INJECTION

Imipenem and Citastatin sodium

For IV use oniy

Composition :

The vial contains;

Imipenem equivalent to 500 mg

-anydrousimipanemand - - . s Ry
Cilastatin Sodiumeguivalentto

500mg Cilasiatin, with 21 mg
Sodium Bicarbonate

INDICATIONS:

Broad-spectnim beta-taciam antibiotic,

‘Imipenem and CilastaSin for injection’ contains:

Irnipenem, amember of a ciass ¢ liibiotics-the fuenamycins

Cilastatin sodium, 2 specific enzyme inhibitar that blocks the metzbofism of Imipenem in the kidney and
L o6 of the urinary tract.

'Imipenem an:l Ciiasiatn for imjeclion V' is bactericidal againsi an unusually wide spectum of Gram

posilive, Gram negative, asrobic and anaerobic pathogens. Imipenem and Cilastatin for injection I is

useful for Ireating singie and polymicrabic infections, and inisting therapy prior to identhication of the

causalive organisms.

mipenem and Clastatin for iniection 1" is indicaled for the treatment of the following infections due to_

susceptible organisms:

Lommspceammmm Emam infechons, Cenip-uninary infactions, Gynaecologicalinfections,

Septicemia, B

Note: mmnand(hhmamfumjecﬁml\rs i tem infe
wmmunhuwwsmmmmmmwﬂem
and anaerobic bacteria. The majority of fhese infeci associted with by faecal flora, or

fiora originating from the vagina, skin, and mouth. In these mixed infeciions. 'lmipenem and Cilastatin for
r‘pmonﬂrsusualh-eﬁemnaualﬁsmmﬁagkw Ifenmsewmmyanmumewedamermc

pathogen, whichis usually resistant to , cephalosporis cilin:
Consigeration should be given to ofici quidance (.. nabional reg dations) on the appropri
useofbacterial agenls.

Wmm@wmbmmmmmmwmﬁen although therapy
may

Praphylams 1lrrpenemam Cilastatin ferlmectwn IV"is also indicated for the prevention of certain post-

gt Bingco i Gieap
where!hemccmer"m could pecially seﬂuus

DOASAGE AND METHOD OF ADMINISTRATION :
‘The total daily dosage and route of administration of 'imipenem and Citastatin for injection IV should be based
on ihe fype or severfty of infection, consideration of degree of susceptibility of the pathogen(s}, renal function
and bodyweight, Doses ciled are based on 2 bodyweight of >70 kg. The lotal daily requirement should be given
inequally divided dosss,
The dosage recommendations that foflow specify the amounts of imipenem fo be given. An equivalent
amount of cilzstatin is provided wiih this. One vial of ‘Imipenem and Cilastatin for injection IV 500 mg
pravides the equivalent of 500 mg anhydrousimipenem and 500 mg cilastatin.
Usa inthe elderly

Agedoesnotust erability iastatin forinjection V. The dosage
shouid be delermined by the severity 01 the lnfewora the. sisceplibility of the causaiive orgahism(s), the
patients clinical condition, 2nd renal function.

INTRAVENOUSADMiNISTRAﬂDN

This: ion should rotbe larty. The d of i id cil iin for injection IV

should be determined by the severity of the infection, the antibiofic suscepiibility of the causative

mnm(s)andlhawndrﬁmofmepauem

Naote: tothe mi fion of 'imipenem and Cilastatin for injection IV

Aduits (based on 70 kg bodyweight): The usual adult dafly dosage is 1-2 g administered In 3-4 equally divided

doses {see chart below). In infections due fo less sensitive organisms, the daily dose may be increased to a
Ao dina 4 qdaily).

ma/kalday gdaily).
Usual adultinfravenous dosage

Each dose of 250 mg or 500 mg should be given by intravenous infusion cver 20-30 minutes. Each dose of
1000 mg should be infused over 40-60 minutes. Ir: patients who develop nausea during infusion, the infusion
rate may be slowed.

IV administration

Severity of infection Dose Dosage interval Total daily dose
iild 250 mg 6 hours 109
Moderate 500 my 8 hours 159

Severe - fully i 500 mg 6 hours 20g

Severe andfor life-fhreatening infections due| 1000 mg 8 hours 30g

to less sensitive organisms (primanly some

strains of P.aeruginosa) 1000 mg 6 hours 409

Imipenem and Cilastatin forinjection 1V has b d inl ised

cancer palients for confirmed or suspeiad infections such as sepsis.
Prophylactic use




For prophylaxis against post-suigical infactions in adults, 1 g ‘Imipenem and Cilastatin for injection V'
should be given intravenausly on induction of anaesthesia and 1 g three hours later. For highrisk fLe.

two additional 0.5 g d be given atBand 16 hours afterinduction.
]npahenfsvmh renalinsufficiency
Asii renal function, dosingis based on th i of the infection. The maximum dosage
iorpanlnnsummusdeureesofrena\ ﬁ.lr!ctlnnal i [ the following table. Dx i
based on a bodyweightof 70 kg. Proporti tion indi i should be made for pal
tower bodyweight.
dosage in relation to renal function
Renal function Crealinine Dose (mg) Dosage Maximum
clearance interval (hrs) total dally
(mi/min) = % dose" (g}
Mild impai 3170 500 6-8 15-2
Moderate impairment 21-30 500 §-12 1-15
Severe™ impaiment 0-20 250-500 12 05-10

*Thehigher: hould be i
** Patients with creatinine c\earﬂnce of 620 mimin mld be ireated w:th 250 mg (or 3.5 malkg,
wihichever is lower) every 12 hours for most pathogens. When the 500 mg dose is used in these patients
there may be an increased risk of convulsions.
Patients with a creatinine dearanoe of <5 mb‘mm shouid not receive 'Imipenem and Cilestatin for
mjemmnl\f'w less h 48 m.rs

1d Citastatin for injection IV'is cleared by b is, The patient should receive Imipenem
ﬂnd Cilastatin for injecfion V" immediately aﬂerhaemodiawscsaﬂd at 1241nuﬁ) intervals thereafier. Dialysis
patients, espacially these with background CNS disease, should be carefully monitored; patients on
haemodialysis should receive ‘Imipenem and a\as.annfar.rgecaon I\ only when the benefit cutweighs the
potential isk of convulsions
There are currently inadequate data to recommend meuse of 'Imipenem and leaslann for |mechuﬂ !\P
for patients on peritaneal dialysis.

Paediatric dosage
Age Dase Daosage interval Total daily dose
3 months of age and older less than 40 kg
bodyweight) 15 mg/kg 8 hours 60 mgikg
The maximum daiy exceed2q
Chilh 40 kg bodyweight should receive adultdoses.
Clinical dataare i i plimal dose for children under 3 months of age or infants and

children with impaired renal function.
‘Imipenem and Ci% aalahr forin| er:hon Wi is not remrnmended for the therapy of meningitis. If meningitis is

‘Imipenem and Cllaswnn for injection \V’ may be used in-children with sepsis as long as they are not
suspeclad of having meningits.

DIRECTIONS FORUSE :

Preparation ofintravenous solution

The following table is provided for convenience in reconstituting Imipenem and Cilastatin for LV. for
intravenous infusion.

Strength Volure of diluent Approximate concentration
added (mi) of Imipenem (mgimi)

imipenem and Gilastafin for 1V, 500 mg 100 5

Reconstitution of 20 ml vial

Conlents of the vial uspended and tran: infusion sofution. A

suggested procedures to add appruxlrnaiely TomLf fion tathe vial, Shake

well and transfer the rest

CAUTION: THE SUSPENSION IS NOT FOR DIRECT INFUSION. ;

Repeat with an adumonal 10 rrﬁ. of infusion solu‘nm 1o ensure complete transfer of vial contents to-the

infusi hould b until clear.

Cumnlllbiiﬂyandmblllty

In keeping with good clinical and pharmaceutical practice, Imipenem and Cilastatin for LV. should be

administered as a freshly prepared solution. On the few occasions where changing circumstances make

thisimpracticable, reconstituled Imipenem and Cilastatin for L.V. retains satisfactory potency for three hours

at room temperature (up to 25°C) or 24 hours in a refrigerator (below 4°C) when prepared in any of the

following diluents: 0.9% Sodium Chioride Injection; 5% Dextrose and 0.9% Sodium Chioride; 5% Dexirose

and 0.45% Sodium Chlcrids; 5% and 10% Dextrose in water; 5% and 10% Mannitol.

Imipenem and Cilastatin for |.V. is chemically incompatible with lactale and should not be reconstituted with

diluents containing lactale. Imipenem and Cilastatin for |V. can, huwever be admmssiared intoan IV .ubng
ciatesoiution s being infosed. — =

1m1pener=1 and Gilastatinfor 1.V, should not be mixed with, of physically added to, al’weraniﬂ:mtlcs

CONTRAINDICATIONS :
Hypersensitivity lo this product.

WARNINGS AND PRECAUTIONS :
Warnings
There is some clinical and faboratory evidence of partial cross-allergenicity between ‘Imipenem and
Cilastatin for injection V' and the other beta-lactam antibiotics, penicillins and cephalosporins. Severe
been reported with most beta-lactam antibiotics.
Before initiating therapy with ‘Imipenem and Cilastatin for injection IV, careful inquiry should be made




concemi ions o beta isiotice, lfanall ion to‘imipenem
and Cilastatin for Er:,edior- IV ocours, the drug should be discontinued and appropriate meastres
undemksm

Thi ik i ¢

Pseudomembranous cofitis, reported with virtually all anfbiotics, can rangefrom mild to life-threatening in
severity. Imipenemand Cua:!ann forinjection V' should be prescribed w.ahcauhon in patients with a history

of gastrolntestinal disease. paricularly coliis. Treatment-related di e
a pointer to this diagnosis. While studies indicate that a qu_ﬂ of Clnsmdaum icile s cne of the primary
causes of; Sated colitis, other

Paediatricuse

Imipenem and Cilastatin for injection I\". Efficacy and foleraiity ininfants under 3 months of age have

~—— yet to be established; therefore, “Imipenem and c:lastau for injection 1V Is not recommmended for use

below this age.

Central nervous system: Pafients with CNS disorders andior ised renal function iation of

lrm;.'enm arad Cl\aslaﬂn for In;ec!lﬂr! W may ococur) have shown CNS side effects, especially when
htand renal furclion were exceeded. Hence it is recommended

trsat fne dosage schedules uf Imipenem and Cilastatin for injection V" should be strictly adhered to, and

Iffocal fremors, myocionus or nvLiSions ocer, hould be evalyated jiczlly and pl
on enticonvulsant therapy if not already instituted. i fhese symptums continue, the dosage should be
reduwd or !mjpenamand!“' tatin for injection [V wil

i with it

Pabemswﬁh srefining clearances of S5l should notreceive Iripener and C-\asmn forinjection IV’
fialysisis in in 48 N)urs For ly: d Cilastalin

forinjecticniV'is iy At outweighs the potential sk of convilsi

_ INTERACTIONS:
Ganeral seizures have been reporied in patients whn received ganciclovirand imipenem _rd C"asfahnfnr
injection V. These d notbe . the potential benefit
Decreases in valproic acid levels hat may fall belaw the therapeutic range have been lEpQ"Ed whan
valproic acid was co-administered with carbapenem agents. The lowered valproic acid levels can lead o
inadequate seizure control; terefore, :xrwru!a'!t use of Imipenem and vaiproic audlsadnu:r valproale is
T ded andal ntf herapies should b
Concomitant probenecid has been shown to dnumethe plasma level and half-ife of ciiastatin. but with no
effect on its urinary recavery.
Concomitant probenecid shawed oﬂly minimal i increases in plasma level and half-ife of imipenem, with
urinary recovery of active I toar ly 60% of the administered dose.

PREGNANCY AND LACTATION :
Pregnantmonkeys showed evidence of matemal and fostal toxiclty with bolus Injections at dosss equivalent
totwice the human dose.

~The use of "lmipenent and Cilastatin for injeciicn [V in pregnant women has nalheen sudlsddd ‘imipenem

and!:miaunfurm;eebonl\fshau}d be givenin pregnancy tothe
mother i ible risk tothe foetus.

"Imipenem and Cilastatin for injection IV has been detec\ed |n humar! milk. If the use of 'Imipenem and
Cilastatinfor injection V'is d d Heeding.

EFFECTS ONABILITY TODRIVE AND USE MACHINES :
There are no specific data; however, some of the CNS side-efects, such as dizziness, psychic disturbances,

confusion i bilty to drive orop hinery.

UNDESIRABLE EFFECTS:

‘Imipenem and Cilastalin for injection Vis QEPEGJ.G! v.eL! icleraied. Side effetis rarely reguire cossation of
20y generally midand arerare.

Local reactions: erythema, local pain and induration, thrombaphiebitis,

_____ Allergic: rash, pruritus, urlicaria, erythema multiforme, Stevans-Johnsen syndromme, angioadema, toxic
epidermal necrolysis {rarely), exfofialive dermatiis, (raiely) candwiasis, fever including drug fever,
anaphylacticreactions.

Gastro-intestinal: nausea, vomifing, diarheea, staining of testh andlor tongue. Pseudomembranous
colitis has been reported.
Blood: eosinophilia, leucopenia, neutropenia including agranulocylosis, thrombocylopenia,
i SIS, h globin and prolonged prothrombin time. A positive direct Coombs test
maydevelop.
Liver function: mild increases in serum transaminases. bifinibin andlr serum alkaline phosphatase,
hepatilis rarely have beenreported.
Renal function: cliguriafanuria, polyuria, acute renal failure (rarely). The role of 'mipenem znd
Cilastatin for injection iV i changes in renal Fur"‘!mms d.ﬁcuj. o0 assess, sl"ne clcis pﬂad;spasiﬁgtn
prerenal uraemia or taimpaired renal function usual L. Ei
blood urea have bean seen, A hammless urire disco loration, not 1o be ccnfused viith haematurla, has
been seenin children.

tem: aclivity, psychic disturb includi haliuma&ons, th
onfusional fonshavebesnreported— — —=
Granulacytopenic patients: dmg refated nausea andlor vomiting appsar lu CSCUF Morne ﬁequwl
granulocytopenic pafients than in non-granulocytopenic palients freated with 'Imipenem and Cllast
forinjecﬁcn V.

p
Clherreponedr-amnnsmﬁla:mnknnwncausal re'ahansmp
ic colitis, gastroents inal pain, glossifis, tongue papiliar
hypertrophy, hearburn, pharyngealpam increased sainfanun
Central nervous system: dizzine: ; lopathy, vertigo, neadacha,
Special senses: tinnifus.
Rasplrabory uhestulsonmfmt dyspneea hypem:n"laucr thoracic spine pain.
Cardi




cyanasis, hyperhidrosis, ski o prusitus vulvae.
Sodyasamnie polyarrhralgsa as‘mema'weaknas

Blood:

QVERDOSE:

Mo specific information is available on the treatment of averdosage with 'Imipenem and Cilestatin for
injection V.

Imip itastatin sodium i ible. However, useft t this procedurein the overdosage
seftingisunknown,

= OLOGY:
%‘ macotherapaufic gro:

ATC oode: JOIDHST

PHARMACODYNAMICS :

MechanismofAction

Imipenemis a potent inhibilor of bacterial call wall synihesis and is highly reactive towards penicillinbinding
protein. Imij m is more potent in |Is I:amx:dal effect than other anfibiotics studied. Lm.penem also

pmvldes exmre'etsmﬁ(y t lmpenem isthereion
mwulﬂdhe i

Cilasiafin sediumisa reversibie, and speciicinhib defy i |, the renal enzyme

which ma:abul*ses and m:trvakh mpwen Cizﬂamsufm is devoid of infrinsic anfibacierial aclivity

itself, of imipenem.

PHARMACOKINETICS:

uct adlwlsiereﬁmhavemus{y thsra!orsbaoavaiahulydﬁhz:enol refevant.
5 spESmatioaate oo
225 5(+15 9) ml’rmn

Co-adminisiration of cilastatin sodium increases piasma concentralions of imipenern and increases the
AUC by about 20%. There is also adec'aasel'l p(madaqlame(is:x 3 mimin) and an increase in renal

clearance, urinaryrecovery and iration.

STORAGE:

Store below 25°C.

Qnce d store {beiow 25°C) for 3 hours orunder refrigeration (below 4°C) for
24hours

Keepoutof the reach and sight of children.

PRESENTATION:
Avallabieina20ml Class vial.

3 & ” Manufactured :
SWiSS EXPORTS PVT, LTD. INDIA.

——— e g T ———
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