CiStracar solution For Iv use

Composition:
Cisatracurium 2 mg/ml solution for IV injection or infusion.
Each 2.5 ml ampoule contains 5 mg cisatracurium as cisatracurium besylate.
Each 5 ml ampoule contains 10 mg cisatracurium as cisatracurium besylate.
Each 10 ml ampoule contains 20 mg cisatracurium as cisatracurium besylate.
Each, 25 ml ampoule contains 50 mg cisatracurium as cisatracurium besylate.
Excipients:
Benzenesulfonic acid.
Water for injection.
Properties:
Cisatracurium binds to cholinergic receptors on the motor end-plate to antagonise the action of acetylcholine,
resulting in a competitive block of neuromuscular transmission. This action is readily reversed by anti-cholinesterase
agents such as neostigmine or edrophonium.
Cistracar is an intermediate-duration, non-depolarising neuromuscular blocking agent for intravenous administration.
Pharmacokinetics:
Cisatracurium undergoes degradation in the body at physiological pH and temperature by Hofmann elimination
(a chemical process) to form%;udanosine and the monoquaternary acrylate melagolite. The monoquaternary acrylate
undergoes hydrolysis by non-specific plasma esterases to form the monoquaternary alcohol metabolite. Elimination of
cisatracurium is largely organ independent but the liver and kidneys are primary pathways for the clearance of its metabolites.
These metabolites do not possess neuromuscular blocking activity.
Elderly patients
There are no clinically important differences in the pharmacokinetics of cisatracurium in elderly and young adult
atients.
atients with renal/hepatic impairment
There are no clinically important differences in the pharmacokinetics of cisatracurium in patients with end-stage
renal failure or end stage liver disease and in healthy adult patients.
LV. bolus injection
pharmacokinetic parameters after doses of 0.1 and 0.2 mg/kg Cistracar administered to healthy adult surgical patients are
summarized in the table below.

Le 053

Parameter Range of mean values
Clearance 4.7 to 5.7 ml/min/kg
Elimination half-life 22 to 29 min

during infusion

The pﬁarmacokinetic% of cisatracurium after infusion of Cistracar are similar to those after single bolus injection.

Intensive Care Unit (ICU) patients

The pharmacokinetics of cisatracurium in ICU patients receiving prolonged infusions are similar to those in healthy surgical
adults receiving infusions or single bolus injections.

Concentrations of metabolites are higher in ICU patients with abnormal renal and/or hepatic function. These metabolites do
not contribute to neuromuscular bloc%g

Indications:

Cistracar is an intermediate-duration, non-depolarising neuromuscular blocking agent for i.v. administration. Cistracar is indicated
for use during surgical procedures including cardiac surgery, other procedures and in intensive care. It is used as an adjunct
to general anesthesia, or sedation in the intensive care unit (ICU), to relax skeletal muscles, and to facilitate tracheal intubation and
mechanical ventilation. Cistracar contains no antimicrobial preservative and intended for single patient use.
Contraindications:

Cistracar is contraindicated in patients known to be hypersensitive to cisatracurium, atracurium, or benzenesulfonic acid.
Side effects:

Clinical Trial Data

Cardiac disorders

Common ~ Bradycardia
Vascular disorders .
Common Hypotension

Uncommon  Cutaneous flushing

Respiratory, thoracic and mediastinal disorders

Uncommon  Bronchospasm

Skin and subcutancous tissue disorders

Uncommon  Ras| .

‘Warnings and Precautions:

« Cistracar should be only administered by or under the supervision of anaesthetists or other clinicians who are familiar
with the use and action of neuromuscular blocking agents. Facilities for tracheal intubation, and maintenance of pulmonary
ventilation and adequate arterial oxygenation have to be available.

* Caution should be exercised when administering Cistracar to patients who have shown hypersensitivity to other neuromuscular
blocking agents since a high rate of cross-sensitivity (greater than 50%) between neuromuscular blocking agents has been reported.

« Cisatracurium does not have significant vagolytic or ganglion- blocking properties. Consequently, Cistracar has no clinically
significant effect on heart rate and will not counteract the bradycardia produced by many anaesthetic agents or by vagal
stimulation during surgery.

« Patients with myasthenia gravis and other forms of neuromuscular disease have shown greatly increased sensitivity to
non-depolarising blocking agents. An initial dose of not more than 0.02 mg/kg Cistracar is reccommended in these patients.

-glevir_e acid-base and/or serum electrolyte abnormalities may increase or decrease the sensitivity of patients to neuromuscular

locking agents.

. Cisatra(%ur{;um has not been studied in patients with burns; however, as with other non-depolarising neuromuscular blocking
agents, the possibility of increased dosing requirements and shortened duration of action must be considered if Cistracar
injection is administered to these patients.

« Cistracar is hypotonic and must not be applied into the infusion line of a blood transfusion.

Intensive Care Unit (ICU) Patients:

Consistent with the decreased infusion rate requirements of cisatracurium, plasma laudanosine concentrations are approximately

one third those following atracurium infusion.

Drug interactions:

Many drugs have been shown to influence the magnitude and/or duration of action of non depolarising neuromuscular block-

ing agents, including the following:

« Increased effect is seen by anaesthetic agents such as enflurane, isoflurane, halothane and ketamine, by other non- depolarising
neuromuscular blocking agents or by other drugs such as antibiotics (including the aminoglycosides, polymyxins, spec-
tinomycin, tetracyclines, lincomycin and clindamycin), anti- arrhythmic drugs (including pro ranolof calcium channel
blockers, lignocaine, procainamide and quinidine), diuretics, (including frusemide and possibly thiazides, mannitol and
acetazolamide), magnesium and lithium salts and ganglion blocking drugs (trimetaphan, hexamethonium).

* A decreased effect is seen after prior chronic administration of phenytoin or carbamazepine.

* Prior administration of suxamethonium has no effect on the duration of neuromuscufar block following bolus doses of
Cistracar or on infusion rate requirements.

* Administration of suxamethonium to prolong the effects of non- depolarising neuromuscular blocking agents may result in
a prolonged and complex block whiclllj can be difficult to reverse with anticholinesterases.

* Rarely, certain drugs may aggravate or unmask latent myasthenia gravis or actually induce a m]yasthcnic syndrome;
increased sensitivity to non-depolarising neuromuscular blocking agents might result. Such drugs include various antibiot-
ics, B-blockers (propranolol, oxprenolol), anti-arrhythmic drugs (procainamide, quinidine), anti-rheumatic drugs (chloro-

uine, D-penicillamine), trimetaphan, chlorpromazine, steroids, phenytoin and lithium.

« Treatment with anticholinesterases, commonly used in the treatment of Alzheimer’s disease e.g. donepezil, may shorten the
duration and diminish the magnitude of neuromuscular blockade with cisatracurium.

Dosage & Administration:

Cistracar should not be mixed in the same syringe or administered simultaneously through the same needle with propofol

injectable emulsion or with alkaline solutions such as sodium thiopentone.

Monitoring advice

As with other neuromuscular blocking agents, monitoring of neuromuscular function is recommended during the use of

Cistracar in order to individualise dosage requirements.

Use by intravenous bolus injection

Dosage in adults

Tracheal Intubation. The recommended intubation dose of Cistracar for adults is 0.15 mg/kg (body weight). This dose pro-

duced good to excellent conditions for tracheal intubation 120 seconds after administration of Cistracar, %ollowing induction

of anaesthesia with propofol.

Higher doses will shorten the time to onset of neuromuscular block.

Maintenance. Neuromuscular block can be extended with maintenance doses of Cistracar. A dose of 0.03 mg/kg (body

weighth) provides approximately 20 minutes of additional clinically effective neuromuscular block during opioid or propofol

anaesthesia.

Consecutive maintenance doses do not result in progressive prolongation of effect.

Spontaneous Recovery. Once spontaneous recovery from neuromuscular block is underway, the rate is independent of the

Cistracar dose administered. During opioid or propofol anaesthesia, the median times from 25 to 75% and from 5 to 95%

recovery are approximately 13 and 30 minutes, respectively.

Reversal. Neuromuscular block following Cistracar administration is readily reversible with standard doses of anticholinest-

erase agents. The mean times from 25 to 75% recovery and to full clinical recovery (T4:T1 ratio > 0.7) are approximately 4

and 9 minutes respectively, following administration of the reversal agent at an average of 10% T1 recovery.

Dosage in paediatric patients

Tracheal Intubation (paediatric patients aged 1 month to 12 years): As in adults, the recommended intubation dose of Cistra-

car is 0.15 mg/kg (body weight) administered rapidly over 5 to 10 seconds. This dose produces good to excellent conditions

for tracheal intubation 120 seconds following injection of Cistracar.

In paediatric patients aged 1 month to 12 years, Cistracar has a shorter clinically effective duration and a faster spontaneous

recovery protlljle than those observed in adults under similar anaesthetic conditions.

Administration of Cistracar following suxamethonium has not been studied in paediatric patients.

Maintenance (paediatric patients aged 2-12 years). Neuromuscular block can be extended with maintenance doses of Cis-

tracar. In paediatric patients aged 2 to 12 years, a dose of 0.02 mg/kg (body weight) provides approximately 9 minutes of

additional clinically effective neuromuscular block during halothane anaesthesia. Consecutive maintenance doses do not
result in progressive prolongation of effect.

Spontaneous Recovery. Once recovery from neuromuscular block is underway, the rate is independent of the Cistracar dose

aﬁministered, During opioid or halothane anaesthesia, the median times from 25 to 75% and from 5 to 95% recovery are

approximately 11 and 28 minutes, respectively.

Reversal. Neuromuscular block following Cistracar administration is readily reversible with standard doses of anti-cholinest-

erase agents. The mean times from 25 to 75% recovery and to full clinical recovery (T4:T1 ratio > 0.7) are approximately 2

and 5 minutes respectively, following administration of the reversal agent at an average of 13% T1 recovery.

Use by intravenous infusion

Dosage in adults and children aged 2 to 12 years

Maintenance of neuromuscular block may be achieved by infusion of Cistracar. An initial infusion rate of 3 pg/kg (body

weight)/min (0,18 mg/kg/hr) is recommended to restore 89 to 99% T1 suppression following evidence of spontaneous recov-

ery. After an initial period of stabilisation of neuromuscular block, a rate of 1 to 2 pg/kg (body weight)/min (0.06 to 0.12 mg/
kg/hr) should be adequate to maintain block in this range in most patients.

Rcduc;‘iory of the infusion rate by up to 40% may be required when Cistracar is administered during isoflurane or enflurane

anaesthesia.

The infusion rate will depend upon the concentration of cisatracurium in the infusion solution, the desired degree of neuro-

muscular block, and the patient’s weight.

Steady rate continuous infusion of Cistracar is not associated with a progressive increase or decrease in neuromuscular

blocking effect.

Following discontinuation of infusion of Cistracar, spontaneous recovery from neuromuscular block proceeds at a rate com-

parable to that following administration of a single bolus.

Dosage in neonates (aged less than 1 month)

The use of Cistracar in neonates is not recommended as it has not been studied in this patient population.

Dosage in elderly patients

No dosing alterations are required in elderly patients. In these patients Cistracar has a similar pharmacodynamic profile to

that observed in young adult patients but, as with other neuromuscular blocking agents, it may have a slightly slower onset.

Dosage in patients with renal impairment

No dosing alterations are required in patients with renal failure.

In these patients Cistracar has a similar pharmacodynamic profile to that observed in patients with normal renal function but

it may have a slightly slower onset.

Dosage in patients with hepatic impairment

No dosing alterations are required 1n patients with end-stage liver disease. In these patients Cistracar has a similar pharmaco-

dynamic profile to that observed in patients with normal hepatic function but it may have a slightly faster onset.

Dosage in patients with cardiovascular disease

‘When administered by rapid bolus injection (over 5 to 10 seconds) to adult patients with serious cardiovascular disease

undergoing coronary artery bypass graft (CABG) surgery, Cistracar has not been associated with clinically significant car-

diovascular effects at any dose studied (up to and incﬁjdmg 0.4 mg/kg (8xED,;). However, there are limited data for doses

above 0.3 mg/kg in this patient population). i

Cistracar has not been studied in children undergoing cardiac surgery.

Dosage in Intensive Care Unit (ICU) patients

Cistracar may be administered by bolus dose and/or infusion to adult patients in the ICU.

An initial infusion rate of Cistracar of 3 ug/kg (body weight)/min (0.18 mg/kg/hr) is recommended for adult ICU patients.

There may be wide interpatient variation in dosage requirements and these may increase or decrease with time. In clinical

studies the average infusion rate was 3 pg/kg/min [range 0.5 to 10.2 pg/kg (body weight)/min (0.03 to 0.6 mg/kg/hr )]

The median time to full spontaneous recovery following long-term &lp to 6 days) infusion of Cistracar in ICU patients was

approximately 50 minutes.

Pregnancy and lactation

There are no adequate data from the use of Cisatracurium in pregnant women.

Cisatracurium should not be used during pregnancy.

It is not known whether cisatracurium or its metabolites are excreted in human milk.

Overdosage & Treatment:

Symptoms and signs

Prolonged muscle paralysis and its consequences are expected to be the main signs of overdosage with Cistracar.

Management

It is essential to maintain pulmonary ventilation and arterial oxygenation until adequate spontaneous respiration returns. Full

sedation will be required since consciousness is not impaired by Cistracar. Recovery may ge accelerated by the administration

of anti- cholinesterase agents once evidence of spontaneous recovery is present.

Incompatibilities:

Cistracar is not chemically stable when diluted with lactated Ringer’s injection.

Since Cistracar is stable only in acidic solutions it should not be mixed in the same syringe or administered simultaneously through the

same needle with alkaline solutions, e.g., sodium thiopentone. It is not compatible with ketorolac trometamol or propofol injectable emulsion.

Instruction for use/handling:

Diluted Cistracar is physically and chemically stable for at least 24 hours between 5°C and 25°C at concentrations between

0.1 and 2 mg/mL in the following infusion fluids, in either polyvinyl chloride or polypropylene containers.

Sodium Chloride (0.9% w/v) Intravenous Infusion.

Glucose (5% w/v) Intravenous Infusion.

Sodium Chloride (0.18% w/v) and Glucose (4% w/v) Intravenous Infusion.

Sodium Chloride (0.45% w/v) and Glucose (2.5% w/v) Intravenous Infusion.

However, since the product contains no antimicrobial preservative, dilution should be carried out immediately prior to use,

administration should commence as soon as possible thereafter and any remaining solution should be discarded.

Storage Conditions:

Store in a refrigerator (2°- 8°C). Do not freeze. Protect from light. Upon removal from refrigeration to room temperature, use

Cistracar Injection within 21 days even if rerefrigerated.

Package:

5Smg/2.5ml in ampoule: box contains 5 ampoules.

10mg/5ml in ampoule: box contains 5 ampoules.

20mg/10ml in ampoule: box contains 5 ampoules.

50mg/25ml in ampoule: box contains 2 ampoules.

Rev. No: 11603

THIS IS A MEDICAMENT

- The medicament is a product which affects your health, and its consumption contrary to instruction is
dangerous for you.

- Follow strictly the doctors prescription, the method of use and the instructions of the pharmacist who sold the
medicament. The doctor and the pharmacist are experts in medicine, its benefits and risks.

- Do not by yourself interrupt the period of treatment prescribed for you.
Do not repeat the same prescription without consulting your doctor.

KEEP THE OUT OF THE REACH OF CHILDREN

Council of Arab Health Ministers Arab Pharmacists Association

DIAMOND PHARMA - Damascus suburb — Syria
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