INDICATIONS AND USAGE
Treatment of Anaerobic infections

ABAGYL LV is indicated inthe treatment of serious infections caused by susceptibl
performed in conjunction with ABAGYL LV therapy. In a mixed aerobic and bic infection,

aerobic infection should be used in addition to ABAGYL IV,

e anaerobic bacteria. Indicated surgical procedures should be
ibioti for the: of the

ABAGYL 1V Is effective in Bacteroides fragilis infections resistant to clindamycin, chlommph:nlnol'anu penicillin.
i | abscess and liver abscess, caused by Bacteroides species including the 8. fragilis

i I Including peritonitis, intra .
group (B. fragilis, B. is, B. ovatus, B. B. vulgatus), Clostridium species, Eubacterium species,
pecies and species

skin and Skin Structure Infections caused by Bacteroides species including the B. fragilis group, Clostridium species, peptococcus species,

species and species. -

ritis, tubo-ovarian abscess and postsurgical vaginal cuff infection, caused hv

Bacteroides species including the 8, fragilis group, Cl idium species, Peptostrep species and species.
Bacterial Septicemia caused by Bacteroides species including the 8, fragilis group and Clostridium specles. 5
Bone and Joint Infections, as adjunctive therapy, caused by Bacteroides species including the 8. fragilis gfoup.

Central Nervous System (CNS) Infections, including meningitis and brain abscess, caused by Bacteroides species including the B.fragilis group.
Lower Respi y Tract including Py and lung abscess, caused by Bacteraides species including the B.fragilis group.

Endocarditis caused by Bacteroides species including the B. fragilis group.

fect including itis,

Prophylaxis ' i
The p! of ABAGYL LV preop
infection in patients undergoing elective colorectal surgery which Is classified as

4 + 1
surgery, If there are signs of infection, specimen for cultures should be %

ly, Intraoperatively and postoperatively may reduce \he‘im:laenr.e of postoperative
d or potentially ¢ d X

Prophylactic use of ABAGYL 1 should b within 12 h
obtained for the of the causative (s) s0 that approp! therapy may be given (see Dosage and Administration).
To reduce the P of drug-resistant bacterl: in the of ABAGYL 1V, and other antibacterial drugs, ABAGYL IV should
be used only to treat or prevent infections that are proven or strongly suspected to be caused by susceptible bacteria, When culture and
susceptibility information are available, they should be d in selecting or ying fal therapy. In the of such data, local
logy and bility gatterns may contribute to the empiric selectian of therapy.

CONTRAINDICATIONS ¥ . "

o dazole or other dazole derivatives.

ABAGYL LV, Is contraindicated in patients with a prior history of hyp
- a

of an extremity, have been reported in

WARNINGS
Convuls ' and peripheral hy, the latter d mainly by orp
patients treated with le. The app of abnormal logic signs demands the prompt evaluation of the benefit/risk ratio of the
continuation of therapy. E
PRECAUTIONS. . » )
Patients with severe hepatic disease metabolize metronidazole slowly, with resultant lation of ¢ e and its lites in the
m.wmbrmmmmmMMwmuum ded should be d i
A i ing sodium i ¢ it in sodium retention. C hould be taken wh .Mm,v.mmem
receiving ids of to patients pred d to edema, {
Known of previo P more p during therapy with ABAGYLLY. and requires treatment with
an appropriate agent. 9

Indication is unlikely to provide benefit

meuABAGYLINmthumuhpmmarnrurqlvmplmd‘ cterlal orap
to the patient and Increases the risk of the development of drug-resistant bacteria.

'DRUG INTERACTIONS i

Metronidazole has been reported to potentiate the anticoagulant. effect of warfarin and other oral ‘coumarin anticoagulants, resulting in a
prolongation of prothrombin time. This possible drug interaction should be considered when ABAGYL IV, Is prescribed for patients on this type of
anticoagulant therapy. »

ugs that Induce microsomal liver enzyme activity, such as phenyroin or phencbarbital, may accelerate the

The simultaneous administration of dr
! in reduced plasma levels; impaired clearance of phenytoin has also been reported.

ABAGYL LV
(Metronidazole)
For intravenous infusion
Rx only
COMPOSITION
Each 100mi contalns:
Metronidazole Injection, E.’F is @ synthetic antimi agent for |
{1V} admin: L i
X a is

2-(24 -
{2-Methyl S-nih'nfmlduol-l.-'w)ethund._nsempiﬂnl formul

E la is' CeHaN10s and its chemical structure is:
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Metronidazole is a white to pale yel i wder wi on ex|

low, ess crystalline poy ith a molecular weight of 171.2. Itdarkens. posure to light, and is slightly

le adol h e L
soluble in water.and alcoho - : o
Metronidazole in ABAGYL LV has similar sposition as oral an average elimination in umans.
similar di dosage forms, with tion haif-life in healthy h of eight hours,
s, ini i
¥

of the dase. The metabol tes that appear in the urine result primar
role and 2-methyl-5-nitroimi idazole-1-yl-acetic acid] and gh
of the total, Renal clearance of metronidazole is approximately 10 mL/min/1.73 m?

Is via the urine (60-80% of the

dose), with 2

b from e-ch xiton EAB tbommam S 15
s ) 5

' ¥ for app ely 20%

Metronidazole is the major
component appearing i d
iy ing in the pl;
: an 20% of the circulating metronidazole is bound !DI’Q’I““. o it
Mwmlmnmstmlmofam«cﬁicmm g

v ! 50 be
Baﬂ,mn.panm compound and the metabalite pus:;a: in \I:::!r:m:ic:::

3 appears in b in concent n:
fluid, saliva and breast milk i i .
. v i i centrations similar to those found in plasma. Bactericidal concentrations
Plasma concentrations of metronidazole are ortional to the administered dose. An |
s i prop: | istere e.

metronidazole in normal subjects showed ight-hour intravenous infu
ali L 3 [
' near relationship between dose and peak pla 18 nfysion ol 1004000 mg of

sma concentration.

In patients treated with intrave
Nous metro
nidazole, using a dosage regimen of 15 mg/kg loading doscfnll;med six h : I
ours later by 7.5 mg/ kg every

six hours, peak steady-state plasma concentrations of metronidazole averaged 25 meg/mL with trough (minimum| concentrations averaging 18
‘ g/ L )
: ing.

Decreased renal function
sed does not alter the single-dose pharmacokinetics of my

decreased in
patients with decreased liver function. etronidazole. However, plasma clearance of metronidazole is

In one study newborn infants A i
the first three days-of Iife, was | elimi g
£ , was inver i nate metronid
corresponding elimination half-lives n’:::;m;[ ";"“"" al age. In infants whose m:ﬂ'o::'l)l;::! lﬁm:im half-life, measured during
0.22.5 hours. were between 28 and 40 weeks, the

:::;::::::’;ﬂv clinically relevant acﬁvnyu:llm facultative
icidal at concentrations e

qual to or slightly hi
ave in vitro and clinical activity against the following umnim':-mr

anaerobes or
i mm"::_:ilpte aerobes. Against susceptible organisms, metronidazole |
inhibitory concentrations. Metronidazole has been shown t ;
has o

::amb;c' Eram-negative bacilli, including:
cteroides species, including the Bacteroides fragilis group (8, [fragilis, B. distasanis,
Al .. B. ovatus,

8. thetaiotaomicran, 8, vulgatus)
Fusobacterium <pecies -
':"““’“"mww“ bacill, including:
species and strains of Eub
Anaerabic gram-positive cocci,including:
Peptococeus species !

Peptostreptococcus species




DOSAGE AND ADMINISTRATION i
In elderly patients the pharmacokinetics of metronidazole may be altered and therefore monitoring of serum levels méy be necessary to adjust the
metronidazole désage accordingly. ; o
Treatment of Anaerobic Infections g
The recommended dosage schedule for adults is:
¥
*  Loading Dose: 15 mg/kg infused aver ane hour (approximately 1 g for a 70-kg adult).
*  Maintenance Dose: 7.5 mg/kg infused over one hour every six hours (approximately 500 mg for a 70-kg adult). The first maintenance
dose should be instituted six hours following the initfation of the loading dose,

Parenterdl therapy may be chuméd to oral metronidazole when conditions warrant, based upon the severity of the disease and the response of the
patient to ABAGYL LV, treatment. The usual adult oral dosage Is 7.5 mljy ‘every six hours.

Amaximum of 4 g should not be exceeded during a 24-hour period.Patients with severé hepatic disease metabolize metronidazole slowly,
with resuftant of and its bolites in the pi for such patients, doses below those usually
should be adi Close of pla: e levels and foxicity is recommended.

In patients receiving ABAGYL LV. in whom gastric secretions are continuously removed by nasogastric man,sufﬁ:hnt metronidazole may be

removed in the aspirate to cause a reduction in serum levels. -

The dose of ABAGYL V. should not be specifically reduced in anuric patients since accumulated metabolites maybe rapidly removed by dialysis.

The usual duration of therapy is 7 to 10 days; however, infections of the bone and joint, lower respiratory tract and endocardium.may require longer

treatment. .

Prophylaxis

For surgical prophylactic use, to prevent Infection in inated

dosage schedule for adults is: e i
1. 15 mg/kg infused over 30 to 60 minutes and completed approximately one hour before surgery, followed by;
Il 7.5 mg/kg infused over 30 to 60 minutes at 6 and 12 hours after tHe initial dose.

surgery, the

Itis that (1) ad of the initial pr dose be one hour befare surgery so that adequate drug
levels are present in the serum and tissues at the time of Initial incision, and (2) ABAGYL LV. be administered, if necessary, at 6-hour intervals to
maintain effective drug levels. Prophylactic use of ABAGYL V. should be limited to the day of surgery only, following the above guidelines.
Caution g

ABAGYL V. is 0 be administered by slow intravenous drip infusion anly, either as a continuous or intermittent infusion. Additives should not be
introduced into ABAGYL:LV. If .Leu with a primary intravenous fluid system, the primary solution should be discontinued during metronidazole
infusion. DO NOT USE EQUIPMENT CONTAINING ALUMINUM (e.g., NEEDLES, CANNUL#E]' THAT WOULD C!.:IME IN CONTACT WITH THE DRUG
SOLUTION.

Parenteral drug products should be inspected visually for particulate matter and discoloration prior to administration.

Presentation
Clear, almost colorless to pale yellow solution in sterile plastic bottle of 100m|
Shelf life » ¢
The manufacturing and expiry dates are indicated on the packaging.

Storage i
Store below 309 C but do not freeze, protect from light. g i
Registration Number(s) i 7544/06/11

Date of first Authorization 05" January 2012

Date of Revision + 04" January 2017 .

Next Date of Revision t 04" January 2020

Manufactured by:

$ Abacus Parenteral Drugs Ltd.

Factory: Block 191, Plot No. 114, Kinga, Mukono,

Al Hesd Office: p0. ax. 31376 Kampaia, Uganda.
P ™ Tel: +256 312 380800, Fax: +256 312 380820,

E-mail: apdi@kibokogroup.com,

website: www.abacusparenteral.com -

The simul atfon of drugs that d | liver such may p half-life
plasma clearance of metronidazole.

. apy because cramps, nausea, vomiting, headaches and flushing

Alcohalic beverages should not be during
may aceur. 4
Paychatic reactions have been reparted In alcoholic p. who are using and disulfi th le should not be

given to patients who have taken disulfiram within the last two weeks,” '
Drug/Laboratory Test Interactions ?

Metronidazale may interfere with certain types of determinations of serum chemistry values, such as aspartate aminotransferase (AST,5GOT),
alanine aminotransferase (ALT, SGPT), lactate dehydrogenase (LDH), triglycerides and hexokinasa glucose. Values of zero may be observed. All of the
assays in which interference has been reported involve enzymatic coupling of the assay to oxidation-reduction of nicotine adenine dinucleotide
(NAD+ [ NADH). Interference is due to the similarity in absorbance peaks of NADH (340nm) and metronidazole (322nm) at pH 7,

3 ‘CARCINOGENESIS, MUTAGENESIS, IMPAIRMENT OF FERTILITY o )
in Rodents - has shown evidence of carcinogenic activity in studies involving chranic, oral administration in mice and
rats, but similar studies in the hamster gave negative results. Also, has shown yin -numboioflmmasslvmmm
but studies in mammals (in vivo) failed to demonstrate a potential for genetic damage. .

PREGNANCY AND BREAST FEEDING

Teratogenic effect N

Pregnancy Category 8. Metronidazole crosses the placental barrler and enters the fetal dirculation rapidly. Reproduction studies have been

performed in rats at dases up to five times the human dose and have revealed no evidence of impaired fertility or harm to the fetus due to
" dr intra-pe: _,tnmmmmmawmmdrmmm«mdﬁmuwMﬁhm

administered orally to pregnant mice, no fetotoxicity was observed. There are, however, no adequate and well-controlled studies in pregnant

women. Because animal reproduction studies are not always predictive of human response, and because metronidazole is a carcinogen in rodents,

these drugs should be used during pregnancy only if clearly needed, sy L F

b
Nursing Mathers

Because of the potential for shown for in mouse and rat studies, a decision should be made whether to discontinue
nursing or to discontinue the drug, taking into account the importance of the drug to the mother. Metronidazole is secreted in breast milk in
concentrations similar to those found in plasma.

Pediatric use .
Safety and effectiveness in pedjatric patients have not been establishéd.

INFORMATION FOR PATIENTS ;
Patients should be counseled that antibacterial drugs including ABAGYL 1V, should only be used to treat bacterial infections. They do not treat viral
infections (e.g., the common cold). When ABAGYL IV, is prescribed to treat a bacterial infection, patients should be told that although it is common

to feel better early in the course of therapy, the medication should be taken exactly as directed. Skipping doses or not completing the full course of

therapy may:

1. Decrease the eff of thei dl

2. Increase the likelihood that bacteria will develop resistanice and will not be treatablé by ABAGYL LV, or other antibacterial drugs in the

future. - 5 2
ADVERSE REACTIONS
Two. serious adverse reactions reported in ‘patients treated with have been sefzures and peripheral
neuropathy, the latter characterized mainly by or of an y. Since p iph y has been reported
\7 in some patients receiving prolang: of d carefully if occur and

patients should be ob:
a prompt evaluation made of the benefit/risk ratio of the continuation of therapy. b

The following reactions have also been reported during treatment with Metronidazole:
Gastrolntestinal: Nausea, vomiting, abdominal discomfort, diarrhea and an unpleasant metallic taste.

Dermatologic: Erythematous rash and pruritus, L .

Central Nervous System: Headache, dizziness, syncope, ataxia and confusion, %

Local Reactions: Thrombophlebitis after intravenous infusion. This reaction can be minimized or avoided by avoiding prolonged use of in-dwelling
intravenous catheters.

Other: Fever. Instances of a darkened urine have also been reparted, and this manifestation has been the subject of a special investigation.

5 Treatment of muhnl.v There is no specific antidote for overdose; thmre; management of the patient should consist of symptomatic and
supportive therapy.
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