(A

[l

Julphacef

Broad-spectrum cephalosporin
Sterile powder for injectable solution

Julphacef is a sterile powder blend of ceghracing and argining in vials containing 500mg
and 1g of cephrading activity. After reconstiution, Julphacef is intended far intramuscular
(I} or intravenous (V) agminisiration. Sterile cephradine for injection contains no sodium
Properties

Cephradine. the active ingredient of Julphacef, is 2 broad-spectrum  semisynthetic
cephalosporin having baciencidal activity. It acts by inhibiting bacterial seplum and celi wall
synthesis in a wide spectium of susceptible Gram-positive and Gram-negative baciena.
Gram-positive: Staphyincocei  (including coagulase-oositive, coagulase-negative,
and penicillinase-producing straing), Streptocogcus Qyogenes \group A fi-hasmaiyic
streptncocsi), and Streptococcus preumonias {formerly Diplococous pneumonias).
Gram-negative: Eschenchia ol Profeus mirabilis, Klebsiella spp. and Haemaphilus
influenzae.

Cephradine is not aclive against st strains of Enterobacter spg., P, morganii, P, vuigans,
and Pssudamonas sap.

In vitro, most straing of enterococc! (Enterococcus fascalls
resistant to cephradine. Nevertheless. anterococal may Ue
cephradine achieved in e uring,

Foliowing intramuscular injection. peak plasma concenirations of about 6 and 14
migrograms per mL have been ocitaned within 1 - 2 hours of doses of 500mg and 1 ¢
respectivaly. Only about & - 209 15 reported to be hound to plasma proteins. & plasma
half-life of about 1 nour has besn reported; this is prolonged in patients with remal
impainment. Cephradine is widsly distributed to body tssues and fluids, but dogs not enter
the CSF in significant quantitiss. Therapeutic cancentrations may be found in the bile. It
cmsses the placenta into the fetal girculation and is distiiputed in small amounts into breast
milk, Cephrading is excreted unchanged in the urine, 60 15 ANt of 2n intramuscular dose
being recovered within 6 hours. Probenscid oelays excretion. Gephradine can oe removet
by haemodialysis and periionea; dighysis.

Indications

Julphacef is indicated for the treatment of the following infactions when caused DY
suseeptinle bacteria: respiratory tract infections; skin and soft tissue infections; urinary tracl
infections; bone infections; seplicasmia.

Bactericlogical studies ta determine the causative organisms and their sensitivity to
caphradine should be performed, Therapy may e instiuited prior to receiving the results
of sensitivity tests.

Surgical prophylaxis: Julphacef injsction can be used far the prevention of bacteraemia
or postsurgical infections in patients undergaing surgical procedures associated wilh high
risk of infections or in which infaction at the operative site would present 2 senous risk, 4.,
vaginal hysterectomy, caesarean sgction, and prostnetic arthroplasty. Julphagaf shouid be
administered immadiately prior to sugary to help ensure adeguats concentrations duing
the tima contamination is kely 10 oocur and should be continued during the nostoperative
perind to reduce the incidenca of postoperative infection

Inravenous use, either by direct intravenous injection or by infravenous infusiar. 8
recommended for the treatment of serous and life-threatering infections.

Dosage

Adults: Generally, the usual daily dosage of Julphacef for injection is 2 - 4q daily in 4
equally divided doses intramuscularly or intravenously {2.g.. 500mg to 13 gi.g)-
Uncomplicated pneumonia, skin and soft tissue infections, and maost urinary tract
infections: 500mg gid.

Bone Infactions: 100..d. given intravengously.
Severe infecti such as end gitis: 2g q.i.d. given intravenously. Allernatvaiy. in
severs infections, the dose may be increased by giving injections every four hours, nat
axceeding 8g per day.

and Enterococcus fagmium) arg
suscaplivle to e ugh levels of

Prophylaxis, to prevent p perative infecti i ted or p tially
contaminated surgery: 19 IV or IM is 10 be administered 30 - 50 minules priot to sUrgery,
followed by 1g every 4 - f hours after the first dose; for one to two doses of for up to 24
hours postoperatively.

Prophylaxis In cagsarean section; 1g IV is to be administered as soon as e umnbilical
cord is clamped, followed by 1g IV ar IM at 6 and 12 hours after the first dose.

infants and Children: 50 - 100mgikg/day in equally divided doses 4 tmes a day and
should be regulzled by age. weight of the palient, and severity 0f the infection eing
jreated. The maximum paediatric daily dose should not excesd the dose recommenced
for adulls.

jn general, as will anfibigtic therapy, lreatment should be continued for & minimum of
45~ 72 hours afier tne patient Decomes asymptomatic of svidence of bacterial eradication
has been oblaingd. In infections caused Dy group A f-hasmalytic streplococc, @ minimum
of 10 days of treatment is recammended as a prophylaxis against rheumatic fever or
glomerulonephiritis. In the treatment of chronic urinary tract infection, fraguent bacteriologic
and clinical evaluation is necessary during therapy and may be Necessary for several months
afznwards, Persisient infections may require treatment for ceveral weeks. Pareniaral
therapy may be followed by ral Julphacef either as capsules orf oral suspension.
Julphacef may be given intravenously or by deep intramuscular imection. To mrinimize pain
and induration. intramuscular inigctions should be rriade into & large muscle mass. such as
the pluteus of iateral aspect of the thigh

Dosage in patients with impaired renal function

Adults with impaired renal funclion may reguire dosage reduction as follows:

Patients not on dialysis:
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Patignts on shronic intermitient haemodialysis:

250mg at the sian of dialysis, then 250mg after 12 hours, and 250mg & - 48 hours aiter

the start.

Children with renal function irnpairment may reguire 8 reduction in dose proportional to their

weight and severily of infection.

If a dose is missed

— Missed dose should be given a8 soon a3 remembared.

_ Iiitis almost time for next dose, wait until then to give the medicine and skip the missed
dose.

_ Do not give two doses at one fime.

Recenstitution of Solutlons and Storage:

For Intramuscular Use: Aseotically add starile Water for Injection of Bacteriostatic Waker

tigr (man for use in necnates f benzyl aloohal is the bacteriostat present) according

oilowing table

Single Dose Vial App i i
500mg 2.2mL 227mgimbL
| eom | p22rgimL

Shake to efiect solution and withdraw the required ameunt, Julphacef containg no
pacteriostat and is not intended for multiple-dose Use. Solutions should be used within
2 hours if held at room temperature {259C), but if stored in the refrigerator (59C), these
solutions retain full potency for 24 hours. Recanstituted solutions may vary in color from
fight to straw yellow. however, this does not affect the potency.

If a lacat anaesthetic is considered desirable, for intramuscular use only, 0.5% lidocaine
hydrachlofide nigction is racommended as the diluent in the place of the above-mentioned
volumes of Water for Injection. Other diluents also suitable for intramuscalar use are
fidocaing mydrachioride injction 1% or procaing hydrochlorids injection 1% or 2%.



For Intravenous use: Julphacef may also be administered by direct intravenous injection
or by intravenaus infusion.

For Direct Intravenous Injection: Suitable intravenous injection diluents are Sterile Watar
for Injection, 5% Dextrose Injection, or Sodium Chlarige Injection.

Aseptically add SmL of diluent jo the 500mg vials, 10 mL to the 1g vial. Shake to effect
solution and withdraw the entire conients. The solution may be slowly injected directly into
a vein over a 3- to S-minute period ar may be given as a supplementary injection through
the injection site an an administration set when the infusion solution is compatible with
cephradine. These solutions should be used within 2 hours when held at room temperaiura
(25°C}, but if stored &t 5°C, these selutions retain full potency for 24 hours.

For continuoeus or intarmittent IV infusion: Suitable intravenous infusian solutions far
Julphacef are 5% or 10% Dextrose Injection, Sodium Chloride Injection, Sodium Lactate
Injection (MG sodium lactate), Dextrose and Sadium Chioride Injection ¢5%:0.9%) or
{5%:0.45%). 10% Invert Sugar in Water for Injection, Nomoscl®-R. and lonosol® B with
Dextrase 5%, Sterile Water for Injection may be used as an IV infusion solutian for Julphacef
al eephrading concentration of 30 - 50mg/mL (30mg/mL is approximatety isotanic).

To prapare Julphacef for transfer into an 1V infusion container, asepticaily add 10mL of
Sterile Water for Injection, or a suitable infusion solutien, fo the 1g vial, and shake to effect
sclution. Aseplically transfer the entire confants to the |V infusion container. Intravenoys
infusion solutions containing Julphacef remain potent for 10 hours at room temperature or
4B hours at 5°C at concentratians up to 50mg of cephradine per mL. For prolonged infusions,
replace the infusion every 10 hours witn 2 freshly prepared solution. Infusion solutions of
Julphacef ir Sterile Water for Injection that are frozen immedrately afler reconstitution in the
ariginal container are stabla for as long as six weaks whan stared at -20°C Extemperarecus
mixtures of cephradine with ather antibiotics are not recommended.

Pratect soiutions of Julphacef from concentrated light or diret sunlight.
Caontraindications :

Cephradine is contraindicated in patients with a known history of hypersensitivity to
cephalesporing as well as in those naving porphyria.

Precautions

L k= ather cephalosporing, cephradine should be given cautiously o patisnts having a
hustary of hypersensitivity to peniciling. If an allergic reaction accurs, the drug should be
discontinued.

As with other broad-spectrum antibictics, prolonged use of cephradine may result in
overgrowth of non-suseeptible organisms ie.g., vaginal candidiasis). Should superinfection
cceur during therapy, appropriste measuras should be taken.

Use of antibiotics, including cephrading, may oceasionally lead to pseudomembrancus
colitis; therefare, it is important to consider its diagnosis in patients wha develop persisting
feverish diarrhaa in association with the use of antibictic. In general, cephrading, as with
oiher antibiotics, should be used with caution in individuals having = history of gastrointestinal
disease, espacially colitis.

Faize posiive Coombs' tests hava been reported during treatment with large doses of
cephalosporing as well as in necnates wiose mothers received a cephalasporin before
delivery. In addition, like most cephalosperins, cephradine may produce a false positive
reaction for glucose in urine with Benadict's sclution, Fehling's Solution, or reagent tablets
such as Clinitest, Enzyme-based tests such as Clinistix and Tes-Tapa are not affectad by
cephradine.

As with other cephalosparin, prothrombun time may be prolongad due to the inhibition of
vitamin K synthesis by suppressing gut flora,

Paediatrics: Cephradine has been used effactively in infants, but all laberatory parameters
have not been extensively studied. Use in this population needs to be assessed carefully.
Julphacef injection contains arginine. Studies in low birtk waight infants have demonstrated
that arginine administration may result in increases in serum argining, msulin, and indirect
bilirubin. The consequences of exposure to 1is amino acid during treatment of neonates
have not been fully ascertained.

Gerfatrics: No specifis dosage recommendations or precautions for use in elderly.
Pregnancy: The use of cephradine in pregnant women is not known to be harmful,
However, as adequate and well-controlled studies in human have not been done, it should
be used during pregnancy only if clearly nseded.
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Nursing Mathers: As with slmost all other cephaiosporing, cephradine is distributed
into breast milk in low concerfrations. However, problems in humans have not been
documented to date. i

Renal impairment: As cephradine is mainly excreted via the kidney, dosage reduction
laccording to creatinine clearance) is usuaily recommended in patients with modsrate
to severe renal impairment (See Dosage). The patient should be observed clinicaliy and
labaratory tests should be performed ragularly prior to and during the course of treatment.
Side Effects

The usa of cephradine is generally considered safe and well talerated. The side effacts that
may occasionally be encounterad include headache and gastrointestingl reactions such
a3 nausea, vomiting, and abdominal discomfort; diarrhoea and rarely antibiotic-associated
calitis are more likely to ocour with higher doses.

Allergic reactions including rashes, pruritus, urticaria, snd erythema multiforme have been
reported occasionally. Serum sickness-like reactions with skin rash, fever, tightnass in the
chest, and arthralgia have been reported in some patients. Other hypersensitivity reactions
slich as toxic epidermal necrolysis and anaphylaxis have bean experienced in rare cases.
Generally, hypersensitivity reactions ara more likely to ccour in individuals who have a
histary of allergy, asthma, hay fever, or urticaria,

Rarely, reversible interstitial nephritis, hyperactivity, nervousness, sleep disturbances,
confusion, hypertonia, and dizziness have been reported.

As with some other caphalosparins, slight disturbances in fiver enzymes, transient hepatitis,
and cholestatic jaundice were reported in rare cases.

Mild, transient eosinophilia and blood disorders including thrombocytogenia, laukopenia,
agranulocytosis, aplastic anaemia, and haemolytic anaemia were rarely reported.
Transient rise in blood urea nitrogen (BUN) and serum creatinine have been reported in
sorme patients reated with cephalosporins.

Pain and rarely thromoophiabitis at the sita of injection have been experignced by some
patients.

Overdosage

Since there fs no specific antidots, treatment of cephradine overdose should be symptomatic
and supportive. Cephradine can be removed by haemodialysis and peritoneal dialysis,
Drug Interactions

Upon concurrent use, probenecid may reduce the excretion of cephrading, incraasing
thereby its plasma concentration, .

Leop diuretics and aminoglycosides antibiotics may increase the risk of nephrotoxicity of
cephalosporins upan concurrent administration.

Presentation

Julphacef stedile powder for injectable solution is available in packs of 1 vial.

* Store at & temperature of 15 - 25°C,

THIS IS A MEDICAMENT

— Medicament is a proguct waich afledts your heallh,
ang 115 CONSUMPLOn conlrary to inairuclions is
dangerous far you

— Faliow siriclly the doctora presceplion, tha method
ol use and the inatructions of the charmacist whe sold
the madicament.

The doctor and the pharmecisl are axperte |n
medicines, Iheir banafita &nd risks

= De not by yoursell interrugd the pencd of trealmant
prascriced for you

— Do et repean the same preseriplion wilhout consurling
wour doctor.

Keap all medicaments out of the seacnh ol childran.

Councll of Arab Hoslih Minlaters,
Union of Arab Pharmacists,

Any information ? Calf Our Toll Free No. (971) B00-4094
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