Fortez™

(Ceftazidime)

COMPOSITION
Fartez 250mg UV Iu]ecﬂnn Each pack conalns:
Vial: C Pant; in . idi

250mg [with Sudilam Carborate)
Ampoule: Sterile water for injection UEP SmL

Fartez 50Dmg BV |n,=..-hon Each pack cunta.ns.

Vial: C g ime Sixmg
Tl Sadium Carbm

Ampoule: Starile wterforln]schan USP EmL

Furhz ‘Ig I Injwilon Each pack containg:
Vial wi 19

f\o\'1h Sodium Carbnnaﬂu

Ampoule: Sterle waterfnrmpcnon WsP 10mL

Fartaz 2g IV Injaction; Each pack wnwns

Vial: C 2g
{with Sedium Carbcnaw]

Ampoule: Starile water fur injection UEF 10mi

DESCRIFTION

Powdar of Injectionnfusion

|::=Iba>'kirhe s a szmlsynhﬂi: Ihird  generation,
broad betar drug for g
:-Jmn.sirauun Forlez is & sterile, ary-powdered rmixture of
cofiazidime pentahydrate and  sodivm  carbonate  When
reconsituted, mixture provide solution of cefiaridime sodium.

MECHAMIZM OF ACTION

Ceftazidime £ B bactericidel agent thet ects by mhib&ion af

bacterial cell vall syndhcsls Ceflazidme has activity n the

presence of sume D poth p and
of G gative and  Gram-positve

Wechanism of Rasistance

*

eauzed by b ik abd
sop. (many straing of Bactercides Jhiw\'s are resistant)
8. Central Nervous System Infections, Inciuding meningitis,
caused by Haemanhilus influenzee, Neisseria mwmpmn‘ss
g . and ,

Highnoon

& Pr for

10. Febrile neutropenia

1. Susceptivle Infections dus o sensithve Gram-posithve
and Gram-negative bacteris, ceused by Peeudomonas
spBeCiEs.

of moeme

It may e used slane In cases of canfimed or suspected sepsis.
It may aiso be used tnn:l’lmhm"_f with other antibactsdal drugs,
such as and yein; In
severs  and I|btnmahnnlnﬂ infeclions; and in  the
lrmurcecmoremized patient. When such concoritant frestment
is appropriate, preseribing infirmation in the labeling for the
ather anlibacterial drugs showd be folowed. The dose depends
an the saverity af tha infectinn and the patient’s condition

To raduce the development of drug-resistant becteria and
manksin the sffectivensss of Ceftazidime and ather antbaciarial
drugs, It should be used only b reat or prevent infections that
are proven o stronghy suspected to ba caused by susceptible
bacleria, Whnen culfure and suscepliblity informalion ase
awailable, they should be considerad n eslecting oe madifying
atbactersl ey,

DOSAGE AND ADMINISTRATION

The usual adult desage is 1 gram administensd inravenoushy o

'nlﬁmu:hculal')‘ wvery 8 o 12 howrs. The dosage and rouls
d be determined by ‘he susceptiblity of the cavsative

efgan-sms. the severity of infection, and the sondition and fenal

function of the patient.

The fallowing dosage scheduls is recommended

Resisiance to ceflazidime i= primarily theough oy
betafactamaze, aferation of penicilin-binding pratains [PBF'S]
w‘d decnessed permeabiity.

Ceflazidime has been shown o be active sgainst most isclates
of the fallowing bacteria, bath in vitro and in clinical infections.
Cran-negative Bacleria

Citrobacter species, Enterchacier species, Escherichia coli,
Kisbsiella species, Haemophilus  inBuenzae,  Neisseria
meningitdis, Protsws mirabils, Protaus vulgars, F

seruginoss, Serralia species.

Gram-positive Bacterla

S‘amwmws aureis,  Skeplocoscus  pnesmoniae
pyogenss,

ﬂnaurvhlc Bactoria

Bacteroides speciea (Mote: meny Bolstes of species

are resistant)

Efficacy of ceftazidirne in treating tlinical infeclions due in these
microorganisma haz not been established:

= Gram-negstive bactera

Auineinbacter species. Citrabacter diversas, sgacter frewndi,
Providencia species (incleding Providencia redtgerl,
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spesies, Shigells species, Hasmophilus  parsinfuenzas
Morganells  morganii,  Melsseria  gonorhoeae,  Yerminia
wteroulitica

»  Gram-positive becters

Sty 5 apidermidis

Anasrobic bacteda

Clastisium soecies (Nol Meuding Clostidium diliede), Pepln
SrBpICCOCTUE SOBCIES.

PHARMACOKINETICS

Ceflazigime is given by injsction & the sodium salt o in soldion
with arglhnine. Msan peak piasma concerdration of 17 and 36
micogramsiml  have been repored about 1 hour afier
infremusculer dosee of 05 end 1 grem of cefiszidme
rigpactively, Five mindtes after infravenaus boliss injecians. 0!
1.5, 1and 2 grams of plasme oo

48, 50 and 170 migrogramsml respeciively, have hur.
regorted. Tre plagma half-lfe of ceftazidime s sbout 2 hours, but
this projongs in patients with renal impaiment and neonates.
Clesrance may be enhanced in patients with cyatic forosia, It is
alhout 10% bound to plasma proteins.

Ceflazidime is widely distibuted In body tissues and fulds:
theragautic concantration accurs in the CSF when the maningss
e [rflarmed, i crosses the placenis and dstribued info breast
milk.

Cefiarigime & prasiely evereted in bk, affiough anly 2 smal
proportion is efiminated b;. this rcuta s mainty excreted by the
kidneys, aimost exc v By far fitration, g

has e sffect cn the excration. About B0% 1o 90% of & dose
apoears unchanged in the urine ¢ithin 24 hours, ILis removed by
homodislysis and perforeal dialysis.

INDICATIONS AND USAGE

It i indicated for the fregiment of pationts with infecions caused
by susceptitle streine of the designated organiemwa in the
following diseases:

1. Lowsr Respiratery Trast Infections, including prewnonia,
caused by Pasudomonss  serughoss  and  other
Pspudamanas ape,;  Haemophius influehzas, inclding
amplellinresistan sirsite; Kisbsials s5p.; Enferobacter
sgp.; Profeus mirabilis; Eschenchia ol Semafia sbo.:
Civobacter  spp.;  Sirepfocuccus  pneumonis  and
-] i icilli strains).
Skin  ond Skin-Structure Enfections caused

F oy Fg 1
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Impairad Hepatic Function

Ho adjustment in dossge 18 reguired for patiends with hepatic
dysfunclion.

Impaired Renal Function

Coftazdims is encreded by the sdneys, almost exslusively by
glomeruler Adration. Therefore, In patients with impaired renal
function fgiomerudar filration rate [GFR] <560 midmin}, it is
recommended that the dusage = idime be reduced fo
gompensate for its slower excretion. In patients with suspectsg
renal Insufficlency, an Inibal loeding dose of 1 gram of
Ceftazidine may be given. An estimate of GFR should ba mads
fo celermine the spproprisie malnienance dosage. The
racommended dosage is:

Fatinngs with renal insufficiency, the bowar dose chowd oo used

Creatinive Clearance | Recommenasd Uit Frequancy
{mLiming Doan of Cofzidime o4 Dasing

3 -50 1 gram

B3 1 gram

3 520 mp

[ esswans | &omg

In patients with sevens infactions who would nommely recshve &
grams of Cefiazidime daily ware i nat far renal insufficiency, the
uriit doge given [ the table above mey be incressed by 50% o
tho dosing frequancy may be indreased approgriately. Furiher
dosing aheould be determined by therspeutic menitarng, severty
of the infestion, and suscaptizility of the causative organsm.
In pediatric patients &3 for 8duna, the creatinine cearance shouid
be adjusted for body surface area or lean body mass, and the
ausing frequency should be redued In cases of reral
In patients wnd L a Inading
dage of 1 gram is recommenged, fuioued by 1 gram after sach
hamadialyeis pariod. It can alss be used in patients underoing

dialysis and Y peritoneal
d.'alysrs. In such patients, a kading dose of 1 gram of
Ceftazidirmes may be given, Tallowed by 500 mg every 24 hours.
In addition to intrevencus usa, it can be incorporsted In the
dialysis fuid 3l a concentration of 250 mg for 2 L of dialysis fuid.

Invtramuscular Administration
Fuor girect intramuscular injection re¢onstitide with stetile water
for inpection. Use 1.0mL, 1.5mL and 3.0l for 250mp. S00mg

S

The intravencus route is preferable for patienta with baclerial
sepficemia, bacterial meningifis, peritonitis, or other severs or

2 by
Pspudamanas aeruginosa; Flebsiela spp.; Escherichia ool
Proteys spp., including Profews mirabiis and indole-positive
P.’Glﬁ\’-’-i Enterohacter spo.; Seratie sop.;
plible shains); and
pyngmss{gmupA beta-| hsmomm strepfococc).
3. Urinary Tract Infections, both  complicated and
unc cauzed by P
Entercbactor Spp.; Profeus spp., inciuding Protews mirabils iz :
snd Indole-posiive Proteus; Klebslelia 5pp.; and Escherchla Admiristration
cail
4. Bacterial ceused by Psg
Klebsiela sop., i ichia col, -
ta spp,  Steplococcus pn&.mmfss, and and 1g respactively.
BT il  siraing)
5. Bone asnd Jolnt sed by
mmnosa. Kbbsaeﬁ'a 500, Enrsmbacfar am and
Bp strainz);
L3 logh inchudi palvic

miectiong, of Tor patients whe may be paor leks

celiitls, and other Infcdions of ?I‘?e female genils’ fract
caused by Fscharichia cofi.

7. Intra-abdominal Infections, incluting perfuniis caused by
Escharichia cofi, Klsbsiela sop., and RYICOECUS BUEUS
{rmedhicillin susceptible strains) and palymicrobial infeciions

becsuse of lowered resistance msufting from such debilitating
condifions as malnutrition, fraurma, surgery, diabetes, heart
faitura, or malignancy, particularly i shock is present or pending.

For direct s fute Fortez
{Cefazidime], with sterile water o injection, For inlravenaus

Injection use atesiie water for injection 2.5ml, SmL and 10mL for
2&0mg, S00mg and g respactivaly. Slowly inmct directy intn tha
el over 8 period of 3 to 5 mingtes o give through he tubing of
an administration set whila the patient is aso receiving ane of the
oompatipie v fulds,

For IV infusion, conslifute the 500mg, 1gram, vial, and add an
spprcpnabe quantity of the resuing solution to an W comainer
h ane of the compatible 1\ fuids.

Infennittent IV infusicn with a Y-type administration set can
be sccomplished compatible solutions. Howewer, during
infusisn of A salution tontaining cefazidime, it is desirable to
discontinue the other solution.

Directions for Proper Use

Pt for divect infusion. Using aseptic techniue, the contaire:
clogune My be penatrated chdy one Bme USinD a Sultable sterle
dispansing set or Wansfer device that albws measwred
dizpenaing of 1he contents. Use of 8 syringe and needle 3 not
racommended a5 if may cause leaksge. The withdfawal of
container conkents should be accompiished withuut delay. \When
constituted 5 directad with stariks water for injection and after
constizuton, acd an appropriste quantity of the resulting soutkn
o al container with one of the compafibie IV fluids. Solutions
af Ceflazidime, e those of most bele-factam antbaciensl
drugs, shouid not be added to soludions of aminoglycoskde
antBaciedial drugs becawse of polential -ma'admn Howeu-er i

13

selzuras, lshve status

coma, asternds, newamuscular excitaliity, and myoclonia.

Continued dosage should be determined by degree of renal

impairment, sevarity of infection, ard suscaptbility of the

causalive orpansms,

A3 wih ather sntbacteral drogs, prolonged use of

Coftazidime may result in overgasth of Aon-susceatisle

wrganisme. Regested evalustion of the patients corditlen Is

essential. f supermfection seours during therapy, approgriate
measires shoukd be taken.

Inducible type | beta- Ial:halmse 'ssmanne haes been noted

with some [, Enleroback

3pp., and Sermatia spp.). As with cther eumnded—ep-ecwm

beta-faciam antibacteria dugs, resistance Gan develop

during therapy, [eading to clinical fallure in some casea. W

beating infections caused by thess organisms, periodic

susceptibility testing should be ed when clinically
appropeate. 17 patients fail o espond o monotheregy, an
aminoglyocekde of similer agent shouid be concldered,

. y d with & fall in prothromdi
activity, Theee al risk inclue pabienis with rensl and hepatic
impairment, or poor nuiritions! state, as well a5 patients
receiving 3 profracled course of antimicrobist thersgy,
Prothrombin time showld be monfiored in D‘!Ilamn at risk and
exogencus vilamin K administered as indcated,

= I ahouid be prescroed with caution in Nl\udualﬂ with a

izinry of gastrointestingl dsease, particuarly coliti

slal necrosis can ooour afler inadvertert |rﬂrM+&|al

concurrant therspy with G and ql

adr of ceftazidime.
el

indicated, sach of these antibaclerial dmg& can be
separataly o the same patisnt.

COMPATIBILITY AND STABILITY
Fartex [Cefazidime), when constiited 35 direched with slerie
water for injection maintaing satisfactory potency for 12 hours at
toom temperature of for 3 days under refrigeration. It is
compatitie with the more commonly used [V Infusion flulas.
Solutions at concenirations betwsen 1 and 40 mg/iml in 0.5%
Sodium Chlorde injection; 106 M Sodium Lactate Injection;
Dextmge Injection; 5% Dextrose and 0.226% Sodum Chioride
Injection; 5% Dextroze and 0.45% Sodium Chisfde Injection: 5%
Dexdrose and 0.5% Sodium Chioride Ingsction; 10% Dexdrose
injection; Ringers Injecion, LUSF; Lactated Ringers injection,
USP; and 10% Invert Sugar in Wader for Injection may be stored
for up fo 12 hours at roum femperaiure or for 3 doys If
. Itis | table in Sodiem Injection than
in other 1 fuids, Il I nol recommended 85 & diluent.
‘Wancomycin solution exhibits & physical incompatiolity whan
miked wilh 2 nember of drugs, mdudl‘@ ceflazidime. The

. in the sbsence of 3 proven or strangly
suspected bacteral infection o a prophylactie indcation is
unlikaly {o provide benafit t= the patient and increases the sk
of the developrnert of drug-resistant bacterla.

= Patiends should be counseled that entibscterial - drugs,

ciuding Ceftazidime, should only be used to freet bacteral

‘actions. They do not trest viral Infections (e.g., the commaen
coid!

» Diawhea s a conmmen proalem caused by antibacterial drugs
which wsusfy ends when the antbacteral drug is
diggontinued.  Sometimes  afler  stating  reatment  with
anbbacteral drugs, patients can devedop wsiery and bioody
stonls (with ar il crarngs and fever) % late
as ! or more months after hawing taken the last dose of the
antivacienal drug. If this occurs, patients should conlact their
q_hysman 38 3000 83 possibie.

B administration of ceftazidime may rmesult in a
faise-posiive reaction for glucose in the urne, i s
racomemendad that giucose tests basad on enzymatic glucnsa
axiame reaclinns be Used

likefihood of withh on tha
concentrations of wanGaTyGin and c:r!aznﬁme pregent, 1 is

fore  recommended, when both drugs are b be
administerad by inlermittent 1V infusion, that they be given
separately, fiushing the 1V lines (with 1 of the compatible IV
Misdds) between the adminisiration of these 2 agents. Parenteral
drug products hould be Inspectad vieually for perticulste matter
before adminisiration whenawer solution and container pemmi.
As with siher cephalosgaring, Fortez (Ceftszidime) powoer, 85
well as seufons, tend i darken deponding on storsge
condificns; within the stated recommendations, however,
produst patenay is not adversely affected

REACTIONS

The following are the reported adverse svents of Cefiazidime;
phietilis, nfammation 21 the site of injecicn. fypersensitivily
reactions {pruntus, rash, fever, tomic epu:lannal necrofysis,
Stevens-dohnson erythema

and anaphytaxis), diarhea, nausea, vomiting, andomlna' pain,

colitis, , dizzinggs,
seizures, encephalopaihy, come, asierxds, nHedromMuECiar
mxchabiity, myotioma, candidiesis (including sral thrush),
waginitis, nemalytic snemia, ecsinoghils, pusithe Coomos test
wikhout i slight ions in one ar
mere of the hepslic enzymes. aspartate smnotansierase (AST,
SGOT), alanine amincransferase (ALT, SGPT), LDH, GGT,
alkaling phosphatsse, transient elevations of blund Lrea. bicod
urea nitrogen, andlor serem l;naahnlns Iaukﬂpﬂna nestrogenia,
Ene

CONTRAINDHICATIONS
it 12 contraindicated in patienie who have shown hypersensiiviy
to idima ar the caph: qroup adrugs.
DRUG INTERACTIONS
# Maphrodoxicity has been repartad following concannnnl
adminigiration  of ing  with

snthacieral drugs o potent diuretics such as fumssmlds

Renal functicn should be carefully monfored. sspecially il
higher dosages of the ogiycosides are o b

or i Bherapy i prolonged, becauss of the polentiat nephrotox-
IY and oiotodciy of aminoglycoside anfibacterial drugs.
hioramphenical has shown to be anfagonistic to

ne.s—lamm anthacterisi drugs, including ceftazidime. Due to

the possiity of antagonism in wivo, parficulary when
bactericical acthvity ig desired, this drug eombination should

e avoidad

In gommon with other aniibacterial grugs, cefazidime may

affoct the gut flora, feading fo iower estrogen reabsarption and

Tha athar adodiona: ad.lslss auants are' anaghylaxis,
allergie  reactions,  (ticaris, paln 8l Injection  gite,
hyparbiirubinemis, jaundice, renal impairmend, colifis, toic
nephrupathy, hepatic dysfunclion including eholestasis. aplastic
anemia, hemaorrhage, profonged prothromizin time, false-posiive
best for urinary glucose and pantylopenia.

OVERDOSAGE

Caftazidime overdosage has occurrad |n patients with renal
failure,  Reactions  hive  incuded  sefrure  activity,
encef Eatarixs, , Bnd Coma.
Pafinrts who receive an Scule overdosags shoud be carefully
nnssrvsu and given supporive Ime‘muent In the presence of
diglysis may aid in

tne removel of ceftazidime from |he body.

reduced effitacy of oral estroger
condreceptives.

WARMINGS AND PRECAUTIONS

® Eefore therspy with Ceftazidime is nstituted, careful inguiry
shoadd be mags to determine whether the patient has had
previous  mypersenaithviy  resctions  to ceftazidine,
sephalosporing, peniciling, or ather drugs. If this product is ta
be ghen o peniciiin-sensitive patients, caulion sheuld be
cxercised becausa cmss-hybersensitivity among beta-lactam
anthactersl drugs has been clearly documented and may
oceur i patisnts with a history of poniciiin_ alisrgy. If an
allergle resction to Ceftazidime occure, discortinue the drug,
Serioes  acute  hypersensitvily reacions may  regurs
trestment with sginepfdne and afier emergency Messures,
Inchiding  owygen,  intravenous  fluids,  Intravenous
aniistamines, cnmmmre o, preseor amines, and ainay
management, as clinkaly indicated.

# Closindium difficile sssocated diarmoea (COAD) has bean
reported with use of neary &4 antiacteral agents, including
Ceftazidima, and may range in severity from mild diarhoea ta
fatal coliie. Trestment with astbacterial agents afers the
naormal fiora of the colon keading to overgrowth of C. difficile.
C. difficle produces loxing A and B which confribute Lo the
devalopment of CDAD, Hypertosin prodiscing strains of C.
difficile cause increased marbigty and mortality, as these
Infections can be refractony to antimicrobial theraoy
require colectormy, COAD must be considersd in all
who present with diarrhoea following sntibacteris’ drisg uss
Careful medichl Rislony & necessary sinte COAD has been
reported to occur over fwe morths afier the adminisration of
anfbacterial agents. I COAD is suspecied or confirmed,
ongoing ardbacterial drug use no! directed againet C. difficle.
may need (o be dscortinued. nmprm fiuid ared WUb‘h

prodain
treadmert of C. difficile, and sun;u:ul wamitr"n ih:‘lﬂd bts
Instituted as cinically Indcated.

« Elevated levels of ceftazidime in patients with renal
insufiiciency can lead o seizures, noncofvulsive siatus
epilepticus encephelopathy, coma, ssterixis, peuromuscular
extilability, and myocionia

= High ang profonged serum ceftazidime concentralions can
acour from usual dosages in pabents wih transient ar
peraistent reduction of urinary culput beceuse of renal
msufficiancy. The iotal daily desage shoulkd be reduced when
ceftazidime s adriniziared Lo patients with renal suficlancy.
Elavated levels of caftazidime in thess patients can lead io,

Mam gctun.-d by
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Ta be soid and usad on the prescription of 3 registersd madical
prectitioner only. Keep owt of reach of chiidren. Do not store
above 30°C. Keep in dry place. Protect from light.

Mote: Effarvascence pocurs on sddition of water for injection.

FPRESENTATION

Fortez 250mg 1MV Injastion

1 wial of 250rmg Ceftazidime and 1 amgoule of SmL sterie water
for injection.

Fortez B00mg INTY Injaction

1 vial of 500mg Cefozidime and 1 ampoule of SmL serle water
for injaction.

Fortez 1g IMAV Injoction

1 vial of 1g Cefazidime and 1 ampoule of 10mL sterlle water
For injection.

Fortoz 20 IV Injection

1 wial of 29 Ceftaridime and 1 ampouie of 10mL sterle weter
for injection.
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