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Ticoplan

(Teicoplanin)

COMPOSITION:
Ticoplan Injection 200mg
Each vial contains:
Teicoplanin powder for reconstitution............. .200mg
(Innovator's Specification)
Ticoplan Injection 400mg
Each vial contains:
Teicoplanin powder for reconsfitution........... 400mg
(Innovator's Specification)
DESCRIPTION:
Teicoplanin is a glycopeptide antibiotic complex isolated from the bacterium
Actinoplanes teichomyceticus. Teicoplanin inhibits peptidoglycan
polymerization, resulting in inhibition of bacterial cell wall synthesis and cell
death. It is active against gram-positive bacteria. It consists of five major
components each with a different fatty acid moiety.
MECHANISM OF ACTION:
Teicoplanin inhibits the growth of susceptible organisms by interfering with cell-
wall biosynthesis at a site different from that affected by beta-lactams.
Peptidoglycan synthesis is blocked by specific binding to D-alanyl-D-alanine
residues.
INDICATIONS:
Teicoplanin is indicated in adults and in children from birth for the parenteral
treatment of the following infections.
Complicated skin and soft tissue infections,
Bone and jointinfections,
Hospital acquired pneumonia,
Community acquired pneumonia,
Complicated urinary tractinfections,
Infective endocarditis,
Peritor with continuou: dialysis (CAPD),
Bacteremia that occurs in association with any ofthe indications Ilsled above.
«Teicoplanin is also indicated as an alternative oral treatment for Clostridium
difficile infection-associated diarrhea and colitis.
Where appropriate, teicoplanin should be administered in combination with
other antibacterial agents.
«Consideration should be given to official guidance on the appropriate use of
antibacterial agents.
DOSAGE & ADMINISTRATION:
The dose and duration of treatment should be adjusted according to the
underlying type and severity of infection and clinical response of the patient, and
patient factors such as age and renal function.

of serum i
«Teicoplanin trough serum concentrations should be monitored at steady state
after completion of the loading dose regimen in order to ensure that a minimum
trough serum concentration has been reached:
«For most Gram-positive infections, teicoplanin trough levels of at least 10 mg/L
when measured by High Performance Liquid Chromatography (HPLC), or at
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unless the pathogen is already documented and known to be susceptible or there

is a high suspicion that the most likely pathogen(s) would be suitable for treatment

with teicoplanin.

Elderly population

No dose adjustment is required, unless there is renal impairment.

Adults and elderly patients with impaired renal function

Dose adjustment is not required until the fourth day of treatment, at which time

dosing should be adjusted to maintain a serum trough concentration of at least 10

mg/L when measured by HPLC, or at least 15 mg/L when measured by FPIA

method.

After the fourth day of treatment:

«+In mild and moderate renal insufficiency (creatinine clearance 30-80 mL/min):
maintenance dose should be halved, either by administering the dose every two
days or by administering half of this dose once a day.

«In severe renal insufficiency (creatinine clearance less than 30 mL/min) and in
haemodialysed patients: dose should be one-third the usual dose, either by
administering the initial unit dose every third day or by administering one-third of
this dose once a day.

Teicoplanin is not removed by hemodialysis.

Patients in continuous ambulatory peritoneal dialysis (CAPD)

After a single intravenous loading dose of 6 mg/kg bodyweight, 20 mg/L is

administered in the bag of the dialysis solution in the first week, 20 mg/L in

different bags the second week and then 20 mg/L in the overnight bag in the third
week.

Pediatric population

The dose recommendations are the same in adults and children above 12 years

ofage.

Neonates and infants up to the age of 2 months:

Loading dose

One single dose of 16 mg/kg body weight, administered intravenously by infusion

onthe firstday.

Maintenance dose

One single dose of 8 mg/kg body weight administered intravenously by infusion

onceaday.

Children (2months to 12 years):

Loading dose

One single dose of 10 mg/kg body weight administered intravenously every 12

hours, repeated 3 times.

Maintenance dose

One single dose of 6-10 mg/kg body weight administered intravenously once a

,\
&

day.

Method of administration

Teicoplanin should be administered by the intravenous or intramuscular route.
The intravenous injection may be administered either as a bolus over 3 to 5
minutes or as a 30-minute infusion.

Only the infusion method should be used in neonates.

Directians for reconstitution

slowly add 3mi sterile water for injection. The water should be

least 15 mg/L when measured by f Polarization
(FPIA) method.

+For endocarditis and other severe infections, teicoplanin trough levels of 15-30
mg/L when measured by HPLC, or 30-40 mg/L when measured by FPIA
method.

+During maintenance treatment, teicoplanin trough serum concentrations
monitoring may be performed at least once a week to ensure that these
concentrations are stable.

added slowly to the vial which should be rotated until all the powder is dissolved to
avoid foaming. If foam is developed, allow the solution to stand for approximately
15 minutes so that the foam disappears. Only clear and yellowish solutions
should be used.

PHARMACOKINETICS:

Absorption

Teicoplanin is administered by parenteral route (intravenously or
i i i , the ilability of

s z = 2 rir
s Lam”’:;:m'dm o 2 teicoplanin (a_s cumpgred to intravenous administration) is almost complete
regimen i ions during (90%). After six daily intramuscular administrations of 200 mg the mean (SD)
day3tos maintenance maximum teicoplanin concentration (C,.,) amounts to 12.1 (0.9) mg/L and occurs
Complcated skin | Gmgkg body | >15mgL | 6mekg body weight | =15 ol once aweek at2 hours after administration.
and soft tissue weight every 12 iravenous or After aloading dose of 6 mg/kg administered intravenously every 12 hours for 3 to
infections, ‘hours for 3 mtramuscular once 3 5 administrations, C,,, values range from 60 to 70 mg/L and C,,,,, are usually
‘é“""""]r:‘“e‘d — ‘f:;‘;“‘:‘c‘;‘;' L above 10 mg/L. After an intravenous loading dose of 12 mg/kg administered
“::fpnﬂmm ° evsry 12 ho;;sogor B/alfimi;izstoralio/rlls mean vahIAes ofC,,andC,,,, are estimated
= » = to be aroun mg/Land 20 mg/L, respectively.
b | ool | cRael | mmba | O After a mai dose of 6 mglkg once daily C,.. and C,..,,
hows Br3to 5 e g values are approximately 70 mg/L and 15 mg/L, respectively. After a maintenance
travenous day dose of 12 mg/kg once daily C,,,,, values range from 18 o 30 mg/L.
A
Tnfective 12 meke body | 30-40mgl | 12 meke body =30 mglL The binding to human serum proteins ranges from 87.6 to 90.8% without any
jcodacards; o i e e variation in function of the teicoplanin concentrations. Teicoplanin is mainly bound
ik, P to human serum albumin. Teicoplanin is not distributed in red cells.
The volume of distribution at steady-state (Vss) varies from 0.7 to 1.4 L/kg. The

Adults and elderly patients with normal renal function:

The dose is to be adjusted on bodyweight whatever the weight of the patient.
Duration of treatment:

The duration of treatment should be decided based on the clinical response. For
infective endocarditis a minimum of 21 days is usually considered appropriate.
Treatment should not exceed 4 months.

Combination therapy:

Teicoplanin has a limited spectrum of antibacterial activity (Gram positive). It is
not suitable for use as a single agent for the treatment of some types of infections

highest values of Vss are observed in the recent studies where the sampling
period was superior to 8 days.

Teicoplanin distributed mainly in lung, myocardium and bone tissues with
tissue/serum ratios superiorto 1. In blister fluids, synovial fiuid and peritoneal fluid
the tissue/serum ratios ranged from 0.5 to 1. Elimination of teicoplanin from
peritoneal fluid occurs at the same rate as from serum. In pleural fluid and
subcutaneous fat tissue the tissue/serum ratios are comprised between 0.2 and
0.5. Teicoplanin does not readily penetrate into the cerebrospinal fluid (CSF).
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form of in is the main identified in plasma and
urine, indicating minimal metabolism. Two metabolites are formed probably by
hydroxylation and 2t03%0
Elimination

Unchanged teicoplanin is mainly excreted by urinary route (80% within 16 days)

while 2.7% of the administered dose is recovered in feces (via bile excretion)

within 8 days following administration.

Elimination half-life of teicoplanin varies from 100 to 170 hours in the most recent

studies where blood sampling duration is about 8 to 35 days.

Teicoplanin has a low total clearance in the range of 10 to 14 mL/h/kg and a renal

clearance in the range of 8 to 12 mL/h/kg indicating that teicoplanin is mainly

excreted by renal mechanisms.

WARNINGS & PRECAUTIONS:

Hypersensitivity reactions

Serious, life fatal, have been

reported with teicoplanin (e.g. anaphy\achc shock) If an allergic reaction to

teicoplanin occurs, treatment should be discontinued immediately and

appropriate emergency measures should be initiated.

Teicoplanin must be administered with caution in patients with known
to in, as crossed reactions, including

fatal anaphylactic shock, may occur.

However, a prior history of "red man syndrome” with vancomycin is not a

contraindication to the use of teicoplanin.

Infusion related reactions

1on th tion of inin animal milk. A decision on whether to
ntint tinue breast-feeding or to e therapy with
teicoplanin should be made taking into account the benefit of breast-feeding to
the child and the benefit of teicoplanin therapy to the mother.
Fertility
Animal reproduction studies have not shown evidence of impairment of fertility.
DR .

No speanc |meracl|on studies have been performed

and solutions are and must not be
mixed for injection; however, they are compatible in dialysis fluid and may be
freely used in the treatment of CAPD-related peritonitis. Teicoplanin should be
used with care in conjunction with or sequentially with other medicinal products
with known nephromxlc or ololox:c potential. These include aminoglycosides,

colistin, B, porin, cisplatin, , and ethacrynic acid.
However, there is no evidence o( synergistic toxicity in combinations with
teicoplanin.

In clinical studies, teicoplanin has been administered to many patients already

receiving various medications including other antibiotics, anti-hypertensives,

anaesthetic agents, cardiac medicinal products and antidiabetic agents without

evidence of adverse interaction.

SIDE EFFECTS:

Infections and infestations
hitiads 5

In rare cases (even atthe first dose), red man syndrome (a complex of
including pruritus, urticaria, erythema, angioneurotic edema, tachycardia,
hypotension, dyspnea) has been observed.
Stopping or slowing the infusion may result in cessation of these reactions.
Infusion related reactions can be limited if the daily dose is not given via bolus
injection butinfused over a 30-minute period.
Severe bullous reactions

or even fatal reactions Stevens-Johnson syndrome
(SJS) and Toxic Epidermal Necrolysis (TEN) have been reported with the use of
teicoplanin. If symptoms or signs of SJS or TEN (e.g. progressive skin rash often
with blisters or mucosal lesions) are present teicoplanin treatment should be
discontinued immediatelly.
Spectrum of antibacterial activity
Teicoplanin has a limited spectrum of antibacterial activity (Gram-positive). It is
not suitable for use as a single agent for the treatment of some types of infections
unless the pathogen is already and known to be orthere
is a high suspicion that the most likely pathogen(s) would be suitable for treatment
with teicoplanin.
The rational use of teicoplanin should take into account the bacterlal spectrum of

non il isms), abscess.
the i
L i i ilia, Agranulocytosis,
Immune i
Anaphylac(lc reaction (anaphylaxis), drug reaction with eosinophilia and
(DRESS),
Nervous system disorders

Dizziness, headache, Seizures

Earand Labyrinth disorders

Deafness, hearing loss, tinnitus, vestibular disorder.

Vascular disorders

Phlebitis, thrombophlebitis.

Respiratory, thoracic and mediastinal disorders

Bronchospasm.

Gastro-intestinal disorders

Diarrhea, vomiting, nausea.

Skin and subcutaneous tissue disorders

Rash, erythema, pruritus, red man syndrome (e.g. flushing of the upper part of the
body), toxic epidermal necrolysis, Stevens-Johnson syndrome, erythema
multiforme, angioedema, dermatitis exfoliative, urticaria.

Renaland Unnary disorders

activity, the safety profile and the suitability of standard therapy to

treat the individual patient. On this basis it is expected that in most instances

teicoplanin will be used to treat severe |niecl|ons in patients for whom standard

ar ial activity is i to

Loading dose regimen

Since data on safety are limited, patients should be carefully monitored for

adverse reactions when teicoplanin doses of 12mg/kg body weight twice a day

are administered. Under this regimen blood creatinine values shuuld be

monitored in addition tothe
in should not b inis byl

Thrombocytopenia

Thrombocytopenia has been reported with teicoplanin. Periodic hematological

examinations are recommended during treatment, including complete cell blood

count.

Nephrotoxicity

Renal failure has been reported in patients treated with teicoplanin. Patients with

renal insufficiency, and/or in those receiving teicoplanin in conjunction with or

ilar route.

Blood rena\ lawlure including renal failure acute).
% - 2 i
Pain, pyrexia, Injection site abscess, chills (rigors).
Investigations
T i (transient ity of trar i ), blood
alkaline phosphatase (transient of alkaline

blood creatinine increased (transient rise of serum creatinine).
CONTRAINDICATIONS:

Hypersensitivity to teicoplanin or to any of the excipients.
STORAGE & INSTRUCTIONS:

Store below 25°C

Protect from heat, sunlight and moisture.

Keep away from the reach of the children.

After reconstitution, the solution is stable for 24 hours when store between 2-8°C.
Forsingle use only.

For Intramuscular & Intravenous use only.

only.

HOW SUPPLIED

sequentially with other medicinal produc(s with known r ic potential
(amir ides, colistin, H, in, and cisplatin) should be
careluﬂymomtored and should include auditory tests.

Since teicoplanin is mainly excreted by the kidney, the dose of teicoplanin must be
adapted in patients with renal impairment.

Ototoxicity

As with other glycopeptides, ototoxicity (deafness and tinnitus) has been reported
in patients treated with teicoplanin. Patients who develop signs and symptoms of
impaired hearing or disorders of the il inner ear during treatment with teicoplanin
should be carefully and in case of
treatment and in patients with renal |nsuff|C|ency Patlents receiving teicoplanin in
conjunction with or sequentially with other medicinal products with known
neur oxic potential (aminoglycosides, cyclosporin, cisplatin,
furosemide and ethacrynic acid) should be carelully monitored and the benefit of
teicoplanin evaluated if hearing deteriorates.

Special precautions must be taken when administering teicoplanin in patients
who require concomitant treatment with ototoxic and/or nephrotoxic medicinal
products for which it is that regular liver and kidney
function tests are carried out.

Superinfection

Aswith other anti the use of pecially if may result
ino of non-susceptible 1 occurs during
therapy, appropriate measures should be taken.

Pregnancy

There are alimited amount of data from the use of teicoplanin in pregnant women.
Studies in animals have shown reproductive toxicity at high doses in rats there
was anincreased incidence of stillbirths and neonatal mortality. The potential risk
for humans is unknown.

Therefore, teicoplanin should not be used during pregnancy unless clearly
necessary. A potential risk of inner ear and renal damage to the fetus cannot be
excluded.

Breast-feeding

It is unknown whether teicoplanin is excreted in human milk. There is no

mg
1 vial + 3ml sterile water for injection.
Ticoplan Injection 400mg

1 vial + 3ml sterile water for injection.
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Manufactured by:

PHARMASOL
PRIVATE LIMITED

Plot # 549,Sundar Industrial Estate,
Lahore, Pakistan.
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