Rx only
T reduce ihe development of drug-resistant bacteria and maintain the effectivaness of ampiciliin and sulbactam for injection, USP and other antibacterial
drugs, ampicillin and sulbaciam for Injection, USP shouid be used only 1 freat infactions that are proven or strongly suspected to be eaused by bacleria,
DESCRIPTION
Ampicillin and sulbactam for injection, USP Is an injectable antibagiarial combination conststing of the semisynthetic antibacterial ampiciilin sodiym and the
beta-lactamase inhibitor sulb sodium for int and intramuscuar administration,
Ampicilin sodium is derived from the penicillin nucleus, B-aminopenicillanic acid. Chemically, it is monoscdium (28, 5R, 6R)-6-[(R)-2-amino-2-

phenylacetamido)-3, 3-dimethyl-?-nm-4~thia-1~azahicyero [3.2.0] heptans-2-carboxylate and has a molecular weight of 371.39. lts chemigal formula is
CygHyghlyNa0,S. The structural formula is:
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Sulbactam sodium is a derivativ of the basic penicillin nucleus. Chemically, sulbactar sodium s sodium penicillinate sulfone; sodium (28, 5R)-3, 3-dimathyl-
T-ox0-4-thia-1-azabicycio [3.2.0] heptane-2-carboxylate 4, 4-dloxide, lts chemical formula is GgH,oNNa0,S with a molecular vieight of 255.22, The structural
formula is:
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Ampicillin and sulbactam for injection, USP parenteral combination, Is available as a white to off-white, crystalline povider for reconstitution, Ampicillin and
sulbaciam for injection, USP crystaliine powder is freely soluble in aqueous diluants to yield pale yellow to yellow solutions containing ampicillin sodium and
sulbactam sodium equivalent to 250 mg ampicillin per mL and 125 mg sulbactam per mL. The pH of the solutions is between 8 and 10,

Dilute solutions (up to 30 mg ampicillin and 15 mg sulbactam per mL} are essentially colorlass to pale yellow. The pH of dilute solutions remains the same.

1.5 g of ampigillin and sulbactam for injection, USP (equivalent to 1 0 ampicilin as the sodium salt plus 0.5 0 sulbactam as the sodium salt). The sodium content
per vial is 115 mg (5 mEg).

3 g of ampicillin and sulbactam for injection, USP (aquivalent to 2 g ampicilin as the scdium sait plus 1 g sulbactam as the sodium salt). The sodium content

per vial is 230 mg (10 mEq).

CLINICAL PHARIMACOLOBY

Gengral

Immediately aftar completion of a 15-minute intravenous infusien of ampicillln and sulbactam for injection, peak ssrum concantrations of ampicillin and

sulbactam are attained. Ampicillin serum levels are simllar to those producad by the administration of equivalent amounts of ampicillin alone. Paak ampicillin

serum levels ranging from 109 to 150 meg/ml are attained after adminstration of 2000 mg of ampicillin plus 1000 mg sulbactam and 40 to 71 meg/mL after
i i f ding maan peak serum levels for sulbactam range from 48 to 88 meg/mlL and 21 to

f ickiin plus 500 mg sulbactam, peak ampicillin serum lavels ranging from 8 to 37 meg/

meg/mL are attainga.

The mean serum half-life of both drugs is approximately 1 hour in healthy voluntesrs,

Approximately 75 to 85% of both ampicillin and sulbactam are excrated unchanged in the urina during the first 8 hours after administration of ampigillin and

Sulbastam for Injection to individuals vith normal renal function. Somewhat Fgher and more prolonged serum levels of ampicillin and sulbactam can b achieved

with the eoncurrent administration of probenecid.

In patients with impaired renal function the elimination kinetics of ampiciiin and sulbactam are simiigri}' aifecied, hence the ratio of ong to the other will remain

constant whatever the renal function. Tha dose of ampicillin and sulbactam for injection In such patients should be administered less frequently in accordance

With the usual practice for ampicillin (see DOSABE and ADMIKISTRATION suction).

Ampicillin has been found fo be approximately 28% reversibly bound o human sarum protein and sulbactam approximately 38% reversinly bound.
The following average levels of ampicillin and sulbactam were measured in the tissuas and fluids listad:

TABLE 1
Conceniration of Ampiclilin and Sulbactam for Injection In Various Bady Tissues and Fluids
' Doss Concentration “

Fluid ot Tissus (grams) (meg/mL or meg/y)

Ampiciilin/Sulbactam Ampicillin/Sulbactam
Peritoneal Fluid 0.50.5 v 74
Blister Fluid (Cantharides) 0.505 v 8/20
Tissue Fluid 105 v 8/d
Intestinal Mugosa | 0505 1V 11/18
Appendix ' 21 W i 3/40

Penetration of hoth ampicillin and sulbactam into cerabrospinal fluid in the prass
ampleillin and sulbactam,

The pharmacakinetics of ampicillin and sulbactarn In pediatric patlents recelving ampiciliin and sulbaciam are similar to those abserved in adults. Immediately
after a 15-minuts infusion of 50 to 75 mg ampieillin and sulbactam/kg body weight, peak serum and nlasma concentrations of 82 to 446 meg ampiciilin/mb and
44 to 203 meg sulbactam/mL were obtained. Mean half-life valuas weara approximately 1 hour.

MICROBIOLDEY

Ampicillin Is similar to benzyl penicillin in its bactericidal action against susceptible organisms during the stage of active multiplication. It acts through the
inhibition of cell wall mucopeptide blosynthesis. Ampicillin has a broad spactrum of bacterlcidal activity against many gram-positive and gram-negative aerobic
and anaerobic bactaria. (Ampicillin is, however, degraded by bata ases and therefore the spactrum of activity does not normally include organisms which
produce these anzymas).

A wide range of beta-lactamases found In microorgani
bacterial systems to be Irraversibly inhibitad by sulbactam,
whole organism studies have shown that sulbactam restores ampie
inhibitory activity against the clinically important plasmid medletad hets-]
o effect on the activity of ampicillin against ampicillin susceptible strains,
The presence of sulbactam in the ampicillin and sulb for injsction form
bactaria normally rasistant to it and to other beta-lactam antibacterials. Thus, ar
antibacterial and 2 beta-lactamase Inhibitar.

Whils in vitro studies have demonstratad the suscapt

a of inflamed meninges has baen d tratac after IV administration of

ns and cephalosporing have bean shown in biochemical studies with call free
alone possesses little ussful antibacterial activity except against the Nefssariacaae,
Y against bata-lactamase produeing strains, In particular, sulbactam has good
imases most fraquently responsible for transfarred drug resistance. Sulbactam has

on effectively axtends the antibacterial spectrum of ampleillin to include many

vigillin and sulbactam for infestion poseesses the properties of a broad-spectrum

¢ of most strains of the following organisms, clinieal afficacy for infections other than thoze Included
e

inthe INDIGATIONS and USAGE section has not been nited

Gram-Posilivz Bzctaria

Staphylocacous aursus (bata-} and nan-beta-la B 0 niais (beta-lact and non-beta-lact producing),
Staphylocaccus phyticus (beta-lactamass and non- lac roducing), Streptococous faepalist (Enterococeus), Streptococous pnaumoniaet
(formeriy D, iag), Streph Dyoganest, Straptocose: ;

Gram-lNepative Bacieria

Hemophilus Influsnzas (beta-lactamase and non-beta-lactamase producing), Moraxelia (Branhamelia) catarrhalis (befa-lactamase and non-beta-lactamase
producing), Fsc on-be producing), Klebsiella species (all known straing are beta-lactamazs producing), Proteus
olaus vulgaris, Providencia reftgeni, Providencia stuartil, Morganella morganii, and Neisseria

amase and non-beta-lacts

Anaerobiss

5, Bacteroides species, Including B, fragiis,




Skin and _N_in Structure Inl'e:hlqns caused by bata-lgl:!amasa Producing stains of Staphy scoccus alireus, Escherichia coli” Klebsialla spp.” (including K,
Pheumoniae’), Proteus mirabilis,” Bacteroides Tragills,” Enterobacter spp.,” and Acinetobacter calcoaceiicus.”
NOTE: For information on use in pediatric patients (ses PRECAUTIONS~Pedialric Use ard CLINICAL STUDIES sections).

Intra-Abdominal Infections caused by beta-lactarmass ¢roduz NG SrAns oF Fsrhanckiz coll, Klebsialla spp. (including K, pneumoniae’), Bacteroides spp.
(including 8. fragifis), and Enterobacter spp.

Gynecological Infections caused by beta-lactamass Drozucing strains of Sscher onis oo/l ang Bacteroides spp.” (including 8. fragilis™).

" Efficacy for this organism in this organ system vias studied In fewer than 10Infagtions.

While amplciliin and sulbactam for injection is indicated eniy for the conditions fistsd above, infections caused by ampisillin-susceptible organisms are also
amenable o treatment with ampicillin and sulbactam for injection dus to its ampicilin contant, Therefore, mixed infections caused by ampicillin-susceptible
organisms and bata-lactamase producing organisms susceptible fo ampicllin and sulbactam for injection should not require the addition of another antibacterial,

Appropriate culture and susceptibility tests should be performed betora traatment In order to Isclate and identify the organisms causing infection and to
determine their susceptibllity to ampicillin and sulbactam for injection,

Therapy may be Instituted prior to obtaining the results from bagieric ogical and susceptibility studies when thera s reason to believe the Infection may
involve any of the beta-lactamase producing organisms listad above In the indicated crgan systems, Once the results are known, therapy should be adjusted if
appropriate.

To reduce the devalopment of drug-resistant bacteria and malntain effsc:
and sulbactam for injaction should be useg only to treat infections tha
susceptibility information are avallable, they should be cons!dared i selecting
and susceptibility patierns may cantribute to the empiric selastion of therapy,
CONTRAINDICATIONS

The use of ampleillin and sulbactam for injaction is contreindicated in incyiduals with a history of serious hypersensitivity reactions (e.9., anaphylaxis or Stevens-
Johnsen syndrome) to ampicillin, sulbactam or io othar beta-lactam a erial drugs (e.0., penicilling and cephalosporins),

Ampicillin and sulbactam for injection is contraindicated in patients with a previous history of cholestatic jaundice/hepatic dysfunction assocated with ampicillin
and sulbactam for injaction.

WARNINGS

Hypersensitivity

Serious and occasionally fatal hypersensitivity (anaphylactic) reactions have been reported In patients on penicillin therapy. These reactions are more apt to
occur in Individuais with a history of penicillin hypersensitivity and/or hypersensitivity reactions 1o multiple allergens. Thare have been reports of individuals with
2 history of peniciliin hypersensitivity who havs experienced severs reactions when treated with cephalosporing. Before tharapy with a penicillin, careful nguiry
should be maue concarning pravious hypersensitivity reactions to peniciliins, caphalosparing. 2nd afher allergens. If an allergic reaction occurs, amplcillin and
sulbactam for injection should be discontinuad and the appropriate therapy instituted.

Hepatotaxizity

Hepatic dysfunction, including hepatitis and cholestatic Jaundice has bean associated with the use of ampiciilin and sulbactam for injection, Hepatic toxicity is
Isually reversibls; however, deaths have been raportad. Hepatic function should be monitored at regular Intervals in patients with hepatic impairment,

Severs Cutaneous Adverse Reactions

Ampicillin and sulbactam for injection may causs severs skin reactions, such as toxic epiderma, necrolysis (TEN), Stevens-Johnsan syndroma {SJS), dermatitis
loliative, erythema multiforme, and Acute generalizen exanthamatous pustulosis (AGEP). If patiants davalop 2 skin rash they should bs menitargd closely and
Impicilin and sulbactam for Injection discontinued 17 lesions brogress (sss CONTRAINDICATIONS and ADVERSE REACTIONS sactions),

Slostridium dificile-fssoclated Diarrhaa

Hosiridium dlficile associated diarrhea (CDAD) has been reportad with use of nearly all antibacterial agents, including ampicillin and sulbactam for injection,
nd may range In severity from mild diarrhaa 1o fatal colitls. Traatment with antbacterial agen:s alters the normal #lora of tna colen lsading to ovargrowth of ¢
Hifficiie.

58 of ampiciliin and sulbactam for injection and ather antibacterial drugs, ampicillin
proien or strongly suspected to be causad by susceptibls bacteria, When culture and
r maciying antibacterial therapy, In the absence of such data, local epidemiology

* difficile pro
nortallty, as t

toxins A and B which contribute o the davel
factions ¢an be refractory to antimicrohia! ¢
larrhea following acterlal drug use. Careful
f antibacterizl agants,

[CDAD s suspactad or confirmed, engoing antibactsrial rug use
nanagement, proteln supplementation, antlbacterlz! treaimant of ¢, g7
'‘RECAUTIONS

opment of COAD. Hypertoxin oroducing strains of €. difficile cause increased morbidity and
herany and m, ir2 colectomy. COAD must be considered In all patients who presant with
4D has been raportsd to ogour aver tvo months after the administration

2iffigile may ns2d to be discontinued, Appropriate fiuid and elecirolyte
valuation should ba instituted as clinically indicated.

lengral

+high percentags of gatlents with mononucies 5§ antibacterlal should not be administered to
atignts wit nuclzosls. in patiants treated mycetic or bacterfal pathogens should be
Bptin m therapy. If suparinfections ooy usually iny d ba discontinued and/or appropriate therapy

istituted,
rescrbing ampicilin and sulbactam for Injestion In tha absence of Proven or sirongiy suspected bact
rovids beneft (o the patient and increases the risk of th aevelopment of drug-resistant oacteri,
Warmation {or Patianis

atients shouid be counsaled that antibacterial drugs Incly
0t treat viral infact

fection or a prophylactle indication is uniikely io

iding ampiciliin and sulbasta
ctions (6.9., the common cold). When ampicillin and sulbactam for in
1mon to feal better aarly in of tharapy, the madication s
il Gourss of Dy may (1) decreass the elf '€ immediate traatment an

for Injection should only be used to freat bacterial infections. They do

on s prescricad 4o traat 3 bacterial infection, patlents should be told
as directed. Skipping doses or nios completing the
ikelihood that bacteria will develop resistance and will

2) increase

¥t be treatable by ampiciliin and sulbactam for | r other antibacterial drugs in the futurs,

iarrhea s a common problem caused by antibagier ually snds when the antibacterial s discontinued, Sometimes after starting treatment with
tibacterial, ; can develop watary and bicody 5 vitho! ach eramps and faver) avan as lata as fwo or more monthe after having taken
e last dose of the antibacterial, | this ocewrs, patients should contact t 'vsiclan as soon as possible.

rug Interactions

‘obenacid decreases ¢he renal tubular secret]
creased and prolonged hlood levels of
cidence of rashas in petients recelving
shes s dus 1o allopurine! or the hyperurice prasant in thes
incurrently, Amplcillin and sulbactam and aminoglycosides should no
Wpicillin companent of ampicillin and sulbactam,

ug/Laboratory Test Intaractions
Iministration of ampiclilin and sulbactam vl result in high uring cong

. Concurrent use of probenacid with ampicillin and sulbagtam may rasult in

t administration of allapuringl and icillin increases sutbstantially the
recelving ampiciin alons. It Is not known w 1ether this potantiation of ampicillin
. Thare are no data with ampicillin and sulbactam ang allopurinol administerad
8 reconstituted foosther dua to the jn Vitro inactivation of aminoglycosides by the

ation of ampicillin. High uring concentrations of ampicillin may result in false positive
ctions when testing for the presence of plucose in uring using Clinitast™, Benedict's Solution or Fahling's Solution, It is recommended that glucose tests
sed on enzymalic glucose oxidase reactions (such as Clinistix™ or T, 12pe™) be used. Following adminisiration of ampiciliin to pregnant women, a transient
Crease in plasma concentration of total conjupatad estrigl, astrici-glucuronids, conjupated estrons and estradiol has been noted. This effect may also ooeur
th ampicillin and suibactam,
reinogenesiz, Hutagenesis, Impairinent of Fartility
Rg-term stdies n animals have not been parformed to avaluata carcinogenic or mutagenic potential,

S Up e ten (10) times the human dose and have ravealed no evidence of impaired
8Yer, no adequate and well-controllad studies in pregnant woman, Bacause animal
this drug showd he used during pregrancy oniy if clearly negded, (see-F‘FlEi:.l\UTII:IMS-Brug..r

dacreased the uterl

istration of ampigi! tone, frequency of contractions, helght of contractions,
un whather the n 1ans during labior or delivery has Immediate or delayed
abor, or increases the likelingod that forceps delivery or other obstetrical intarvention or resuscitation of

terse effects on

& fatus,

newborn will be necessary,

d in the milk; thsrefore, caution sho

Hlatric Uss



nipicillin and sulbactam for injection starile powder is to be stored at 20° tp 25°¢ (68710 ™™= 2xcursions permitted to 15° to 30°C (59° to 86°F) [see USP
antrolled Room Temperature] prior to reconstitution,

hen concomitant therapy with aminoglycosides is indicated, ampicilin and Sulbactam ar= aminoglycosides should be reconstituted and administered
‘parately, due to the i vitro inactivation of aminoglycosides by any of the aminppanialling,

IRECTIONS FOR USE

neral Dissolution Procedures

npicillin and sulbactam for injaction sterile powder for intravenous and Intramuscular use may b reconstituted with any of the compatible diluents described in
isinsert. Solutions should be allowed to stand after dissolution to aliow any foaming to dissipate in order to permit visual inspection for complete solubilization,
'eparation for intravenaus Use

Sgand3 g infusion bottles: Ampicillin and sulbactam for injection sterile powder in infusion hottles may be reconstituted diractly to the desired concentrations
sing any of the fallowing parenteral diluents. Reconstitution of am plcillin and sulbactam for injsction, at the specified concentrations, with these diluents provide
able solutions for the time periods indicated in the following fable: (After the indicated time periods, any unused portions of solutions should be discarded).

TABLE 4
Maximum Coacentration
Yiluent (mg/mL) Use Periods
Ampicillin and Sulbactam for Injection

sterlle Water for Injection 45 (30115) 8 hrs at 25°C
45 (30/15) 48 hrs at 4°C

30 {20110 72 rs at 4°C

1.9% Sodium Chloride Injaction 45 (30/15) 8 hrs at 25°C
. 45 (30/15) . 48 hrs at 4°C

| 30 (20110) | 72 hirs at 4°C

% Dextrose Infection | 30 (20110) I 2 hrs at 25°C
i 30 (2010) ! 4 hrs at 4°¢

| 3(2) ; 4 hrs at 25°C

actated Ringer's Injection I 45 (30/15) | 8 hrs at 26°C
45 (30/15) | 24 hrs at 4°C

A/8 Sodium Lactate Injsction 45 {30/15) | 8 hrs at 25°C
' 45 (30115) ' 8 hrs at 4°C

% Dextrose in 0.45% Saling 3(21) _ 4 hrs at 25°C
15 (10/5) f 4 hrsat4°C

0% Invert Sugar 321) | 4 hrs gt 26°C
30 (20/10} | - Bhrsatdg

itially, the vials may bs reconstituted with Sterile Water for Injection to visd solutions containing 375 mg ampicillin and sufbaciam per mlL (250 mg
picillin/128 mg sulbactam per mL). An anpronriate volume should then ba immediately diiuted with 3 suiable parenteral diluent to yield solutions containing
10 45 mg ampiciiin and sulbactam per mL (2 to 30 mp ampiciltind to 15 1mg sulbactam/per mL),

eparation for intramuscular Injection

5 g and 3 g Standard Vials: Vials for intramyseular use may be reconstituted with Sterils Water for Injecti USP, 0.5% Lidocaine Hydrochioride Injection
3P ar 2% Lidocaine Hydrochloride Injection USP. Consult the following tabls for racommended volumes to pe added to obtain solutions containing 375 mg
picillin and sulbactam per mL (250 mg ampicillin/125 mg su'bactem par mL). Note: Uss anly frashly prepared solutions and administer within one hour aftar
eparation,

TAGLEd
Ampicillin and Sulbactam for Injaction Via! Skze Voluma of Difuent to be Added Withdrawal Volume*
159 3.2mL 4mL
3g GAmL 8 mL

There is sufficient axcess presant to aliow with drawal and adr nistration of the stated volumes.
iimal Pharmacology

hile reversible glycogenosis was observad in lat
srapeutic doses and corresponding plasma levels =
W SUPPLIZD

ory animals, this

henomenon was dose- and time-dapendsnt and is not expectad to develop at the
nort periods of comblned ampicilir/sulbactam tharapy In man.

npiailiin and Sulbactam for Injection, USP is supplisd as & steri’a white fo off-wilie, powder as follgws:
NDC Ampicillin and Sulbactam for Injection, USP Package Faetor
5150-116-20 1.5 g of ampiciilin and sulbagtam for Injectio <alent to 1 g ampicillin as the sodium salt 10 vials par carton

plus 0.5 g sulbactam as the so

in & Single-Dose vial

5150-117-20 3 g of ampieillin and sulhast i 2 g empicillin as ‘_e sodium satt 10 vials per carton
plus 1 g sulbactam as tha sodiu 38 vial

5150-178-92 1.5 g of ampiciliin and sulbactam for inection (equivalent to 1 g ampiciliin as the sodium salt 10 bottles per carton
Pius 0.5 g sulbaciarn & the sodiun) salé) In an infusion botlie o

§160-179-00 3 g of ampigillin and sulbactem for | | nt to 2 g ampicliin as the sodium salt

hnttlee

plus 1 g sulbactam as the sadium sal bottla | i o man
bre at 20° to 25°C (68° to 77°F); excursion
ails, Nongyropenic, Praservative-fros.

& vial stopper I not made with natural rubber latex.

report SUSFECTED ADVERSE EVENTS, contact Eupia US LLC at 1-868-850-2376 or FDA &t 1-800-FDA-1088 or_htipdiveny fda.oow for voluntary reporting
atverse reactions.
brands listed are tha trademarks of their respective ownars
is product’s labsling may have been updated. For the most recent pres
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glabsLLe

9 Princeton-Hightstawn Ra.
Windsor, J 08520
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\DVERSE REACTIONS

Adult Patients

Ampicillin and sulbactam for injection is generally well tolerated. The Talipwirg a0.erse reactions have been reported In clinical trials.

-ocal Adverse Reaclions

ain at IM injection site — 16%

Tain at IV injection site - 3%

Thrombophlebitis - 3%

Phighitis - 1.2%

Bysteimic Advarss Reactions

The most Irequently raported adverse reactions were diarchea in 3% of the patients and rash I less than 2% of the patiants.

Additional systamic reactions reported in less than 1% of the patients were: Itching, nausea, vomiting, candidiasls, fatigus, malaise, headache, chest pain,
flatulence, abdominal distension, glossitis, urine ratention, dysuria, edema, facial swelling. srythema, chills, tightness in throat, substernal pain, epistaxis and
mucosal bleeding.

Pediatric Pailents

Available safety data for pediatric patients treated with ampicillin and sulbactam demonstrate a similar adverse events profile to those observed in adult patients.
Additionally, atypical lymphocytosis has been observed in one pediatric patient receiving ampicillin and sulbactam for injection.

Adverse Laboraiory Changes

Adverse laboratory changes without regard to drug relationship that were reported auring clinical trials were:

Hepatic: Increasad AST (SGOT), ALT (SGPT), alkaline phosphatass, and LOH.

Hematologic: Decreased hemoglobin, hematocrit, RBG, WEBG, nsutrophils, lymphocytes, platelets and increased iymphocytes, monocytes, bagophils, eosinophils,
and platelets,

Blgod Chernistry: Dacreased serum albumin and total protalns.

Renal: Increaszd BUN and creatinine,

Urinalysis: Presence of RBG's and hyaline casts in urine.

Posimarketing Experience

In addition to adverse reactions reported from clinical rials, the folly nave baen identified during post-marketing use of ampicillin sodium/sulbactam
sodium or other products containing ampicillin. Bacause thay are repo antarlly from & population of unknown size, estimates of frequency cannot be
mads. These 2vents have been chosen for Inclusion duz o a combinat or of thair Seriousnass, frequency, or potential causal connection to ampicillin sodium/
sulbactam sadium.

Blood and Lymphatic System Disorders: Hemolytic ansmia, thrombo=topenie purpura, and agranuiocytosls have been reported, These reactions are usually
reversible an discontinuation of therapy and are belisved to be hypersensitiviy phenomena, Some individuals have developed pasitive direct Coombs Tests
during treatment with ampicillin and sulbactam for Inj2ction, as with oher bata-lactam antibacterials.

Gastrolntestinal Disordars: Abdominal pain, cholestatic hepatitis, cholestasis, hyperbilirubinemia, jaundice, abnormal hepatic function, melena, gastritis,
stomatitis, dyspepsle, black *hairy” tongue, and Clostridium difficile associzted dlarmea (see CONTRAINDICATIONS and WARNINGS sections).

General Dlsorders and Adminlsteation Sile Conditions: Injsction site rezct on
Immune System Disorders: Serious and fatal hypersensitivity (anaphyiacuic) reactions (sse WARNINGS section), Acuts myocardial ischemia with or without
myocardial infarction may ocour as part of an allergic reaction.

Nervous Svster Disorders: Convulsion and dizziness

Renal and Urinary Disorders: Tubulointerstitial naphritis

Resplratory, Thoraele and Mediastinal Disardars: Dyspnea

Skin and Subcutsneous Tissue Disorders: Toxic spidermal necrolysis, Stevans-Johnsen syndrome, angloedema, Acule generalized exanthematous pustulosis
(AGEP}, erythama multiforme, exfoliativa darmatitis, and urticaria (see CONTRAINDICATIONS and WARNINGS sections),

OVERDOBAGE

Neurclog area reactions, Including convuisions, may oceur with the attainment of Digh CSF favels of beta-lactams. Ampicitiin may be removed from
clroulation by hamodialysls. The molecular welght, degree of protein binding and pharmacokinetics profile of sulbactam suggest that this compound may also
be removed by hemodialysis. .

CLINICAL BTUDIES

Skin and 8xin Struciure Infections in Pedlatric Patients

Data irom 2 controlied clinical trial conducted in pediatric patients provided evidence supporting the safety and eificacy of ampicillin and sulbactam for injsction
for the freatment of skin and skin structure infactions. 0f 89 pediatric patients evaluable for ciimical elficacy, 60 patients received a regimen containing intravenous

ampiclliin and sulbactam, and 38 patients recelved a regimen contalning intravenous cefuroxime, This trial demonstrated similar outcomes (assessed at an
appropriate Interval after discontinuation of all antimicrobial therapy) for ampicillin and sulbactam- and cefuroxime-treated patients:
THBLE 2
Tha Clinical Suegess Clinieal Failurg
Ampicll 1 Sulbs | 51/60 {85%) 9/60 (15%)
Cefuraxine [ 34/39 (87%) 5139 (13%)

IMost patients racaived a course of oral antimicrobigle Tollowing initial treatment with intravenous administration of parenteral antimicrobials, The study protocol

required thal tha following three criteria be met prior to transition from intravenous to oral antimicrobial tharapy: (1) receipt of a minimum of 72 houre of
Intravenous merapy; (2) no documentad fevar tor prior 24 hours; and (3) impravement or resolution of the signs and symptoms of infection.

The chaice of oral antimicroblal agent used In thls trial was determined by susceptinility testing of the original pathogen, if isolatad, to oral agents availabis, Tha
course of llcrobial therapy should not routinely exceed 14 days.

AND ADMINISTRATION
1 and suloactam for Injection may De administerad by sithar the IV or the IM routes.

1, the dose can be 1 over af least 10 to 15 minutes or can also be deliverad in greater dilutions with 50 to
Ie diluent 28 an

remuscuar injection. (sa2 DIREGTIONS FOR USE-Preparation for Intramuscular

adult dosage of ampicillin and sulbactam for infecuion s 1.5 g (1 g amplcillin as the sedium salt plug 0.5 g sulbactam as the sodium salt) to
as the sodium salt pius 1 g sulbactam as the sodium salt) svery six hours. This 1.5 10 3 ¢ range represents the total of ampicillin content plus
coient of ampiciilin and sulbactam for injection, and corresponds to a range of 1 g ampicillin/0.5 g sulbactam to 2 g ampicillin/1 g sulbactam,
of suibactam should not excead 4 g day.

znta 1 Year of Age or Oi
G daily dose cf ampi ane
livided doses every 6 hou
action, and corresponds to 200 mg ampicil

nadatric patients Is 300 mu per kg of body weight administered via intravenous
presents the total amplelilin contant olus the sulbactam contant of ampicillin and
bactam per kg per day. The safety and efficacy of ampicillin and sulbactam for injection
ramuscular injaction in padiaf its have not bean established. Pedlatric patients walphing 40 kg or more should be dosed according to
o, and the total dose of sulb nould not exzeed 4 grams per day. The course of intravenous therapy should not routinely exceed 14
s, most children received a course of oral antimicranizis following initial treatment with intravenous ampicillin and sulbactam for Injection.
UDIES section),

Impaired Renal Function

In patients with impairment of renal function the elimination kinetics of ampiciilin and sulbactam are similady affected, hence tha ratio of one to the other wil
i whatever the renal function. The dose of ampicilfin and sulsactam in such patients shouid be administerad less frequently in accordance with
Tor ampleiliin and according to ths fellowing recommendations:

TABLE 3

{or injsution Dosage Guide for Patients with Renal kmpaiment

the usual pr

Ampicililn ano Sulbagts,

| 16 Clearance | Amplclllin/Sulbactam Aecommended

[ _(_;l;Jn:[m.?s m?) | Half-Life (Hours) Ampiciliin and Sulbactam for Injection Dosage
f ap [ 1 ] 15t08ga6htoq8h
T R 5 15t03gq12n

[ sem [

1.5t03gg24h




