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DESCRIPTION

It contains ertapenem. Ertapenem is a sterile, synthetic, parenteral, 1-methyl-carbapenem that Is

100x300 mm

antibacterialagents.

Clostridia. Studies indicate that a todn produced by Clostrdium dificile is primary cause of
“Antibioticassociated colts”.

Intiated. Mild cases of pseudomembranous colts usually respond to drug discontinuation alone. in
moderate to serve cases, consideration should be given to management with flids and electrolytes,
protein supplementation and treatment with an antibacterial drug clinically effective against
Clostridiumiffcle colits.

The efficacy of ertapenem in the treatment of community acquired preumonia due to penicilin-

3monthsofage.

for dule

Chemical [48:13(35%55°)45B60°]l- ertapenem had severe disease (defined As pneumana severity index I In a clinical study for the
s
bicyco[3. It emp AN SNa nd
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Nt Nat Eficacy of ertapenem in the treatment of diabetic foot ifections with concurrent osteomyelis has
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INDICATIONS "5 on controlledsodium diet.

Ertapenem is

complicated intra-abdominal infection, skin and skin structure infection, community acquired

pneumonia, complicated urinary tract infection postsurgical gynecological nfection and bacterial

septicemia

DOSEAND METHOD OF ADMINISTRATION

Appropriate specimens_for bacteriological  examination should be obtaned in order to solate and

dentify the causative organisms and to determine their susceptibity to ertapenem. Therapy with

ertapenem these results become

available, antimicrobial therapy should be adjusted accordingly.

The dose of It Ertapenem for injection) in patients 13 years of age and older is 1 gram given once a
fday) it

Py is appropriate.
00 not mixor co-infuse ertapenem with other medications. Do not use diuents containing dextrose
(alpha-D-glucose).
The usual duration of therapy with ertapenen is 3 to 14 days but varies by the type of infection and
teh

PRECAUTIONS

o General

I reported clinical studies in adult patients treated with ertapenem (1 g once a day). i seen that,

Seiaures, irrespective of drug relationship, occurred in 0.5% of patients during study therapy plus 14-
follow-up period (see UNDESIRABLE EFFECTS). These occurred most commonly in patients with

NS disorders (e.g brain lesions or history of seizures) and/or compromised renal functions. Close

that predispose to convulsive activity. Anti convulsant therapy should be continued in patients with

Known seizure disorders. I focaltremors, myoclonus or seizures oceur, patients should be evaluated
Jogicall

re-examined to determine whether t should be decreased or the antbiotic discontinued. Dosage

adjustment of ertapenem is recommended in patients with reduced renal function (see DOSE AND.

METHOD OF ADMINISTRATION).

AS With Other antibiot

organisms. is essential. I sups ocure during

Therapy, appropriate measures shouldbe taken,

implementedifcincalimprovement has been observed.

14days.

Patients
bacteril infections. They do not treat viral infections (e.g, the common cold). When ertapenem is
o a bacterialinfections, patients should be told that although it is common to feel

Table below presents treatment guidelines for ertapenem

or not completing the full course of therapy may (1) decrease the effectiveness of the immediate

byertapenem o other antibacterialdrugsinthe future.

patients with Renal Insufficiency: Ertapenem may be used for the treatment of infection in adult
patients with renal Insufficency. In patients whose creatinine clearance is >30 mL/ min/1.73m’, no

Treatment Guidelinesfor Adults and Pediatric patients with
‘Norma Renal Function* and Body Weigh
of organ system function, including renal, hepatic, and hematopaietic, s advisable during prolonged
Infection” Dally Dose (V or IM) | Daiy Dose (V orIM) | Recommended Ther
Aduts and pediac | Petricpatiens3 | Duration o Toal “
Patients 13 yearsof | Months to 12 yea Antimicrobial Hepaticinsuffiency
age and oider of
Complcated intra- i 15 mfke, Swisday
abdominal infection twice daily” receiing comparator drugs ABorC The
ol S m e STsTr incdnce o sevrse cxperiences I patnts with hepatc mpament was smiar between the
Skinstructure nfection, twice daily” ertapenemgroupand the comparator oups.
incusing dabetic oo Animol Phormacology
infections’ In repeat ~dose studies in rat. Treatment- related neutropenia occured at every dose-level tested,
Community acqured i 15 me/ie, 101018 dayst Including o2 hof a body surface area
pneumonia twice daily” b
Complcated urinary e 15 mefke_ 10014 daysT counts
ract nfections. twice daily o prograncy
‘Acute pelic nfections i 15 mefhg_ Tto10days In mice and rats given IV doses of up to 700 ma/kg/day (for mice, approximately 3 times the
twice daily tey 1.2 times the
Postsurgcal e 15 mefie, 30100y human exposure as the recommended dose of 1g based on plasma AUCs ) there was no evidence of
gynecologic nfections ice daiy® developmental toxicity as assessed by exteral, visceral, and skeletal examination of the fetuses,
Bacterial septicemia T ) Twottsrn However,in mice given 700 m/kg/day, slight decreases in average fetal weights and an associated
e
*defined ascreatinine clearance >30 mi/min/173m the placental brrierinrats.
£duc tothe designated pathogens (sce INDICATIONS | There are, however, no adequate and wel-controled studies in pregnant women. Because animal
st reproduction studies are not always predictive of human response, tis drug should be used during
i s
parenteralplusoralswitch therapy) pregnancy onlyifclearly needed.
e for v
3 * tactation
ot to exceed 1 g/day
e wly Ertapenem is excreted in human breast milk. Therefore, ertapenem should be administered with

* pediatric

30mifmin/L73m) 31 should

0f 500 mg of ertapenem within 6 hours prior to hemodialysis,a supplementary dose of 150 mg is

dialysisor hemofltration.

(Weight in kg) (140 - age in years)
Males: L= (e T 100 )
Females: CL= 0.85 x (value calculated for males)
patients with Hepatic i data adjustment be made in patients
with impaired hepatic function (see PHARMACODYNAMIC AND PHARMACOKINETIC PROPERTIES:
PROPERTIES Pharmacokinetics:special populations).

is avallable. Ertapenemis
ot recommended in the treatment of meningits in the pediatrc due to lack of sufficient CSF

Reported clnical experiences has not identified differences in responses between the elderly and

Ertapene is known to be substantially excreted by the kidney, and the risk o toxic reactions to this

DRUGINTERACTIONS.
6hours).
for active tub. ertapenen
AUby i

"
halfife, the coadministration with probenecid to extend the half-ife of ertapenem is not
recommended. In vitro studies indicate that ertapenem doss not inhibit P-gycoprotein-mediated

Ageand Gender transport of dioxin or vinblastine and not a substrate for

No dosage adjustment s recommended based on age (13 year of age and older) or gender (see  transport. In vitro studies in human liver microsomes indicate that ertapenem does not inhibit
PROPERTIES: special )

populati E1and 3Ad, V.

ulations).

Method of reconstitution

Foradults and pediatricpatients 13 year of age and old
A) Preparation for ntravenous administration;

1. Reconstitute the contents of a 1 g vialof It (Ertapenem for injection) with 10MI of one of the
erfor
Shake Well 0.9

mediated drug clearance with the listed isoforms are unlikely (see PHARMACODYNAMIC AND.
PHARMACOKINETIC PROPERTIES: Pharmacokinetics.
Other than with probenecid, no specific cinical drug interaction studies have been conducted.

acid

sodium chloride njection

8)  Preporationforntramuscular adminstration
1. Reconsttute the contents of a 1g vial of It (Ertapenem for injection] with 3.2 mL of 1.0%

Adults
I reported clinica studies, most adverse events were described as mild to moderate in severity
Ertapenem was discontinued due to adverse experiences in 4.7% of patients. Table below shows the

2 Immediately 1 y deep i

3
Note:
For pediatricpatients 3months to 12years ofage:
) Preparation forintravenous administraton:

therapy with an oral antimicrobial, were diarrhea (5.5%), infused vein complication(3.75%), nausea
(3.1%), headache (2.2%), vaginits in females (2.1%), phlebitis/thrombophlebits (13%) and
voiting(1.1%).

follow-upin 2 1

Adverse Events Ertapenem* | Pperacin/ [ Erapenem | Cefirmone
Tgdaly | Taobactam | 1gdally | Lor
1. Reconsitute the contents of 1.g val o It (Ertapenern for ijection) with 10 Mi of one o the (Ng02) | 337sgaen | (N1152) | (N=oa)
following: water for injection, 0.9% Sodium chloride injection or Bacteriostatic water for (N=774)
infecton. Lol
Exvastion IS T S N N A NS 6
to exceed 1g/day) and dilute in 0.9% Sodium chioride injection to a finel concentration of | Infused vein complication 71 179 1 sa [ 7
oot Pl Tromboplebl 15 | 37 | 1&g | 30
System
Ao A
8)  Preparation forintramuscular administation: Death

1. Reconstitute the contents of 1 g vil of It (Ertapenem for injection) with 3.2 mL of 1.0%

Edema/swellng

Fever
Abdomnal pain

2 a 15 mg/kg Yy weigt exceed 1 g/day) and
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PROPERTIES).

Therefore, ertapenem should be administered with caution to nursing mother and only when the
Expected benefit outweightherisk

© pediatric

Safety and effectiveness of ertapenem in pediatric patients 3 months to 17 years of age has been
supported by reported linicaltudies i adults.

ecions e et pe iechon e

and phase la studies.
Confusion, disorientat
somnolence, stupor

n patients treated for complicated intra-abdominal infections, death occurred in 4.7% of patients

e .
of meningitis in s /e lated t¢

csFpenetrtion. Sudydrugs by nvestigators,
o Geratric seiare o pus 16.0ay noswor
atints teated wit etapenem, atints reated with iperacilin/ toobactum an O% o
Repored cincal experince has ot dentfid diferences in responses between the lderly and  P2UST eated with ertapenem 0.3% of patetstreated with piperallin tazobactum and 0% of

but,

Ertapenen is known to be substantially excreted by the kidney, and the risk o toxic reactions to this

renal function see DOSE AND METHOD OF ADMINISTRATION).
CONTRAINDICATIONS.
It (Ertapenem for injection) is contraindicated in patients with known hypersensitivity to any.
Component of this product or to any other carbapenem antibacterial agent o to any other type of
agents (s
lidocaine HClasadiluent,

patients reated with cftriaxone (see PRECAUTIONS).

Additional adverse experiences that were reported with ertapenem with an incidence 20.1% within

each bodysystemis listed below.

Body os o whole: Abdominal distention, pain, chills septiceria, septic shock, dehydration, gout,

malaise, necrosis, candidiasis, weight los, facial edema, injection site induration, injection site pain,

flankpain and syncope.

Cardiovascular system: Heart failure, hacmatoma, cardiac arrest, bradycardia, arhythmia, atral

orila

Digestive system: Gastrointestinal hemorrhage, anorexa, flatulence, C. difficile associated diarthea,

stomatits,dysphagia, hemorrhoids, lleus, cholelthiasis, duodentis, esophagiti, gastits, jaundice,
thul i

Inpatients withknown hypersensitivity tolocal anesthetics of the amide type.
WARNINGS
SERIOUS AND OCCASIONALLY FATAL HYPERSENSITIVITY (ANAPHYLACTIC) REACATIONS HAVE BEEN
REPORTED N PATIENTS. RECEIVING THERAPY WITH BETA-LACTAMS. THESE REACTIONS ARE MORE
LIKELY TO OCCUR IN INDIVIDUALS WITH HISTORY OF PENICILLIN HYPERSENSITIVITY WHO HAVE
EXPERIENCED SEVERE HYPERSENSITIVITY RECTIONS WHEN TREATED WITH ANOTHER  B-LACTAM
BEFORE INITIATING THERAPY WITH ERTAPENEM CAREFUL INQUIRY SHOULD BE MADE CONCERNING
PREVIOUS Y RECTONS T0 FENLUNS , OTHER BETALACTAMS
TIONTO ERTAS URS, DISCONTINUE THE DRUG
IMMEDIATELY, SERIOUS ANAPHquﬂc REACTIONS REQUIRE IMMEDIATE EMERGENCY TREATMENT
WITH EPINEPHRINE, OXYGEN, INTRAVENOUS STEROIDS ,AND AIRWAY MANAGEMENTINCLUDING
INTUBATION. OTHER THERAPY MAY ALSO BE ADMINISTERED AS INDICATED.
Seizures and other CNS adverse experiences have reported during treatment with ertapenem
kseevacAUNONSandUNDESVRABlEEFFHﬂ
colitis has been reported with nearly all antibacterial agents, including
Enavemm. g may range in severity from mild to lfe-threatening. Therefore,i is important to

Nervous system & psychiatrc: Nervousness, seizure (see WARNINGS and PRECAUTIONS), tremor,
ypesth the

[ "

leurit thma, hemopty

Specialsenses:taste perversion.
Urogenital system: renal insufficiency, oiguria/anri, vaginal pruritus, hematuria, rinary retention,
bladder dysfunction, vaginalcandidiasis and vlvovaginits.

n 3 reported clinical study in adult, for the prophylaxs of surgica site infection following elective
colorectal surgery in which patients received a1g dose of ertapenem 1 hour ago prior to surgery an

of adverse experiences other than those previously described above for ertapenem, regardless of
casualtyreported in 21 0%of patients nthisstudy.

BACK

Incidence (%)of Adverse Experiences Reported during Study Therapy

100x300 mm

"Hoemophilusinfluenzae (beta-lactamase negativesolates only)

[ et | Cmat™ | prowusmionis
s 7 = Prih—
i :
i :
E
Freunons

Postoperative nfection
Urinary tract nfection

Bacteroides uniformis

':Wmmﬂ complication

[Wound secretion
o)

prevotellabivia

[Fetectazs

‘Gastrointestinal isorders:drymouth, hematochezia;

fungalrash, pelvic abs

Injury, Poisoning And Procedural Complications: ncison site complication, ncision ste hemorrhage,
intestinal stoma complcation;

ertapene in treating clinical infections due to these microorganisms have not been established in
adequate and wellcontrolled clinicalstudies:
Aereobicand facultative gram- positve microorganisms:

Aereobicand facultative gram-negative microorganisms

Citrobacterfreundi
NervousSystem Disorders: cerebrovascular accident; Citrobacterkoseri

Renaland Urinary Disorders: pollakiuria; Enterobactercerogenes

Respiratory, it

puimonary embolism, wheezing Haemophilusinfluenzae (beta-lactamase positive solates)
Pediatrc Patients

In reported dlincal studies, the most comman drug:related adverse experiences in pediatrc patients
treated with ertapenem, is comparable to that in adult patients. Table below shows the incidence of

"Haemophilusparainfiuenzae
Klebsiellaoxytoca (excluding £58L producingisolates)

Worganellamorgani
din210% Proteus vulgaris
‘experiences i pediatric patients treated with ertapenem, including those who were switched to Providenciarettgen
& Providenciostuartii
Incidence (%) of Adverse Experiences Reported during Study Therapy plus
Rdverse Events Ertapenem * 1] Ceftriaxone® | Ticarcillin/Clavulanate Bacteroides ulgatus
(N=388) 00) )
Toaal:
83
00 N
Infusion Site Pain 208 Average atg
00 1
42 Table below.
42

Plasma Concentrations of Ertapenem after Single Dose Administration

7 verage plasma concentraions (meg/l]
per RbcomnalPain 0 T8k | ih | zhe | ahr [ ohr | eb [ 320 [ tehr [ 22|
Constipation f [ 1ss [ 155 [ [ @ [ 51 [ 20 ] 5 [ 5 [ 1
7 0 0 0 20
1
6 ‘The area under the plasma wncen\mncn tm-e curve(AUC) of ertapenem increased less-than dose-
proposiional Enapenem
eibits o plasma protein bindin at the

Average plasma concentrations (meg/mi) of ertapenem in pediatric patients are presented in table
below.

Sdministation
Age Dose. Average plasma concentrations(mcg/mL)
sroup
Toshr [ th [ 2o [ ahr [ b [ eh [12h [2anr
ET m
< T15me/ig Ti038 [ 575 [ @6 [ 257 [ 135 [ 62 [ 28 | -
month t 12 years of age [20mg/ig {5265 | e76 | 567 [ 284 | - | 120 [ 34 [ 0a
5 ofTgor aomg/ig Tas91 (16411 957 [ s80 |~ 202 [ 77 [ 08
ertapenem 1g IV daily or ceftriaxone 50 mg/kg/day IV in a single daily dose. 2to 3 years
Tome/ig [is52 ] e [ 421 [ 215 [ 128 | 76 [ 30 | -
1g IV daly [20mg/ie™™ [ 276 | 576 [ 632 [ 3as | - [ 125 [ 45 [ 05
2 2417 [ 1527 963 | 556 185 [ 72 | 06
ticarcillin/clavulanate 3.0 gm for patients >60kg,4 or 6 times a day. 13t0 17 years. ! ! ! ! ! ! ! !
OHandb05% 20mg/ig [ 5704 [ 583 [ o8 [a0a | -~ [ 160 [ 70 | 11
withineach bocysystemis istedbelow: Tig [asso[109 ] 7as | -~ a0 - 62 [ -
Taomerie [Bs50 [1es7 1279 [ 762 | - [ 310 155 [ 21
e Icondic “nfused ata constant rate over 30 minutes;
Metabolismand nutrition disorders: decreasedappetite o ndoseof lsg:!v
Musculskeletland Connectiv TissueDisorders:athralgia o
Nervous ystem disorders:somnlence Rremmen oot o sl ety s
Peychiatric disorders:insomnia G T Tdomme R mecton, USF
Reproductivesystem and breast disorders: genial ash intramuscular administraton at the recommended dose of 1 g. the mean bio avalabilty is amost
Respiratory, inii, hinorrh 0% following 1 gm daily IM administration. Mean pesk plasma concentrations are achieved in
ol e
Vascula disorders:phibits, i Young aduls, the
Post Marketing Experience
bound at an sppropriae plasma concentration of <100 micrograms (mcs/mb) to approximately
mmunesystem: anaphylais ncluding naphylacoidreactions
Nervous system & psychiatric hallucinatons 2
Adverse aboratory Changes Hterfhg thst
sculs 1.36itr/kginpediatricpatients 131017 years f age.
that therapy in >1.0% o patients G
‘o therap ol
clinical studies were ALT increased (6.0%) AST increased (5.2%), serum alkaline phosphate increased
(3.%) plateet count a(11%)
due to laboratory aderse experiences in 0.3% of patients Table below shows the incdence of
[ [0Sk T ih T 2w T 4w T s | Tow | ww
2 7 o [ v [ 2 [ » [ 2 ] s
ncidence”
‘Study Therapy plus 14-Day follow-up in > 1.0% of Adult Patients Treated With clinical study done in 5 women, ranged from <0.13(lower limit of quantilation to 0.38 mcg/mL);peal
Ertapenem in Cinical Studies
(Rdverse laboratory experiences | Ertapenem’ | Piperaciin/ | Ertapenem’ | Cefiarone 1
Tgdaily | Taiobactum’ |  1g daily
(n'=766) .375g q' (n'=1122) daily woman.
n'=755) (n'=920) In heslthy young aduits, after infusion of 1 gm IV radio labeed ertapenem, th plasma radioactivty
ALT increased 88 73 3 63 ty (94%) of ertapenem. The major metabolite of ertapenem is the inactive ring.
AT increased 64 [E) 71 o5
17 15 05 15
Py o T = 5 in vitro studies in human liver microsomes indicate that ertapenem does ot inhiit metabolism
et eased £1AND 38
) 7 P
z E} 0
7 8 4
E} 5 7
7 4
18Uhour.
Hemaglobin decreased 2 n pediatric patients 13 to 17 years of age is approximately 4 hours and approximately 2.5 hours in
. 12yearsof
150 el
Prothrombin Ume inereased inurineand 10% nfe
WC decreased
Urine RECs ncreased v
Urine WG increased 1
urine was 24% during 1224
Number of patients with one or more labortory est hours possible
infections and acute pelvic infections studies. SPECIAL POPULATIONS
e . Renal insufficiency: No dosage adjustment is necessary in patients with CL,>31mL/min/1.73m".
and Phase 3 studies " "

‘Addtional aboratory experiences that were reported Guring therapy 0.1% but <1.0% of patients
I in BUN, direct and

with mild renal insuffciency (CL,60-90mL/min/1.73m") and moderate renal insuffciency (CL,31-

monocytes, PTT,urine epthelial el decrease inserum bicarbonate.
In reported clinical studies for the treatment of diabetic foot infections _the laboratory adverse
‘experience profile for the patients treated with ertapenem was generally similar to that mentioned
above.

na reported clinical study, in adults for thew prophylaxs of surgical sie infection

with healthy young subjects (25 to 45 years of age). The
unbouned AUC increased 4.4 fold and 7.6 fold in subjects with advanced renal insuffcency (CLS-
30/min/1.73m') and end stage renal insufficiency (CL,<10mL/min/1.73m’) respectively, compared
with healthy young subjects.

The effects of renal insufficiency on AUC of totaldrug were of smaller magnitude The recommended

o

followed for safety

hemodialysis (see DOSE There are no data in
with renal insufficiency.

14 days post
O%ofpatient

urine protein present.
Pediatric

Laboratory adverse experiences that were reported during therapy in >1.0% of pediatric patients
treated eirh ertapenemin clinica studies are resentin Table below

H not appear to based on in
vitr studies and approximately 10% of an administered dose is recovered in feces (see DOSE AND
METHOD of ADMINISTRATION)

4 37% and

Incidenc
Sludv"\emwp\vnbmvmlwu in>1.0% of pediatrc Patients

ted with Erupengm in Clinical Studies
[Adverse laboratory experiences Ceftriaxone | Ticarcilin
Ry (n'=97) | / Clavulanate

[ALT increase
Alaline phospha(e ncreased

67% , respectively, n elderly adults relative to young adults These changes were attibuted to age
dearance. No is necessary for elderly patients with

normal for their age)renal function.
ertapenem 13t017 years of
age andadultsfollowing 1gonce dailyV dose.

[AST increased
Eosinophil count ncreased

patients 13to1; youngadults

at the midpoint of the dosing interval following a single 15 mg/kg IV dose of
ertapene in patients 3month to 12 years of age are comparable to plasma concentrations at the

test; where atleast 300 patients ha the test
ThUmber of patients with one or more laboratory tests

treated with ertapenem including those who were switched to therapy with an oral antimicrobial in
clinica studies were neutrophil count decreased (3.0%)ALT increased (2.1%). Additional Iaboratory
adverse experiences that were reported during therapy in >0.5% but <1.0% of patients treated with

2-fold higher as compared to that n adults. At the 15mg/kgdose,the AUC value (doubled to a model
twice daily dosing regimen ,.e..30mg/kg/day exposure) in patients 3 months to 12 years of age was
comparable to the AUC value in young_healthy aduits receiving a 1g IV dose of ertapenem.
INCOMPATIBILITIES

Do ot mix or co- infuse this product with other medications. Do not use solvents or infusion fuids

OvERDOSE

‘STORAGE AND HANDLING INSTRUCTION

Storage: Store below 25° C.
Protect

untilrenal elimination takes place.

Ertapenem can be removed by ¥ the total
was increased (4 hr session)was
performed & administration. However, lable on the use of

hemodialysis totreat over dosage.
PHARMACODYNAMIC AND PHARMACOKINETICPROPERTIES
© Mechanismofaction

The bacteria acti

ity of ertapenem results in inhibition of cel wall synthesis and is mediated through

PBPs 12,162,
o ! d lactamases.

Ertapenemis hydrolysed by metallo-beta-lactamases.
Ertapenem has been shown to vitro
‘andinclinica inections (see INDICATIONS).

Staphylococcus aureus{methicilinsusceptibl solates only)

Streptococcus agalactiae
Streptococcus preumoniae(penicilinsusceptible solatesonly)
Streptococcus pyogenes

‘Aerobicand facultative gram-negative microorganisms
Escherichiacoll

Keep the medicine out ofreach of chidren.
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