Far the use anly of a Registered Madical Practitioner or a Hospital or a Laboratory.

ENHANCIN INJECTION

(Clavulanate Potassium and Amoxicillin Injection)
COMPOSITION
ENHAMCIN INJECTION 300 mg ENHANCIN INJECTION 1.2 g
Each vial contains : Each vial contains :

Clavulanate Potassium [Sterile] USP Clavulanate Potassium {Sterlle) USP
equivaient to Clavulanic Acid 50 m:

g equivalent o Clavulanic Acid 200 mg
Amaxicillin Sodium {Sterile) Pn. Eur, Amoxicillin Sodium (Sterile) Ph. Eur,
equivalent 1o Amaxicillin 250 mg aquivalent to Amaxicillin 1000 mg
DESCRIPTION

ENHANCIN is an antibacterial combination consisting of the semisynthetic antibiotic amoxicillin and the beta-lactamase inhibitor clavulanate potassium resulting
in a broad spectrum of antibacterial activity,

Amoxicilin Sodium is chemically designated as Sodiwm {2558 6R}-E-[[(2A)-2- amino-2-(4- Nydrox',rphany-l; acetyllaming]-3,3-dimethyl-7-oxo-4-thia-1 -
azabicyclo[3.2.0] heptane- 2-catboxylate. lts empirical formula is CigH 4N Nal, 5 and its malecular weight is 387 .

Clavulanale Polassium is chemically designated as Potassium (Z)-(2R, 58\ 3-{-2-hy wethylidene) -7 4 1 -azabicyclo [3.2.0) heptane-2-carboxylate.
s empincal formula is CaHgKNOg and its molecular weight is 23725
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AMOXICILLIN SODIUM CLAVULANATE POTASSIUM

STRUCTURAL FORMULAE
PHARMACOLOGY

Mechanism of Action’
Amoxicillin acts through inhibition of biosynthesis of the bacterial cell wall mucopaptide. |t is bactericidal against many Gram-positive and Gram-negalive

organisms during the stage of active multiplication. However, it is susceplible 1o deg by beta-lac and fore its spactrum does not Include beta-
lactamase producing bacteria. Clavulanic acidis a beh lactam 9!ruc1urally related to the penicilling, which p 1he ability 1o inactivat awida range ol beta-
lactamases commonly found in bacteria resistant to bata-lact [

The formulation of amoxicillin with clavulanic acid protects amoxicillin from degradation by beta-lactamase enzymes and effectively extends the antibiotic
spectrum of amoxicillin to include many bacteria narmally resistant to amoxicillin and ather bela-laclam antibiatics.

Antipacterial Spectrum?

The following pathogens have been found to be susceptible lo Amoxicillin and Clavulanate Potassium combination ©

Gram-positive bacteria : Gram-negative bacteria :
Agrobes Aprobes
Staphylococeus aureus”® E. coli”

Staph. epidermidis® g Pr vulgaris™

Staph. saprophyticus” : Fr. mirabilis

Strep. pyogenses Klebsiela spp.

Strap pneumorniae Saimoneila spp.

Strep. windans Shigeita spp.
Enterococcus faecalis Bordatelia pectussis
Bacillus anthracis ' Brucela spp.
Corynatactarium spp : N. gonarihosae”
Listeria monocytogenes Maraxaila catarrhals®
Anaerobes . H. influenzae”
Closindia spp. Fasteuralla multocida
Peplococcus spp Vibrio cholerae
Peplostreplococcus spo . Legionelta Spp.”
Anaefobes

Bacteroides including B.fragilis

mincludes both bata lactamase and non- bata lactamase producing.
Pharmacokinetics?*
The pharmacokinetics of icillin and clavul ium are closaly matched
Clavuianic acid has about the same plasma slimination half-lite {1hr.} as that of amoxicillin { 1.3 hrs.).
Amaoxicillin and clavulanic acid are widely distributed te most tissues and body Huids including peritoneal fluid, blister fluid, urine, pleural fluid, middie ear flud,
intestinal mucesa, bone, gallbladder, lung, female reproductive tissues and bile, Penetration inte CSF through non-inflammed meninges and into purulan!
bronchial secretions is low. Amaxicillin and clavulanic acid readily cross the placenta and are distributed info breast milk in fow concentrations. Amoxicillin is
bound to serum proteins to an extent of 17-20% while :lavula nic acid is 22-30% Nund o serum pfﬁlﬂlﬂs Approximately 10% of the dose of amoxicillin and less
than 50% of dose of clavulanate are metabol nsed

A icillin and Cl. b ly unchanged through the rana.! route (glomerular filtration and tubular secretion).
Approximately 50-78% of amoxlcnﬂm and 25-40% uf ciavulanlc acid are e:creled unchemgsd in urlns within the first 6 hours afer administration. -
INDICATIONS?

ENHANC\N INJECTION is indi d lot the it ol I‘ullomng I caused by il th
* Lower respiratory tract infsctlons {e o lobar- and broncho- pneumoma acute and chronic broncnms)

ilJ Upper D y tract | (il g ENT) e.g. sinusitis, ofitis media. tonsillitis.

i) inary and abdominal i ag cyslitis, hritis, pyelonephritis. female genital Inrechons pelvic or puerperal sepsis, septic abortion, intra-
abdominal ssps:s peritonitis. . =

vy = Skin and soft lissue inf e.g. cellulitis, ab: wound infections, boils, :

v) Boneandjolnlmiacmnseg mlenmyelnls )
vi? Seplicasmia. . NI B 1

wil)  Post-surgical infections. e . .
ENHANCIN INJECTION is also indi d in the prop is against infecti which may be assoclaled with major surglcal procedures such as gastra-intestinal,
pelvic, hsad and neck, cardiac, renal, joint replacernent and biliary tract surgery. :
DOSAGE? i
ENHAMNCIN INJECTION may be ini d by intr or by intermittent infusion. IT IS NOT SUITABLE FOR INTRAMUSCULAR
ADMINISTRATION.
Adults and children aver 12 years | Usually ENHANCIN INJECTION 1.2 g B hourly. In more serious infecti i I y 1o & hourly intervals

Maximum daily adult dose should not exceed 7.2 g by IV route. Maximum smgle dose is1 2 9

Children 3 months - 12 years ¢ Usually 30 mgkg.* ENHANCIN INJECTION B hourly. In mare serious inf y 1o & hourly intervals
Children §-3 months

: -30 mg/kg.* ENHANCIN INJECTIC!N every 12 hours in premature infants and in full lerm lnranrs uunng the perinatal period,
to 8 haurs th

*Each 30 mg ENHANCIN INJECTION provides 5 mg clavulanic acid and 25 mg amaxicillin,
Therapy can be started parenterally and continued with an oral preparation. Treatment with ENHANCIN INJECTION should not extend beyond 14 days without

raview.

Adult dosage for surgical prophylaxis : i 4

Usual dose : ENHANCIN INJECTION 1.2 g given at the induction of anaesthesia.
Operation with high risk of infection (e g. colorectal surgery) -

ENHANCIN INJECTION 1.2 g given upto four tmes in a 24 hour period { usually al 0,8.18 and 24 hours). This regume can be continued for several days if the
procedure has a significantly increased risk of infection

Dosage in renal impairment :

Adults

Mild impairment Moderate impairment Severe impairment

{Creatinine clearance {Creatinine clearance {Croatining clearanca

> 30 ml/min) 10-30 mifmin) = 10 mimin)

Mo change in dosage 1.2 gV stat followed by 1.2 g IV s1at. followed by 500 mg IV 24 hourly Dialysis decreases serum cancentration of

800 mg IV 12 hourly ENHANCIN INJECTION and an additonal 800 mg IV dosa may need 10 be given during dialysis
and at the end of dialysis



Children : Simiar reduclions in dosage should be made for children.

Doesage in hepatic impairment © Dosa with caulion, monitor hepatic lunction at regular inlorvals.

Each 1 2 g vial of ENHANCIN INJECTION confains 1.0 mmoi of potassium and 3.1 mmol ol sedium |approx)

Each 300 mg vial of ENHANCIN INJECTION contains 0.25 mmol of potassium and 0.7 mmol of sodm (approx.). |

PREPARATION AND ADMINISTRATION

ENHANCIN INJECTION may be admin: d by W infusion. 1T 1S NOT SUITABLE FOR INTRAMUSCULAR ADMINISTRATION.
issolva the cantents of the vial in 5 ml {in case of ENHANCIN INJECTION 300 mg ) or 20 ml (in case of ENHANCIN INJECTION 1.2 g ) of watar lor injechion, |
ENHANCIN INJECTION should be given by slow intravencus injection over a panod of threa to four minules and used wuhm 20 minutes of reconsmuuon
ENHANCIN INJECTION may ba injecled directly info a vein or via a drip fube,

Alternativaly, ENHANCIN INJECTION 1.2 g may be infused in water for injection or Sodium chloride intravenous injection (0.9% w{v) Add without delay® the 1 2 g,
reconstituted sclution 1o 100 ml infusion fuid, Infuse over 30-40 minules and complele within 4 hours of recanstitulion,

*Solutions should be made up 1o full infusion volume mmadlalely after reconstitution. Any residual antibiatic sohulion should be dlscaruad.
STABILITY AND COMPATIBILITY

Intzavonous infusions of ENHANCIN INJECTION may be given in a range of different ir ous fluids, Sali y anti contenlratlons ara retained at 5"0

and al room temperature (25°C) in the recommended volumes of the following infusion fluids, If recor ted and maintained at raom i
should be complated within the time staled. \
Feconstituted solutions should not be frazen. : !
Intravenous infusion fluids stnhlllt\r period 25°l:
Waler lor injeclion HE sitaee Lol hours : .
Sodium Chlaride Intravenous infusion (0.9% wiv) " & hours | P D
Sodium Lactate Intravenaus infusion (one sixth molar} ) 4 hours
Campound Sedium Chiorde Intravenous iplusion (Ringer's Solution) 3 hours
Compound Sedium Laciate Intravenous infusion # .1 .
{Ringer-Lactale Solulion; Hartmann's Solution) K 3 hours ,
Potassium Chlaride and Sodium Chioride Iptravenous infusion | 1 3 hours

EMHANCIN INJECTION is less siable in infusions containing giucose, dexiran ar bicarbonate. Recanstituted solutions o ENHANCIN INJECTION should
therefore not be added to such infusians but may be injecled inlo the drip lubing over a period of 3-4 minules. e

For storage at 5°C, 1ha reconstituted solution should be added to pre-refrigerated infusion bags which can ba stored for upm B hours

Therealier, the infusion should be administered immediately after reaching room femperalure, A

1ous infusion fluids y pariod 5°C ' o
Waltar lor injeclion 8 houts Leotiid 0 Yoo s frymid )
Sodium Chioride Intravenaus infusion (0.9% wiv) 5 et Bhours 1 et - v
ENHANCIN INJECTION should not ba mixed with blood p olher protei fiuids such as pratein hydeal, of with I lipid emulsions, !
It ENHANCIN INJECTION is prescribed concurrenily with an ide, the antibi should not be mixed in the syringe, |nlmuenous IIutd canlmner or
agmimstralion sel bacause loss of the aminoglycoside can occur undar these conditions. . '

PRECAUTIONS d

Generaldd : ENHANCIN INJECTION should be used with caution in panenrs mrh ovidence ol severe hapatlu: Uyalunclmn chnnge n Iwer tu nctlon tam ha\m been

otisarved in some palients recelving Amoxicilin and Clavulanic acid combination. il

In patients with moderate of severa renal impairment, dose adjusiment of ENHANCIN INJECTION is recommended ( See Dosage nnd f\dmmnalfauan} I

Erythematous rashes have been associated with glandular tever in patients recewving Amuxicillin, sttt

The possibility of superintections wih mycobe or bactenal pathogens should ba kepl in mind during therapy. Il supeninfections occur :usually mvuMng

Pseudomonas or Candida), the drug should be discontinued and appropriate therapy instituted.

An adequate luid intake and unnary output should be maintained during troatment with ENHANCIN INJECTION to minimise 1he possibility ol I:ryatallunn

Matoover, a reqular check on patency of bladder cathelers may be necessary sinca amoxicillin may precipitale al high concentrations in urine. 1 '

Warnings' : Serious and occasionally fatal hypersensilivity (anaphylaclic) reactions have been reported in patients on peniciln {hslam l’hoss wachuns are
o

more likely lu oecur in individuals with a history of penicillin hyparsensitivity, caretul inquiry shiould be made cor qp hyp y

panicilling, cephalospanns. or other allergens.

Pseudomembranous coiilis has been reporled with nearly all antibactenal agents, including il and Clavul P il cumb-nallon [1 is Imporlant-
10 consider [his diagnass in palients who present with diarthoea sut ient fo (he of b ial agants, iy i
Contraindications? : Penicillin hypersensitivity. y v -
Antention should be paid 1o possible cross-sensilivity with olher bela- Iac.lam ihiolics, o.g. cophalosp A history ol ENHANCIN or panicillm sssodatnd
jaundice { hepalic dystunchaon, '

Carcinogenicity? : Long-term g studies in animals have not been performed with Amonicillin and Clavulanate Potassium combination -
Mutagenichy? ; Long-term sludies in animals have not been performed to eval the genic of Amoxicillin and Clavulanate Polasslum
combination.

Prag?-ancy and Lactation? : No adversa effocts were observed when Amexicilin and C!avulanata Polassmm cornbmahon was adrmmstered in pregnam rals
and mice. However, use of ENHANCIN INJECTION in pragnancy is not facan ded unless | by the ph

ENHANCIN INJECTION may be d to nursing mothars; no sp d > evonl other than risk of sensitisation tat the Inlanl has basn reparted.”
Paediatrics : Many penicillins have been used in i ts, and no ics have been doc d lo data. b , the
incompletely doveloped renal function of neonates and YOuMg |nlunls may dalay the fon of renally i d penicillins, -« ey "y vl 1
Geriatrics : Penicilins have been used in geralric palients and no g pecitic p have been d d fo date. H , alderly are
more likaly to have an age-related decrease in renal function, v/hrdi may require an ad,ustmenl in dosage in patients m:snﬂng pemcllilns U el i
Drug Interactions? : Prolongation of blesding time and p:othmrnbm time may occur insome g and ¢l b cnmhma:lon ol
ENHANCIN INJECTION should ba used with caution in pati gulant therapy. « ¢ sttt puti o

An increased incidence of rash may ocour in patients with hyperuricemia who ara receiving allopurinol and corn:omuanl arnnxlc;llln ar amplclIHn te o0 1
tn common with other broad spectrum anhibiolics, amoxicillin and clavulanate potassium combination may reduce the officacy of oral A
Adverse Elfects®! : Sido effects with ENHANCIN INJECTION are uncommon and mainly of a mild and transitory nature. W s i WO b
Aeported side alfects include diarthoea, indigestion, nausea, and me T3, )
Qe o and asymplomalic rises, in AST and ,ror ALT and alkaline phosphatlases; and rarely hepalilis and cholestalic jaundice have bean mporled
1o pecur, Slgns and symploms may occur during ireatment bul are more fraquently reporled after cessalion of Ir«ammI with a dolay of upto & weeks., Urﬂcarla and
erythematous rashes, thrombophiabitis al the site of injection have boen raported cocasmnaﬂy )

Erylhuma munn‘urme. Stavens-Jahnsan sy toxic epid lysis, bullous i derma:ms sorum i Tk itivity
vasculitis, i itial nephritis, pseud branous colills, prolongalmn ol bleeding lime and pmlhrumbm l-mu have been mpurtsd to. occur mrely Wi
In comman wilh other bola-laclam anlibiolics, ang and anaphylaxis, transient | P ylop and h have been

reported rarely, i g
Side eflects involving the CNS which include reversitle Wperachv-ty. dizziness, headache and convulsions may occur very rarely.

Overdosage? : Overdosage with ENHANCIN INJECTION s unlikely to occur, Symplomaltic and suupurlwu measures should be mshluled wnlh parhcular
anen'llon lo the restoration of fiuid and electrolyte imbalance.

and clavulanale may ba from the circulalion by h y
STORAGE §
Store below 25"C, protecled [rom maisture, Do nof freeze, ' " . - " ! "t '

SuPPLY 14 2 o

ENHANCIN INJECTION 300 mg : 5 mi vial in a carlon, J UL PAR ) Rt L ‘

ENHANCIN INJECTION 1.2 g = 20 ml vial in a carlon,

oop all medicines out of tha reach of children,
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