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Summary of Product Characteristics
1. Name of the medicinal product
Benzylpenicillin sodium for injection 1.0 Mega/vial
2. Qualitative and quantitative composition

Components Unit dose Function

Benzylpenicillin sodium | Equivalent to benzylpenicillin 1.0 Mega/vial | Active ingredignt
e &

3. Pharmaceutical form &\0'
Powder for injection &
4. Clinical particulars \QO
4.1 Therapeutic indications
Benzylpenicillin is indicated for most wound infections, pyogenic infe&ons of the skin, soft
tissue infections and infections of the nose, throat, nasal sinuses, &s@atory tract and middle
ear, etc. .
It is also indicated for the following infections caused t@&llin-sensitive microorganisms:
Generalised infections, septicaemia and pyaemia fror)Q ceptible bacteria. Acute and chronic
osteomyelitis, sub-acute bacterial endocarditi (r&ningitis caused by susceptible
organisms. Suspected meningococcal disea%&angrene, tetanus, actinomycosis, anthrax,
leptospirosis, rat-bite fever, listeriosis, s@'e yme disease, and prevention of neonatal group
B streptococcal infections. Complicaﬂ@s secondary to gonorrhoea and syphilis (e.g.
gonococcal arthritis or endocard &)ngenital syphilis and neurosyphilis). Diphtheria, brain
abscesses and pasteurellosi %
Consideration shoulq\t@n to official local guidance (e.g. national recommendations) on

f ahti

the appropriate uié\) bacterial agents.

SusceptibilityOf the"causative organism to the treatment should be tested (if possible),
althoug rapy may be initiated before the results are available

4.2 P and method of administration

R@o administration:

Intramuscular, intravenous.

Preparation of solutions:

Pharmaceutical preparation

Only freshly prepared solutions should be used. Reconstituted solutions of benzylpenicillin
sodium are intended for immediate administration.
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Dosage and administration:

The following dosages apply to both intramuscular and intravenous injection.

Alternate sites should be used for repeated injections.

Adults

600 to 3600mg (1 to 6 mega units) daily, divided into 4 to 6 doses, depending on the
indication. Higher doses (up to 14.4 g/day (24 mega units) in divided doses) may be given in
serious infections such as adult meningitis by the intravenous route. \
In bacterial endocarditis, 7.2 to 12 g (12 to 20 mega units) or more may be given d@'ﬂh

divided doses by the intravenous route, often by infusion. \

Doses up to 43.2 g (72 mega units) per day may be necessary for patiems@vapidly
spreading gas gangrene. &

High doses should be administered by intravenous injection or i @ with intravenous
doses in excess of 1.2g (2 mega units) being given slowly, taking at least one minute for each
300 mg (0.5 mega unit) to avoid high levels causing irritatfe0f the central nervous system
and/or electrolyte imbalance.

High dosage of benzylpenicillin sodium may @hypernatraemla and hypokalaemia
unless the sodium content is taken into acc

For the prevention of Group B Streptoc I Slsease of the newborn, a 3 g (5 mega units)
loading dose should be given to the u@ser initially, followed by 1.5 g (2.5 mega units) every

4 hours until delivery.
Children aged 1 month to 1@3@
100 mg/kg/day in 4 %@joses not exceeding 4 g/day.

Infants 1-4 weeks/\a
75 mg/kg/day-in 3 divided doses.

50m in 2 divided doses.
ningococcal disease
Children 1 month to 12 years: 180-300 mg/kg/day in 4-6 divided doses, not exceeding 12 g/day.
Infants 1-4 weeks: 150 mg/kg/day in 3 divided doses.
Newborn infants: 100 mg/kg/day in 2 divided doses.
Adults and children over 12 years: |2.4 g every 4 hours




ZERPESN CARE) ARAF
CSPC CSPC Zhongnuo Pharmaceutical (Shijiazhuang) Co., Ltd.

Premature babies and neonates

Dosing should not be more frequent than every 8 or 12 hours in this age group, since renal
clearance is reduced at this age and the mean half-life of benzylpenicillin may be as long as 3
hours.

Since infants have been found to develop severe local reactions to intramuscular injections,
intravenous treatment should preferably be used.

Patients with renal insufficiency

For doses of 0.6-1.2 g (1-2 mega units) the dosing interval should be no more freg@han

every 8-10 hours.
For high doses e.g. 14.4 g (24 mega units) required for the treatment of infections

such as meningitis, the dosage and dose interval of benzylpenicillinSé@m should be

adjusted in accordance with the following schedule: Q
Creatinine clearance |Dose Dose Rosing interval
(ml per minute) (9) (mega up' (b‘(hours)
125 1.2 2 '&xy 2
or AQ@
1.8 3 3
60 160 2 4
40 A0 1.5 4
20 A‘?Ci 1.0 4
10 ‘ \Qoy 0.6 1.0 6
Nil /\/ 0.3 0.5 6
Q or or 8
0.6 1.0
T@@" the above table should be further reduced to 300 mg (0.5 mega units) 8 hourly if
a ed liver disease is associated with severe renal failure.

If haemodialysis is required, an additional dose of 300 mg (0.5 mega units) should be given 6
hourly during the procedure.

Elderly Patients

Elimination may be delayed in elderly patients and dose reduction may be necessary.
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4.3 Contraindications

Allergy to penicillins. Hypersensitivity to any ingredient of the preparation.

Cross allergy to other beta-lactams such as cephalosporins should be taken into account.
4.4 Special warnings and precautions for use

600 mg benzylpenicillin contains 1.68 mmol of sodium. Massive doses of Benzylpenicillin
Sodium can cause hypokalaemia and sometimes hypernatraemia. Use of a potassium-sparing
diuretic may be helpful. In patients undergoing high-dose treatment for more than 5 d'i,N
electrolyte balance, blood counts and renal functions should be monitored. @

In the presence of impaired renal function, large doses of penicillin can cau é&
irritation, convulsions and coma.

Skin sensitisation may occur in persons handling the antibiotic and ca@hould be taken to
avoid contact with the substance. O

It should be recognised that any patient with a history of allergy, especially to drugs, is more

likely to develop a hypersensitivity reaction to penicillin, nts should be observed for 30

minutes after administration and if an allergic reactlo& rs the drug should be withdrawn
and appropriate treatment given.

Delayed absorption from the mtramuscula% ay occur in diabetics.

Prolonged use of benzylpenicillin may oeeasionally result in an overgrowth of
non-susceptible organisms or yeast a@atlents should be observed carefully for

superinfections. 'Q

Pseudomembranous colitis e considered in patients who develop severe and

persistent diarrhoea @ after receiving benzylpenicillin. In this situation, even if
Clostridium diffiq’ﬂ‘i? ly suspected, administration of benzylpenicillin should be
discontinued appropriate treatment given.

4.5 Inte @/ith other medicinal products and other forms of interaction

The e@of oral contraceptives may be impaired under concomitant administration of
benzylpenicillin sodium, which may result in unwanted pregnancy. Women taking oral
contraceptives should be aware of this and should be informed about alternative methods of
contraception.

There is reduced excretion of methotrexate (and therefore increased risk of methotrexate
toxicity) when used with benzylpenicillin sodium.

Probenecid inhibits tubular secretion of benzylpenicillin sodium and so may be given to

increase the plasma concentrations.
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Penicillins may interfere with:

* Urinary glucose test

* Coomb's tests

* Tests for urinary or serum proteins

* Tests which use bacteria e.g. Guthrie test.

4.6 Fertility, pregnancy and lactation

Benzylpenicillin sodium has been taken by a large number of pregnant women and w ) %f
childbearing age without an increase in malformations or other direct or indirect ha&g
effects on the foetus having been observed. ‘

Although it is not known if benzylpenicillin sodium may be excreted int east milk of
nursing mothers, it is actively transported from the blood to milk in an&@als and trace
amounts of other penicillins in human milk have been detected. &O

4.7 Effects on ability to drive and use machines

None. '&(b )
4.8 Undesirable effects
>

Blood and Lymphatic System Disorders Q

Rare (0.01% - 0.1%) 8’

Haemolytic anaemia and granulocytopeniay(neutropenia), agranulocytosis, leucopenia and

thrombocytopenia, have been reporte@w patients receiving prolonged high doses of

benzylpenicillin sodium (eg. Su bacterial endocarditis).

Immune System Disorders ,Q

Very Common (>10%) O

Patients undergoi t?%ent for syphilis or neurosyphilis with benzylpenicillin may develop
r

a Jarisch-Herxheimer reaction.
Commogqv
i

H:&ﬂ% ity to penicillin in the form of rashes (all types), fever, and serum sickness may

ogecur (1-10% treated patients). These may be treated with antihistamine drugs.

Rare (0.01%-0.1%)

More rarely, anaphylactic reactions have been reported (<0.05% treated patients).

Nervous System Disorders

Rare (0.01%-.01%)

Central nervous system toxicity, including convulsions, has been reported with massive doses

over 60 g per day and in patients with severe renal impairment.
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Renal and Urinary Disorders
Rare (0.01%-0.1%)
Interstitial nephritis has been reported after intravenous benzylpenicillin sodium at doses of

more than 12 g per day.
Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is
important. It allows continued monitoring of the benefit/risk balance of the medicinal ! @r’:t.
Healthcare professionals are asked to report any suspected adverse reactions via th&w
Card Scheme at: www.mhra.gov.uk/yellowcard. ‘\

4.9 Overdose

Excessive blood levels of benzylpenicillin sodium can be corrected by@emodialysis.

5. Pharmacological properties &

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Beta-lactamase sensitive p@&s.
ATC code: JO1 CEO1. ,&
General Properties: (b

Benzylpenicillin sodium is a beta-lactam aPQot . It is bacteriocidal by inhibiting bacterial
cell wall biosynthesis.

5.2 Pharmacokinetic properties 0

Benzylpenicillin sodium rapidl rs in the blood following intramuscular injection of
water-soluble salts and maxi ncentrations are usually reached in 15-30 minutes. Peak
plasma concentrations @ut 12 mcg/ml have been reported after doses of 600 mg with
therapeutic plasrr@’"ox?étrations for most susceptible organisms detectable for about 5
hours. Appr ately 60% of the dose injected is reversibly bound to plasma protein.

In adults mmal renal function the plasma half-life is about 30 minutes. Most of the dose
(60-9dergoes renal elimination, 10% by glomerular filtration and 90% by tubular
segretion. Tubular secretion is inhibited by probenecid, which is sometimes given to increase
plasma penicillin concentrations. Biliary elimination of benzylpenicillin sodium accounts for

only a minor fraction of the dose.



ZERPESN CARE) ARAF
CSPC CSPC Zhongnuo Pharmaceutical (Shijiazhuang) Co., Ltd.

6. Pharmaceutical particulars

6.1 List of excipients

None

6.2 Shelf life

3 yeas.

6.3 Special precautions for storage

Store below 30<C. .\(b
6.4 Special precautions for disposal and other handling @

After contact with skin, wash immediately with water. In case of conta t’& yes, rinse
immediately with plenty of water and seek medical advice if discomfort fSts.

Any unused medicinal product or waste material should be disposed{of in accordance with

local requirements. &O

7. Manufacturer

Name: CSPC Zhongnuo Pharmaceutical (Shijiazhuang@kd.
Manufacturing address: N0.88 Yangzi Road, Shijiazla@ City, Hebei Province, China.
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