COMPOSITION

¥orbact 500meg WV Infection:

Each pack conlsins:

Vial: Cefoperazone Sodium equlvalent to Cefoperazone 250mg
Sulbactam Sofum eguivalent to Sulbactam 250mg

Ampoule; Sterlle water for Injecton LSP SmL

Horhact 1g IMN njection:
Each peck conians:

Vigl: Cefoperazone Sodium eguivelent to Cefoperazone SImg
Sulbactam Socum eouivalent o Sulbactam S00mg

Ampouls: Sterlle water for infection USSP SmL

Horbact 2g INY Injeetio
Each pack coniaine:

Vial: Cefeperazone Sodium eguivalent to Cefoperazons 15
Sulbactam Soum seuivakent o Sulbactam 1g

Ampoule: Sterile water for Injschon LSS 10mL

DESCRIPTION

sudivm i availabhe
B84 & dry powder for recanstiiuion in f 1 In tarma of free SETCPZ
Sulbacian sodipm s & derivative of the basic penciin nudeus, [f
I8 an irversiole beta-lsctamass inhlbitor for parentersl use only.

CLINICAL PHARMAGCOLOGY

MECHANISM OF ACTION

The ant-bacterial of Bfogerarona s
rore, 3 dbird g . which acts

ngalnsl wsewe argnmsms qunr»g the stage of adlvs

L by irhisiting of el

Sulbactam does not poszess any useful antibacterial activity,

exespl aganat Nei ang At

Ets a5 8 beta-lactamase inhibitor, thus restoring cefoperazone

achily againal  beta-lsctamase  progucing  staine Tne

coemhinafion of subactam and cefooarszrona is sctive against all

wrganisms sensitive o cefzgerazone.

In addition, it demenstrates synergistic aclivity in 8 wariety of
organisms, most markadly the following:

Haemaphilus infuanzas

Bacternidas species

Staphyloeneous spacias

Aginatnbactar calenacatious

Protaus mirabifis
Hiebsiella pnaumanise
Morganaiia margani
Citrobacter freundi
Enterobacher cinacan
Citrobacher diversus

Sulbactamdceioperazane is active in viirs against a vide varisty of
cliriealty significant erganiama:

Gram poeitive Organizms

AUrsUs, illi ang penicili-
nese-pruuunlng atraing
Sieshylocecous epigermidis
Streptoesteus pneumenies (formedy Digleeccous prsumoniae)
Streglacoctus pyugeres (Group A beta-nemuyiic streptuccecl)
Eireglococcus 8 beta-hemoiytie T
Most ather atreing of ms-mmuwr: elreplucocs]
Meny sireinz of Btreplocoecus Tapcslls {anerococcus)

Gram-negalive Organians

Estherichia coli

Kiebalella species

Entercbacter spacies

Cltrobacter species

Heemophiius infusnzae

Frotews mirabils

Pratais vuigars

fomgenelia marganil (formeny Proteus mongenil)
Providencis reétpar (formarty Protous rettgest)
Providentie species

Serratia species (incuting 5. marcescens|
Salmonelia and Shigella species

Paeutomonas aeuginoss and some otner Peeudomonss speckes
Acmetobacter calcoaceticus

Nelssera gonomhosse

Meiasena meningitdis

Bordetella periussis

Yersinia enteracaliica

Anasroble Organisms

Gram-nepative bacilli (inciuging Baﬂrr udes fragiis, olher
species, and F

Gram-positive apd gram-negative cocc [m:ludlng Pepinoooous,

Peptostroptococcus ana YVeilanella species]

Gram-pasitive bacil (including Clesiridium, Eubactrium and

Lactzoaciiug spactes)

FHARMACOKINETICS

Cefoperazone is given parenierally a2 the sodium salt With
intramuscular dosss eguivalent to cefoperszone 1 or 2 g. pesk
plasma concanirations of 65 and 97 microgramsiml have been
reparted afier 1 {o 2 haurs. The plasma half-ife of cefoperazone
is about 2 bours, but may be profonged in necnates and in

»

Highnoon

INDICATIONS

Monotharapy

1t iz idicased for the treatment of the folowing Infections vhen
cawsed by susceptibio arganisms:

» Reshiratory Waet infeelions (Unper and |oasi)

* Urinary tact | nrof.imns 1Upneram: hawer)

« Parilonitis, , and other e
infectiares
« Seplicernia
= Meningitis
® Skin and soft fissue infections
« Bare and jurt infecticns
. dizease, . and

Pelvic
wiher infacans of the genital tract

Caunbination Tharapy

Because of the nrcad-spe-chnm activi |y of eﬂupgramner‘sul-
bactam, most infections can be treated mdequately with this
anlibictic sione. However, celoperazone/suicactam may be
usad or i with ather an ios if such &

are indicaled. |1 an amnoglycoside is used, renal funclion
shauld be manitored during the course of therapy

Dosage and Admimsirafion

Daly dosage tor sulbecs n
adults are &5 fallows:

Ratio SBTICPZ {g) Sulbactsm

Cefoperszone

Ativity (g) Htivity 1g)
11 20-40 1020 1.0-2.4

Noses shawk be agministersd every 12 hours in eoually divided
doses:

I aevers or refracts -r; Im\az:kme the daly dosege of
oafy up bz Bg of the 1:1
reﬁu tu 9 g l::e'\.uwaa.uns mivmﬂ patients receving the 1:1
ratio may roguine
separately. Duzes should e sdmin'stersd every 12 houre in
equally divided doses. The recammended masimum daily
dusege of sulbactam s 4g.

Use in Renal Dysfunclion
Dosage regimens of sulbactemicefogerazang shauld be adusted
In patients with marked dectesse ¥ renal funcion (creatining
clearancs of less than 30 miiminj to compersate for the reduced
clesrance of sulbactsrn. Patients with creatinine clearances
between 15 and 30 mismin shauid receive & masimum of 1 g of
suibactam edministerad every 12 hows {maximum dely dosege
1 2 g sulbactzm), while fatients with trestinme clearances of less
than 15 mL/min should receive & mesmum of 500 mg of
sulbactam every 12 howrs (maxmum daily dosage of 1 g
sulpactam)  In sewers Infections, n rre,' be nececsary fo
inister addional netic profie
of sulbactam | significantly altered D,‘ hemodialysis. The seum
hitlfife of cefoperarane s reduced sightly duing hemadislyss
Thies, desing should be schadubed to follow a diatysis perfod.

Use In Childran
Daity dosage ans far cafaps ; nin
chilkdren are 3 fallows:

Rattic SATICPZ  Sullactam Cefaperazone
Ativity
Ativity

matkgidsy  mglglday imadgiday
11 40 80 40 20~ 40

Doses should be admiriglered every B to 12 hours in equally
divkisd gosss

In sericue or refractory Infectione, fhese dessges may be
increased up tu 160mgikgiday, Doses shauld be admiristered in
twve fo fowr equally divided doses o ag directad by the physician

Usa In Neonates

Far necnates in the first wesk of Ue, drug should be gien every

12 hewrs. The maximum daily desage of sulbactam in pedisires

shpuld rol exceed BOmptgicay. If mare than Blenghgiday of

rafaparazone sciivity are recassary, additonsl cefoperazone
&

sheald be adr parately or ag y the physician.
CONTRAINDICATIONS
Cafopar L In pagiants with known

alergy by penicilin, subactam, cefoperazone, of any of the
caphalssgoning

WARNINGS AND PRECAUTIONS
i and

ly fatal
{aneahytactc) reaclizns i patients receiving
bieda-iactam of ce D iy, These reactions ane mor
apt ba ooour in individuals with 3 histary of hypersensitivity
reactions to multiplo alergans. I 6 alamgic reaction cogurs, tha
dug sould be discontinued ard the apampiale iberagy
Instiused. Sorcus araphylectic reacions requine Immediat
mingigency breatmend With eginephrine. Diygen, inbaveruus
steroids, and srnvay maragoment, cluding intubstan. shauld
be adminisiered as indicated.

# Use In Rapsfic Dysfunoticn - cefoparssona 5 axensively
extrated in bile. The serum hailife of celoperarone is uaually

pailenis with hegatic or billary-ract dissass. Cefop 8 i
B2 o 93% bounao in plasma proteins, depending an the
roncantration. Cefopararone Is widsly distributed I body
tissues and fuids, although penetrafion into the CSF i
genarally paor. it cresses the placanta, and low concenirations
harve been delected in breast milk. Cefuperazons & excraled
mainiy in the biie v.here it rapicly achigves high concentrations.
Urinary exerelion " primariy by glomerutas filtsation. Up ts 30%
of & dese Iz eecrated unchanged in the urine within 12 1o 24
hours; this proportion may be intreased in patients with hepatic
or biliary diseass. Cefnperazane A, a degradation product less
atbve than cefoperazone, has been found only rarely in vivo,

prolonged and urinary axerefan of fe drug ncreased in patiants
with hepalic dissssss ardior biisry chetuchon. Sven with
severg hapatic dysfunction, thesapoutic concentations  of
cefunerazone sre chisined in bie and any 8 2 o 4 fod inceass
In haitiife is sean. Dose modificafion may be necessary in cases
uf s8vene bilary obelnucticn, severe hapatic diseass of in caseg
of renal dysfunclicn cosxistend with sifer af thase conditians. In
palisnla with hepatic dysfunchion ard concomnitast reral

senm sriratisng shawd ko
mmih..m ard dosage adjusied s necessary. in ese cases,
ciosage shauld nod excred 2 g/day of cefoperazane without closs
mmilumg af serum concesrations,

* Hiemurhoge cases have been reparied with the use of
As with oiher Witamin K
gafrigncy has ocourmsd in a fea patients freated with
cofoperazene. The mechanism is mest probably refated o the
suppression =f gul Bara which normally syribesize Bris vitamin.
Thass et sk include padends with poor diet. matabsorpdion
states {eg, cysic fibosis) and pafiends on prolonged
Intravencus alimentation regimons, ProthromBin time should be
mgntiored in these astients, and patients receiving antoaaguiant
therpy, Snd exoganats vilamin K sdministered as moicated

w As owilh ulber anfibobios, overgrowth of nonsusceplibie
omanisms may noeur during polongsd wse of sulbssiamicef-
operszare. Patierds sheuld be obesrved carehsy during
trestmant.

* Az wiih any polent systemic agent, 1 18 achisabie fo check
peradically for argan system dysfuncfon duing extended
treramy: Nis Includes reral, hepatic, and hematcpoietic Systams.
This is partcularly imparent i neanates, esoecally when
premature. and other infents

= Sulbactam/cefvperazone has been sfectively used in infants it
haz not bean extenzively studied In premature imfants or
recnates. Therefore, in Uesing premature irfants ard neonates
patandial bengfitz and possible rsks involved showd ba
cungidered before instituling  theremy. In neonatea  with
kemictenus, cefogerazae doas not dispace hilndin fmm
plasme orobein birding sites.

® Clostidum dificle assacimed diarhea (COAD) has been
repertad Wi use of neary all splibactenal sgests, ncuding
subeclam sodumicedrperazone sadum, and may range in
acverity from mild diarmea fo fatal colils. Tresiment with
antibaceerial sgents alters the nomal fiara of the calen keading to
overgrowih of C difficle which produces todns A end B
contributing in the develcament af COAD. Hypertaxin produring

Cefnperazane!Sulbactam has been shown ta be compatile with
water bjecion, 5% dedmes, noomal seine, 5% dextrose In
0.226% saine and % destrasa in noomal galine at eonncentratizn
of 1mg cefopersecne and Smp subectam per mL and up to
250mp  cefoperazane  and  126mg  subaclam  per  ml.
Recomstiivied Solutions ere stable for 24 hours B1L room
temperature. AR unused solutions must be discarded afier that
time penod

Intravencus Adiministration

For ietmitert infusion sach vial of cefopgraconeisulbactam
should be reconatitube wih e soprapriats amownt of 5% dextrasa
in watet, 0.9% sodium chiofide injection of sterile waber far
Injaction snd e difuted ta 20mL Wit e same solution folloeed
by admipistration over o 15 fo B0 minutes. Laciated Rinper's
Sc ution |5 & suliabie venlce for mtravenows infuslon, owever nod
Far initial {see beioy far in Lactabed
Ringsr's Sclufion).

Far infravennus injection, each vial should be reconativled as
abave and agministrated cvar minimum of 3 minudes.

Intra Muscular Administration
Lidocaine HC| 2% is & sutable vehicle for LM admineiration,
howavar not for inffal moonstitufian.

Lactated Ringsr'a Selution

Intial recangtintion wilh lactalmd Ringars Salulion shouls be
avalded since this mixture has been shown o be incompati-
ble evar, @ lwn step divfion process imvalving ilial
recanstiution in Sterile Water for Injection (newn in the tabla
above) will result in & comgatible mixture when Turther diluted
with Lectated Ringer's Solution fo & sulbsctam concantration
of Bmgiml [use 2ml initial dilulion in G0mL of 4mL initial
dilution in 1940ml Laciated Ringer's Sctution),

INCOMPATIBILITIES

atreing of C. difficie cause increased H|UID|CI|[‘_|-’ and morte! ’l}',
thess infeciiars: can be meiraolony {0 sntimicrobisl thergy and
may reaul clomy. COAD must i In gl pafianis
wha present with dianhes folowing antibiotic wse. Careful
medical histary ks necessary singe COAD has beee reportad (o
woour over g monis afer the adminisiraion of antibactedal
Egents

ADVERSE EFFECTS
Tha reportad advorsa wems arm; diarhiea, [0asa slonls, nausea,

Seiution of cefoperazona/sulbactsm and aminoglyeosides should
ol be directly mised, snce there i @ physical incomaatibity
betvsen tham. I inaticn tharamy with

Eore ard Bn emnogitosite i contemplated. IS can be
accompished by sequential intermittent mtravencus infusion
provided Ihel separate secondary inlevenous ibing e used,
and that the primary intravemows fuling is adequately irmgated
with an approved dilient between doses itis also suggested thet
doses of cefoporazonedsidactam bo administered throughout
e gay at tmes s far removed from edrministation of the

womiling, hy by wtiearia, glycnsice 05 prssibia

slight in £ bie  noufropenia.

Ieukopania. wsmm direct Coombs ist. dearsased femaglohin, Lidocaing

hematoeid,  ecsinoohita, o Initial with 2% Gdocaime HCI scidtion ahould be

hyp-prothrmbinemia, heagache. favor, Injaction gain, Chits,
transiert elevations of feer function tesis inclding aanine
eminolransferase,  aspartale  amnoirensferaze,  alkaine
phosphatese and blirubin level, phisbite &1 the infusion site,
snaphydactoid  reaction  (incudmg  shnck),  ypetension,
paeudzmenbranous collls, prurius, Sievens Juhnzon Syncrame,
hematuria, and vescuitis.

DRUG INTERACTIONS:

* A reacsion characterzed by flushing, swestng. hesdeche, and
tachycardia has been reporied whed sicobal was ingested
during ard 85 lzte &5 the ffth day sfer cefoperazone
adminisbralica. A simitar reacton has been reporied with cerain
other caphaiasparing and gafients shadd Be cavioned
conceming Mgestion uf sicuhule beverages in conjunciian with
sdministration of sulbacEmiceisperszong. Far natients rmquiring
erfifical feeaing wrally or parent salithana conlgining
ethanal should be 2waided

= A false-posttive reaction for glucoss in the urine may sooar with
Benedicts ar Fehling's sefution

SPECIAL PRECAUTIONS FOR USE
Pragnancy

Cefuperazane should be used during pregnancy anly i chearly
reagad

Hursing Mothers

Asiaugh small quadiites of cefoperazans sd sulbaciam dre
excrated It human mik caution is advised when being given foa
riursing warnan

Geriatric Use

In geners, dese selecfion for an eiderdy patierd should be
caulious, usualy staning at Ibe low erd of the dosing range,
refiacting the greater frequency of decreased hepafic, renal or
candise Wnchon, and of concomitanl disesse of el drug
therapy.

Ovardose

Limited information is avaiisble on the acule toxicity f
cefoparazons sodlum and sulbactam sodium In humans.
Ovardnsage of the drug would be expecied o produce
manifestations that are prinsipally sxtensions of the advarse
reections reported with the drug. The fact that high CSF
cancenirations af @-lactam sniibiotics may cause neursicgic
effects. inciuding seizures, should be considersd. Because
tefoperszone srd sulbactam ere both removed from ihe
circulation by hemodialysis, these procedures may enhance
elimination of the drug from the body if overdosage ocovrs in
patiants with impaived renal function.

METHOD FOR PREPARATION
Harbact is avaiiable in S00mpg, 1g and 2g strengih vials

Enuivalent Doagga | Voums Mandimum Firal

Dmp ig) of Délumrl | Conme [migiml)

05 K 135 <126
1.0 34 125 =125
20 10+10 &7 125 <125

avoided sinca this mixure has been shown to be incompatiale,
Huwever, a two-sten diution imiving

in water for mjection will resud in 3 compatibie mixture when
further diluted with 2% lisacaine HCI soiution, 83 mentioned In te
tabla.

DOSAGE AND INSTRUCTIONS

To be =old and waod on ihe prescription of & registered medical
pracitioner only. Kesp oul of resch of chifdren. Do not stare
Bbove 30°C. Keap in 8 dry piace. Frodect from light.

PRESENTATION
Horbeel ie supplied in the fallowing dosage Toms, strengihs
and pack sizes:

Horbact 500ing VIV Infaction:

A via of 250mg cefoperazune + BS0mY swbactam and 1 smpoule
of Sml sterls water for njectian

Horbact 1g INTY Injection:

A vial of S00vmg cefoperazune + S00my swbactam and 1 smpoule
of Smi. sterle water for mjection

Morbact 2 INTV Enjection:

1 vial of 1g cefoperazune + 1g aulbactam and 1 ampouls
of 10mi. sterile water for injectan
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