Cefia

[Cefixime)

COMPOSITION:

Cefia 200mg Capsula:

Each capaule contsing: Cefldme (2 iribydrete) 200mg

Lafia 400ma Capsuls;

Each capaule conteine: Cefidme (23 rikydrate) 400mg

Ceofia 100maSml Suspansion:

Each recanslituted Smi. containg: Cefixime (as trihydrate] 100mg
Cefla DS 200mgiSmL Suspansio
Each reconstituted Ami. containg: Cefixime (5 trihydrate} 200mg

DESCRIFTION:
Cefla  (Cefixime)} ispEraicn 2 @
cephalesparin antibiolic for orsl adminstration

MODE OF ACTION

Cefdme = en antibiolic belonging o the third-gensrstion
cephalosponn group. Like other cephalosparing, ceflime exars
antibacterial actvity by binding to and inhibifing the acfian of
-hinding profing invalved in the synthesis of baceral cell
. This leads to bacterisl cell lysis and cell death.

Bacterial mslsraﬂuotn cefixime may be due to sne of mone of the
fnflowing mechansme:

» Hydroysis by extentied-specium belelasameses andiof by
chremesomally-entoded  (AmpC) enzymes thal may be
inducad or ge-reprassed in ceriain @erobic gram negafive
bacterial specikes

Reduced affinty of penicillin-binding proteins

« Reduced permestilty of the cuber membrene of ceraln

gram-negative  orgenismd restricting access o
Beﬂi:illir»hind'ng protming
= Dirug effluex pum

More than ors of these mechansms of resistance may co-axist in
@ single bacterial cel. Depanding nn the mechanism|(s) presant.
baciterla may exprese Crose-resistance fo several or all
beta-lactarns and/or antibacterial drugs of ather classes

Resistance

ofixime in isalates of H and

Heissara Wurrham s mrst often aasacated with ahsmmrs

in canicillin-binging proteirs (PEFS). Cefixime may have lmied

ali) againat Enterobacteraceas progucing extensed spacirsm
(ESBLs) spacies,

= Ungomplicated gonorthea  (cervicaluretheal) caused by
Meisserla gonomhoeas (peniclliinese and nonpeniciiinase
producing isolsles)

The use of cefidme should be ressred foe Infactions where the

causalive nrganisrn & known of nuspudzd to be regiglant to ather

commonly uwsed antibictics. or whers rsatmant faiure may cary

significant risk.

DOSAGE AND ADMINISTRATION
The usual course of treatment is 7 days. In severs cases, this can
be exiendad to 14 day=

Adults and children over 10 years of age (body weight is
graates than 50 kg)

The recommenced dose s 200-400 mg daly sccording to the
severiy of the infection, given sither &5 & 00 mg single dode or &
200 g in two divided doses.

Elderly patients
Eldariy patients may be given the same dose as recommendsad for
munn Renal funnmn ahoult be ssssased and dosege should be
adjusted in severs impaiment

Children yournger than 10 years of sge (body welghl |s lower
than 50 kg) - Paediatric Oral Suspension

The recommonded dosage for chidren |5 8 mg'kgiday
saminigterad 8s & single doge o In two divided doses. The

lwing table describes & tange of pedialrs dosage according I
the weight of the child:

Child's weight Daily dose Daily dose accarding to
syringa graduatiens

Sk 40mg il {ancet gay} or 1 ml. fouice m.q
0 J1mg & mL jenco dally} or 2

12 0 mg 5 mi. {once caiy) ar 2.5 ml (thice dai J
156 120 mg & mL jonce dallyl or 3 mL {hwice daly
173& 140 mg Tl daiy) ar 35 ml itwice

an 160ma A mL (unce daily) ord mL lwbe:a)‘e
2E5 180 mg A mi jonce daiy) ord 5 ml fiwi ¥
25Ky 200 g 10 mL joace daly) of 5 mL [teice dal)

Chidren welghing more than 50 kg or clder than 10 years should
b2 trested with the recommended aduit dose (200-400 mg dally),

PGS, siraing of Groun D Listaria mr =
most siraing of sl locoeel {including  methicillin-resistant
atrainay, most sirsing of Ertercbacter spacles, most airaing of
Bacleroides fraglis, and most straing of Closiidium species are
resistant t cefixims.

Antimnicrobial Activi
Ceflkime has been shown to be active againgt mest ksclates of the
fulowing microorganisme, both in vitre end in clinlcal nfections.

Grain-positive Bacteria
Shieplucaceus preurnarise, SIepoGLEius Dyogenes

Gram-negative Bactarla
Escherichia coli, Hawmnphllw i
Nesssanaqﬂnomom Prataus mirahilis

The follewing in il data e aua.labfz. bul their clinical
significance is unknown. At imast 90 percent of the followin
bacteria axhibit an in vitra minimum inhibitory concentration (MIC)
lees then or equel to fhe suscenthle breakpoint for cefhime
againe! solales of SRbar QERUS of OIgaRISR grols.

Gram-posithve Bacterla

Sireptacaccus agalactae

Gram-negative Bacteris

Cirobacter amalomaticys, Citrebacter dversus, Hasmophils-
parainfivenzee, Klebslelfa oaytoca, Klebslella preumonise,
Pasteurelia mulicckda, Proteus wulgars, Providencis species
Salmoraila species, Serratia marcescens, Shigelis species

PHARMACOKINETICS

Only 40 to 50% of an cral dose of cefadme & absorbed from the
gasirointestinal fract, whether taken before or afer meals,
althaugh ths raks of absorption may be decreased in the presence
of food. Cafidma is batter absorbad from orad suspansion than
from tablats. Absarption |2 fairfy slow: peak plaara concentrations
of2to3 and3Ttodar Figve been
reporied between 2 and 6 hours after singls doses of 200 and 400
my, respoctively. The plasma half-ife is usualy sout3 i 4 hours
and may bopromgedwlwnmomls renal mpairment. Sbout 5%
of ceftdma I3 bound to plaama profeins. Information on the
digiribution of cefixime in body lssues and fluids is imited. Il
sresses the placenta. Relatively high concenirations may ocour in
il and wine. About 20% of an oral dose for 50% of an sbsomed
dose) & excreted Unchanged In e urine within 24 hours. Up 1o
80% may be eliminated by nanrenal mechanisms; there is no
evid nee of metabolism but some is probebly excreted into the
fances from bils. 1t is not substantisly removed by dialysis.

INDHCATIONS

It is Adicated fur the treatmert of the following Flections when
caused by susceptible organisms

= Acute exacerbations of chronic bronchilis (caused by
Skeplucocous pn:urmmae and Iiaemupnlu: infuenzae )
Community-soguired mon

Untomplicated urinary u.q:{ mi:n:uns icaused by Escharichia
coli and Probeus mirahifis).

Pyelonephritis

In the trestment of Ottis medis \DEUEBH by Hsemoohilus
influenzae,  Morexels  caterhels, Streptococcug
pyogenss), Sinusiie, Pranmgiie and .msellln: [caused by
Bireptecuotus pyogenas)

uenzas, Morasela cafarrhalis,

o the severity of ihe infstion

Ghildren younger than § montis of age

The safety and efficacy in chiliran agad kess than & manths has
nat besn eetablished.

The absorption of cefidme is nat significantly affectsd by the
g:dsencs of food. Hence i can be administared with or without

Renal impairment

It miey be BEministened in the presence of impeied ransl function.
Nogmal doge and schedule may be given In patients with
creatining clearance of 20wl min o grester. In patients whose
crealinine cearance is less than 20 mllmin, it s recommended
that a dose of 200 mg once daly shoud not be exceeded. The
dase and regimen for paients who are maintained on chmnic
ambulatory dalysis or hemadiaysis shoud folkow the same
racammendation as fhat for patiants wih creafinine tlesrance of
b5 than 20 mimin.

CONTRAINDICATIONS:

.t fhity 1o the sct
or to ofher cephafoanarin anfibiotics.

» ILis alsa contraindicated in patients with previous, immediate
andior sevsne hypersensiivity to peniciiin or any beta-iactam
antibiafics and preterm and tenm rewbarn infants (1-27 days).

. any of the exciplonts,

PRECAUTIONS AND WARNING

Severe Cutansaus Adverse Reactio

Savare cutansous sdverse machnr's sucl' as taxic epidermal

racrolysis, Stevens-Johnson syndrome and drug rash with

easinophilis and systemic symptoms (DREES) have bean

regorted In gome petients on cefixime. When severs culaneois

savarse reactions ccowr, cefdime should be discontinued and
theragy andior shaukd ba taken. it showid bo

gen with caution to patients who have shown hypersensitiity o

oiher druga

Hyporammwty to Panlcillin's

Cephaluaporing should be given with caution to patents with a
riztory of Ml o Moserate hyps‘se'\simll)l 1 penicilin a2 there i
some evidence of partial cross.alengniclybetyes pesiclin and
caphalospering. Palisnis have hat severs resctions (including
setaphrylans) b bolh clisses of drugs. Spesial care i$ Mdicated in
patients who have sxperienced any allergic reaciion ta penicillies
or any betadactsm sn‘iiotcs as cress-reactions may oocur, 17
severg fr reactions or enaphylectic reactions oocur
aﬁw nlslralwn of l:agwma. the medicira shoulkd be
an

ondi
sh'\uld ba |nmabsu

Hemelytic Ansmia
Drug-inducad hemalydic anamia, muung savare Ceses with 8
Tatal cutcome, has been sescribed for cephalosporing {86 a class).
The recumence of hemohtic snemia after re-administration of
coghaiepening @ petient with & higtory of cegheicepcan
{Inciuding cefidme) - sssotiated hemalytic ansmia hes sleo bean
reposted.

Renal failurs Acute
As yith other cephaloaparing, cefiime may cause soule enal
failure including fubuicinterstitial nephritis as an undedying

pathoiagical condition, When acubs renal failure accurs, cefidme
snnuki be disconfinued and agprogriste therapy endior messures
ENDUM D 1BKen

Dozs Adjustment in Renal Impairment

The dose of cefivime for oral Suspension, shoud e agusted i
patients with rmenal impairmernt as well as those wndemgoing
continuous  ambuistory  parioneal  dilyss  (CAPD)  and
hemodialysls (HDY), Pabients on diaiysis should e moniored
BGI‘E"\.IL'S'. There are insufficient data negaming uze of cefixime
the paediatric and adolescent age group in the presence of renal
insufficiency. Tha vse of cefikime in thasa pafient-groups is ot
BT M

Clostridiurm Difficils Associated Diarrheea
Clogtddium diffclle sssvcistes disrhosa [COAD) hea been
reparted with use of rearly @l antbacterisl agents, incuding
oofixime for oral susoension, and may range in sewerty from mid
disrhoea ko fatal colitie. Treaiment with antibecteris! agents altars
the noemal flora of the colon leeding to overgrowth of Cofice
Codifficile proguces loxing & and B which conbribute i Ehe
COAD, Hy ducing isaliates of C.difficis
cause increasad mnrb-Uln-' and moriaiity, a5 these infactions can
b refractary to antimicrabia! theragy and may reguire colactormy
COAD must be congkiered in ai pabients who present with
digrthea following antibictic use. Carefdl medical history is
necessary since CDAD has Deen reported f0 ocour over two
manths afier the adminisiration of entibacteral agents. if CDAD is
suspected of corfimed, onguing antiblofic use not diected
againat C. u.mcn: iy nesd to be msm ritinued Appmpnm T
ard sl yh protei antibictic

Renal lmpairment

The dese of cafiwme showd be adusted In patients with renal
Imgainment B3 wed &5 those undergeing continuous ambiiatery
perioneal galysis (CAPD) and Memodalysis [HD). Petienta on
dialyais ahould he monitored canefully.

SIDE EFFECTS

Tae reparted adverse ewents of cofiame are; diarfioes, loose
stonl, bactarial, fungal,

ia, hmarscnsltr.-lb ancrexa, verlige, dizziness, fatulence,
angiznaurstic adema, pruritus, mucosal inflammation, pyraxia,
blood urea Increased, hesdachs, sbdominal paln, nausea,
womiting, rash, hapnuc enzyme increased (tranzaminase,
alkgline p aspanzts , alaning
aminciransferasa], ous  colis,

hem}‘)'uc
angmia, anaphyiactic hock, sarum sicknsss - llke resction,
peychomotor hyperactivity, Stevens-Juhnson Syndrome, toxic
epigermal neerciysis, (Lyel syndrome), candldiasis, renal failure
acule Ineluging  tubisink & nephrilis 3% an  underying
pathological corition, blocd oreafinine increased, vaginibis,
granyiacytopenia, hypereasinaphilia, neutropenia, thrombogyio-
S5, dyspepsis. drug rash with gasinophiiia and systemic
sympioms (DRESS), drug fever, erythema muliforme. wricara,
fage adema, arthralgia, dysprea. genital prutfus, Blood hilindin
incraased, seifures and hemerrhags.

DIRECTIONS FOR RECONSTITUTION:

Cefia wumgsmL and Celia DS Suspension (30nL)
Shake e batbe to disiodge povoer from jmer 5

Iraatmant of G miﬁmls and 5u'g|ca|9\-alummr'sh1ulﬁ belrﬁl:tumd
encl:nicslly Indicated.

Coagulation Effacts

Cephaluspu’ns inciuding cefixima, may be sssociated with & 2l
in prothrariin activity, Those of sk include pationts with renal or
hepatic impsirmant, or paar nutritional stats, as wall as patiants
recening @ protractad course of antmdcrobial therapy, and
patients  previousty siabiized on  arficosgulant  erapy,
Prothrambin Brme should be monitofed in patients 8t risk and
exngennes viiamin K administered as indicated,

Development of Drug-Resistant Bacteria

Prescribing cofidme, In the sbsonce of a proven or strongly
zusgected bacterial infection iz unilkely to provide bensfi to the
paient and increases the risk of the develupmeant of drug resistant
basteria,

Pediatric Population
Safety of ime In premature o newbom infants has not been
esbshllaned

Sucross

Cafia containg sucross. Patients with rare. h:r!ﬂib&‘f pmhlem: of
gEacivse infolerance, the Lapo laciase deficiency or
piucose-galsctoss melabsomeon should not take this medicing.

DRUG INTERACTION

The administration of cephalosporing may Interfere vith Ene
results of some laburatary tests. A false posifve reaction fur

glucnse in fhe wine may occur with the Benedicts or Fehling's

selutions or with copper suiphats test tablets, but not with basu

DEEBd LN ENTYNANG idags resctions. A fal

Add
¢ holf quantity of gicen water {10mL} inta the bofs
and shake, Then add remairing water (10ml) into the botde, Closs
the bottie with cap fighty 2nd shake well Io make suspensicn,
Shake well before each use and diosa the boitie with cap fightly
after wse. Reconstitbed suspension should be wssd within 7 days
at mom femparnature and withn 12 deys when stored in refrigarator.

Cafia 100ma/BmL Suspension [80mL)
Shake the botile o disiodge powder from inner surface. Add
frashly boiled & cooled water (20mL) Into the bodts and shaks.
Than add frasnly bolfed & cooled watar (20mL) up to the mark on
bottie lsbel. Close the botlle with cap tghtly and shake well to
rmake suapenaion. Shake wed before sech e end cose the
butlle with cap tightly afier use. Reconstituied suspension
should be used within 7 days at room temperature and within 12
days whan stored in Tefrigerator

Cafla 100mg/SmL and Cafla DS Suspenslon (Physiclan's
sample 15mL}

Shaka the batile to dislodge powder fram mner surface. Add
approximately half quantity of given water (5ml) into the botde and
shake. Then add remaining water (Sml} inio the botte. Close the
bettie with can tightly snd shaka wel to make suspansion. Shake
weall before sach Lse and cinsa the bottie with cap tightly sfier use.
Rsconsttuted suspansion should be usad within ¥ days st room
temperature and within 12 days when stored in refrigesator.

OVERDOSAGE

There i= no experienocs with overdoses with cefixime. Adverse
reactions seen af dose levels up o 2 g of cefidime in nonmal
subjects did nof Effer from the profile soen in patisnts tresied at
the recommended doses cefxime is not removed from the
circuEation in significant quantities by dialysis. Mo specific antidote
oxists. General supportive measires are recommended.

diregt Coumbs’ besl hat biszn repuded during :vearmenl mlh
cephalesparin antibiofics, herefore it should be r tvat
a pasitive Coombs’ a5t may ba dus to tha drup
increased grothromibin time, with or withcut cinical Bieeding,
has  besn  reported  when  pefome  ie adminstered
concamitantly,
Cars showd ihersfore be feken in pafients receiving
anticoagulation therapy. Cefime should be administered with
caution to patients rECENing coumarnn-type anlcoaguants, e.g
\etarin puhmum Snne cefixime may enharm fiects of the
pr time with or without

blecding may cecur

Mifedipite, B ceiciem  channel blocker, may  Increase
Binavatabilty of cafxime up iT0%

Elevatod carbemazepine levels have been reported when
oeftiime i= administored concomitanty. Drug monitoring may
be of In detecting In p
oplagma concantrations.

.

USE IH SPECIFIC POPULATION

Pregnancy

There are no adeguate and well conlnolled studies in pregnant
women, Cauficn shoud be exercised when prescribing to
pregnant women. Cefiime should mat be used in pregnant
mathers unleas concldered eesentiad by e physician.
Braast-faading

It = nol krosn whether cefixime 15 sxcreted in human milk.
Consideration should be given to  discontinuing nursing
termpararily dunng treatment with this drug.

Labour and Delivery

Cofidme has not becn studled for use during labour snd delveny,
Treatrert should oy be ghen If clearly needed

Paedlatric Use
Safety and effectiversss of cefiime in childnen aged less than six
manths 2id have not been estabiished

1aNS
Tonemaﬂanﬂuaedmﬂ:e prescriphion of & regisiered rmedical
practitizner only. Keep out uf reach: of children. Do nut store
aboye °C. Keap in & dry place. Protect from light.

PRESENTATIONS

Cefia 200myg Capsules: Alu. Ay, Blister Pack of 2 x 5.
Cefia 400mg Capsulss: Alu. Alu. Blister Peck of 1 x5's.
Cafia 100maiSmL Suspension:

Glazz Amber Botlla of 30mL and sDmL

Cafia DS 200mg/SmlL Suspension:

Glags Amber Botlle of 30mL
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