm CORT 2 Shou oy be gven (o pregnan women i s use s considered
essential.

LOKIT HP i ot recommenced for uso durng brsstiosding. i ot ki
omeprazole or its metabolites appear in human breast milk, although
anthromyci may be excreted n breast il The safey TLOKIT He fo vse
during breast feeding of Infants has not been established.Tinidazole is also
lzziness, canstipation, loss of appelte, stomach pain, wind, dryness of the excreted in breast milk. Tinidazole may continue 1o appear in breast milk for
mouth or other body cavities, soreness of mouth or tongue and metallc taste T 72 hoors ahor adraistion Women choth na murse ot ot losst
orotherchange i aste or smell. 3 Goys et naving discontinued aking LOKIT HP.

DRUG-DRUG INTERACTIONS

SIDE EFFECTS
Side effects of LOKIT HP include diarrhoea, nausea or vomiting, headache,

OVERDOSE:
Omepr:

‘The symptoms described in connection with deliberate omeprazole overdose
(imited experience of doses in excess of 240 mgiday) are transient, Single
doses of B0mg omeprazole were uneventful. No specfic antidote is known.
omeprazole is extensively protein bound and is therefore not readily
dialyzable. As in any case of overdose, trealment should be symplomatic and

the liver via the cytochrome P450 system and may be expected to interact with
er drugs metabolised by this system. Omeprazole is metabolised by
cytochrome P450 (CYP2C19 and CYP3A4), while dlarithromycin is primarily
YP2C19, the

‘major Omeprazole metabolising enzyme. Thus, when Omeprazole is combined
ithcrugs melabalsed by CYP2G1S, he lasrma concentalions of esa cugs

may be increasea and a dose reducton coud be
Claritnromyein Increases plasm
(ncraaaod o Nexioty canecmone. (o o vorkicul anoyimas)

Reports indicate that tne ingestion cf large amouns of clarithromycin can be
expecied 1o procuce pronounced gastrointestinal sympioms. Severe liver
toxioily, including cholestalic jaundice may occur. There is no known antidote.
Treatment consists of prompt elimination of the unabsorbed drug and

Aniiactorals. Clariromyein ineroases.plasma conconiration of fiaout
(increased fisk of toxicity-reduce rifabulin doss), plasma concentration of
clarithromycin reduced by refamycins. Anticoagulants: Clarithromycin and

omeprazole enhance effect of coumarins. o

ipporiive. measures. As with other macrolides, clarithromycin serum levels
Clarithromycin and omeprazole possibly increases plasma concentration of Sre ot oxpecid 1o be. appreciably afecied by hacmodiabels or perfoneal
trazodone and escitalopram. Plasia concentration of omeprazole reduced by ot

St.John's wort Antdiabetics: Clarithromycin enhances effects of repaglinide.

Tinidazole

plasma

noreases 72300mg/kg for oral and mnapenloneal adminitration respectivey. For ats, the

symv'ums of overdosage: Tneve e, o reporid overdoses in humars ]

lasma_concentration of irsconazole whereas. plasma
sed by voriconazole (reduce dose ofomeprazole)
Ammsywoucs Increased Tk o ventiuar antytmise when

Sl o oAl e ouces Plasme nerdonage i dorole. Treatment symptomatc and supporive. Gostic
atazanavir increased when administerd concomitantly, increased risk of rash
Whan clarivomycin guen Wi eieviren; clariromycn increases piaama TREATMENT OF OVERDOSAGE:

In the event of overdose, symptomatic treatment should be implemented. No
specificantidote exists

etra
dlarithromycin possibly increases plasma concentration of Mareviroc (consider
araviroc), plasma e

nevirapine (but concentraion of an active metabole increased, also plasma PRESENTATION
enlration of nevirapine increased; plasma concenlration of dlariromycin O mnoms o 2 zapsules of Omeprazole.2 tablets of Tinidazole and 2 tablels

increased by rlonair (reduce dose of claribromycin in renal impairman): e e K Suh T Kt Carton

increased s of venticular amhyitmias when claritroycin gwer wit : .

saqunavi-avok concomiznl us; Plasma concaniraon f cartvonych and

telaprevi inan give concomianty (neroasod sk of vonliour

aryhias) plasma Goncantaton of cahIoMmyGn horessad by Upranavi

Storoina ryplacabelow30 °C.
Proloctrom lght.

absarption of zidovudine (given at least 2 hours apart). omsprazole
increases plasma concentration of raltegravir and saquinavir-avoid concomitant KEEP OUT OF REACH OF CHILDREN
450 omeprazoo oducos lasa concriatin o lpvine-2vad concomiart PRESCRIPTION ONLY MEDICINE
plasma concentration of omeprazole reduced by tipranavir

Arvioics & Hypnotics: Clathromyci and omeprazole i métasolsm of NAME AND ADDRESS OF MANUFACTURER:
midazolam and diazepam (ncreased plasma concentration with increased :

270.00 mm
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channe) lockers (increased risk of ide- e«acrsv:mkzsponn Clamhmmycm and
bolism of ciclosporin (increased plasma concentration) Kopran
Clopidogrel:Omepraz arele raduces antiplatelet effect of clopidogrelColchicine: KOPRAN LIMITED,
Clarithromycin increases ik of coenicne toxicity-suspend or reduce dose of Village Savrol, Tahka s

Clarithromycin increases plasma concentration of methyl prednisolone
Cytotoxics: Clarithromycin possily increases plasma conceniration of axitinib
of axiinib); crizotinb and everolimus-avoid_concomiant use;
ssible increased risk of neuropenia when clariihromycin given with
vinorelbine:omeprazole reduces plasma concentralion of erlotinib Diurelics:
increases
use 5-HT 1-receptor Agonists: Clarithromycin increases plasma conceriration of
eletriptan (risk of toxicity) avod concomitant uselvabradine: Clarithromycin
increases plasma_concentration of ivabradine-avoid concomitant useLipid-
regulating Drugs: Clarithromycin increases plasma concentration of atorvastatin
and pravastatin; increased risk of myopathy when clarithromycin gven with

of increases plasma

increases
Ut Tocrolimus: Glarthromycin and omepmm«e increases plasma concentration
of tacrolimus Tadalafil: Clarithromycin increases plasma concentation of

increases plasma of

increases plasma fon of
ticagrelorUlcer-healing drugs: Plasma concentration of clarithromycin and
omeprazole increased when administered concomitantly Few drug-drug

tinidazole possibly reduced by ifampicin

WARNINGS & PRECAUTION:
When prescrbing omeprazole for eradication of Helicobacter pylori possible
drug interactions for all components in the irple therapy should be considered.
Clarithromycn is a polent inhibitor of CYP3A4 and hence contraindications
gnd ineractons for clarironyci should be consdered when e ple
therspy s used i pllenis concurnly aking clher dngs melabolsed via
X "such a5 Gaaprioe DecTasset gasic ackly Gu 1o any means
Incloing oo pu ibnors resesscs gode courts ofuacterls narmally
present in the_gastrontostinal tract. Treatment witn proton pump Inhibitors
may lead to sighty incroased sk of gas«ovmes'mal -mmons such as
and, in hospitalised patients, possioly also
i eleiod compounat, canole boverges shou oo
avoided durng thidezole Dorapy bocaus of e possiifty of o deuftam-ke
reaction (flushing, abdominal cramps, vomiting, tachycardia). Alcoh
e e i 73 nouts stor comiming O Hp. D of it
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