suitable diluents Piperacillin and Tazobactam for Injection should be administered by infravenous infision over 30
miimtes. The wsual total daily dose of Piperacitlin and Tazobactam for Injection for adults is 3.375 g every six hours
totaling 13.5 g (12 g piperacillin/l.5 g tazobactam).

Recommended Dosing of Piperacillin and Tazobactam in Patients with Normal Renal Funetion and Renal
Insufficiency {As tolal gmans piperacillin/tazobactam)

Renal Fanctice Al Indscalion {exeept uosocaaual Nesocomuial
(Creatimine Clearpese, nil. ) P Puemmens
* Creatiane ¢l for patient: oot ialy

410,75 g chould be fallommg, each e session an i chays

=40 mL 3375q6h 45q6h
20-40 mlLinin® 223q6h 3375q6h
20 mL/mm™ 2325q8h 123q6h
Hemodalysis** 135912k q8h
CAPD 235qliah 12iq8h

For patients on hemodialysis, the maximum dose is 2,25 g every twelve hiours for all indications other than
nosocomial pnenmonia and 2.25 g every eight hours for nosocomial § Since | dialysi removes 30% to
40% of the administered dose, an additional dose of 0.75 g P:peracll.lm and Tazol should be admi 1
following each dialysis period on hemodialysis days. Wo additional dosage of Piperacillin and Tazobactam is
necessary for CAPD patients,

Drug Interactions

Aminoglycosides

The mixing of beta-lactam antibiotics with aninoglycosides i vifre can result in substantial inactivation of the
I oside, The aminoglycoside shonld be reconstituted and administered separately The inactivation of

aminoglycosides in the presence of penicillin-class drugs has been recognized.

Probenecid

Probetiecid administered concomitantly with Piperacillin and tazobactam prolongs the half-life of piperacillin by 21%
and of tazobactam by 71%.

Vancomycin

No pharmacokinetic interactions have been noted between Piperacillin and tazobactam and vancomycin.

Heparin

C:Egulmim parameters should be tested wore frequently and monitored regularly during simmltaneous admamstration
of high doses of heparin, oral anticoagulants, or other drgs that may affect the blood coagulation system or the
thrombocyte function,

Vecuroninm
Piperacillin when used concomatantly with vecurominm has been implicated m the prolongation of the 1
blockade of vecuronivmm.
ADVERSE REACT[O"JS
Local reactions: P pain , 1o thromboy 15, erythenua deep vein thrombosiz and
vedema
Gabtromtrstm:l D:arrhca I::nd.achc \constipation, nAUsca , Vonuting d}mpepa]a
ilirubinemia, ch hepatitis bloody diarrhea &rarely psed colitis

H)'perse’nswhir\ Reaction: Anaphylactoid reactions.rash.pruritus, ves:r:ular eruptions &positive Coombs tests,
Renal: Elevations of creatinine or BUN &rarely intestinal nephritis
C.N.5: Headache dizziness, fatigue .
Hi gic &L» R ible | penia neutropenia thrombocytopenia &for eosinophilia have been
reported
Serum Electmh'tes Individuals with liver disease or individuals receiving cytotoxic therapy or diuretic were
d Rarely to d A disease in serum potassiim concentrate iong with high doses piperacillin .
“.kelsral Rarely ,prolonged muscle mla@u\nml
Orther © Super-i ion  mcliding i
* This drug may cause Hypokalemia or Bronchospasin as an adverse drug reaction
PRECAUTIONS General
Bleeding manifestations have ocenrred in some patients receiving f-lactam antibjotics, including piperaciilin, These
reactions have sometimes been associated with abnormalities of coagulation tests such as clotting time, platelet
aggregation. and prothrombin time, and are more likely to occur in patients with renal failure. I bleeding
manifestations oceur, piperacillin and tazobactam for myjection should be discontinued and appropriate therapy
institured,
As with other penicillins, patients may experience neuromuscular excitability or convulsions if higher than
reconunended doses are given intravenously (particularly in the presence of renal failure).
Piperacillin and Tazobactam is a menosedium salt of piperacillin and a monosodium salt of tazobactam and
contams & total of 2.79 mEq (64 mg) of Na™ per gram of piperacillin in the combmation product, This should be
conzidered when treating patients requiring restricted salt intake, Periodic electrolyte detenminations should be
performed in patients with low potassim reserves. and the possibility of hypokalemia should be kept in mind with
patients who have potentially low pomssiwm reserves and who are receiving cytotoxic therapy or diuretics.
As with other semmisynthetic penicillins, piperacillin therapy has been associated with an increased incidence of fever
and rash in eystic fibrosis patient
Pregnancy Piperacillin and tazobactam cross the placenta in humans. this drug should be used during pregnancy only
if clearly needed.
Nursing Mothers
Piperacillin is excreted in low concentrations in human milk; tazobactam concentrations in hinnan milk have not been
studied, Caution should be exercised when piperacillin and tazobactam for injection is administered to a nursing
WO
Pedistric Use
Safety and efficacy in pedimtric patients less than 2 months of age have not been established
Geriatric Use
Eklerly patients are more likely to have decreased renal function, care should be taken in dose selection. and it
may be useful to monitor renal fimction.
Overdose
Information of overdose of Piperacillin and tazobactam in hurnans is not available Excessive serum levels of
either Piperacillin and tazobactam may be raduced by haemodilasys No specific antidote is not known . As with
other pencillin's neuromuscular excitability or comvulsions have ocowrsed following large intravenous doses
primarily in patients with impared renal fupction o the case of monitor excitability or convulsions  general
supportive measures including administration of anticonvulsive agents {e.g diazepam or barbiturates) may be
considered.
Storage : Store at controlled room temperature. protected from light. Do nof freeze.
Tmproper storage may deteviorate the product.
Presentation: A white dry powder filled in clear glass vial
u;-.-lmmmr
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For the use only of a Registered Medical Practitioner or a Hospital or a Laboratory

*Piperacillin & Tazobactam for Injection .P.
Pipracan

FOR LV. use only FOR 1.V, use only

Composition Composition

Each vial contains Each vial contains

Piperacillin Sodium (Sterile) LP Piperacillin Sodium (Sterile) LP

Eg. to anhydrons Piperacillin 4000 mg Eq, to anbiydrous Piperacillin 204H mg
Tazobactam Sodivm (Sterile) 1P Tazobactam Sodim (Sterile) LP

Eq. to Tazobactam Smg Eq. to Tazobactam 2130mg

DESCRIFTION
Piperacillin and Tazobactam for injection is an imectable antibacterial combisation product consisting of
the semisynthetic antibiotic piperacillin sodium and the fi-1 b socivan for
intravenous administration.
Piperacillin sodium is derived from D(-} ol 1-penicillin. The ¢l 1 name of piperacillin
sodlum is somum {28, *}t Enkj 6 =[(R)=2=(4-ethyl- rlicrxn-l-pipemzim—cmhoxmnidc)-l-

1 TF-oxo-4-this-1-azabicyclo[3 2.0Thep 2-carboxylate. The chemical
formlﬂ.a isCy H (LS and the molecular weight is 539.5.
'l'amhaclsm bod.iuul. 4 derivative of the penici nucleus, is a penicillanic acid sulfone. Is chemical name is
sodium (25,38, 5R)-3-methyl-T-0x0-3-{15-1,2 3-triazol-1-ylmethyly-4-thia- 1-azabicycle[3,2.0]heptane-2-
c:ubo’\sy].ahc 4, 4-r1|u'<1d: The c!::mlcal fummla 15 C H; N Na0.5 and the molecular wr:g.ht 153223

Pip Ta bination. is  whits o off-whit sterile, cryod d powder isting of
pipe.lacﬂ]m and tazobammn as their sodium salts packaged in glass vial
Microbiology

Piperacillin sorhmu exerts bactericidal activity by inhibiting sephum formation and cell wall synthesis of susceptible
bacteria. Ire vitro, piperacillin is active agains! a variety of gram-positive and gram-negative aerobic and anaerobic
bacteria. Tazobactam sodium has little clinically relevant 17 virre activity agall]st bacteria due to its reduced affinity to

penicillin-binding proteins. It is. however. a f -lactamase inhibitor of the R 1-8ykes class ITT (Bush class 2b &
2b") penicillinases and cephalosporinases. It varies in its ability to inhibit c]ase 1T and TV (2a .R. 43 pemr:;ilmssses
Tarobactam does not induce chromosomally-mediated [i-1 al faz c { 1 with the

reconnmended dosage regimen.

Piperacillin‘tazobactam has been shown to be active against most strains of the following microorganisins both
vifra and in clinical infections

Aerobic and ltative gram-positive

Aerobic and facultative g i

Gram-negative anaerobes,

Aerobic and facultative gram-positive IicTroorganisms:

Acrobic and facultative gram-negative microorganisms;

Gram-positive anaerobes:

CGram-negative anaerbes:

Pharmacokinetics

Distribution :

Peak plasma concentrations of piperacillin and tazobactam are attained imumediately after completion of an
intravenous infusion of piperacillin and tazobactam for injection. Piperacillin plasma concentrations, following a 30-
minute infusion of piperacillin and tazobactam for injection. were similar to those attained when equivalent doses of
piperacillin were administered alone, with mean peak plasima ce 1oms of approxi Iy 134 pgaml, 242
piml, and 298 pgiml for the 2.25 g, 3,375 g, and 4.5 g piperacillin and tazobactam for mjection, USP doses,
respecti The cor ing mean peak plasma concentrations of Tazobactam were 15 pg'mL, 24 pg/mlL, and 34
pz/mL, respectively.

Metabolism &Excretion :

Piperacillin is hal 1a a minor microbiologically active desethyl metabolite. Tazobactam iz metabolized to a
single metabolite that lacks phar 1 1 andl antibacterial activities. Both piperacillin and tazobactam are
eliminated via the kidney by glmuerula.r filtration and tubular secrefion. Piperacillin is excreted rapidly as unchanged
drig with 68% of the administered dose exereted in the urine. Tazobactam and its metabolite are eliminated
pnmau]y Ty renal cascrc!lon

with 80% of the ad: 1 dose 1 s imchanged drug and the remainder as the single metabolite.
Piperacillin, tazobactam, and desethyl piperacillin are also secreted into the bile.

Both piperacillin and tazobactam are approximataly 30% bound to plasma proteins. The protein binding of either
piperacillin or tazobactam is unaffected by the presence of the othér compound. Protein binding of the tazobactam
metabolite is negligible,

Piperacillin and tazobactam are widely distributed into tissues and body fluids including intestinal mucosa,
zallbladder, lung, female reproductive tissues (uterus, ovary. and fallopian tube), interstitial flnid. and bile. Mean
tissue concentrations are generally 50% to 100% of those in plasma. Distribution of piperacillin and tazobactam into
cerebrospinal fluid is low in subjects with non-inflamed meninges, as with other penicillins,

INDICATIONS

Piperacillin and Tazobactam for injection is indi for the of patients with moderate to severe infections
caused by Piperacillin-resistant, Piperacillin'Tazobactame-susceptible, f-lactamase producing strains of the designated
microcrganisms in the specified conditions listed below:

@Appendicitis (complicated by rupturs or abscess) and peritonitis

GOUncomplicated and complicated slcin and skin structure infections.

OPFostpattm end ritis or pelm: i ¥ disease

o itv=acquired p

ONosocomial ]m:lmuma

CONTRAINDICATIONS

Piperacillin and Tazobactam for injection is contraindicated in patients with a history of allergic reactions to any of
the penucilling. cephalosporing, or f-lactamase inhibitors.

WARNINGS

Serious And O i y Fatal Hyp itivity (anaphy phylactoid) Reactions (including Shock) Have
Been Reported In Patients Receiving Therapy With Pemicillins Including Piperacillin And Tazobactam These
Reactions Are More Lakely To Occur In Individuals With A History Of Penicillin Hypersensitivity Or A History OF
Sensitivity To Multiple Allergens.. Before Initiating Therapy With Piperacillin And Tazobactam, Careful Inquiry
Should Be Made Concerning Previous Hypersensitivity Reactions To Penicilling, Cephalosporing, Or Other
Allergens. If An Allergic Reaction Oceurs, Piperacillin And Tazobactam Should Be Di i And Appropriate
Therapy Instituted.

Clastridium Difficile Associated Diarrhea {cdad) Has Been Reported With Use Of Nearly All Antibacterial

Agents, Including Piperacillin And Tazobactam, And May Range In Severity From Mild Diarrhea To Fatal

Colitis. Treatment With Antibacterial Agents Alters The Normal Flora Of The Colon Leading To

Overgrowth OF C. Difficile,

DOSAGE AND ADMINISTRATION

First reconstitute the contents of vial in 10/20 ml of sterile water for mjection in 10420 ml of . And futher diluted mto




