PACKAGE LEAFLET: INFORMATION FOR THE USER

Flumazenil Teva 0.1 mg/ml Solution for Injection/Infusion
flumazenil

Read all of this leaflet carefully before you start using this medicine because it contains
important information for you.

Keep this leaflet. You may need to read it again.

If you have any further questions, ask your doctor, pharmacist or nurse.

If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible
side effects not listed in this leaflet. See section 4.
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What Flumazenil Teva is and what it is used for

Flumazenil Teva contains a medicine called flumazenil. It is used to wake you up after you have been
made sleepy by a medicine called a ‘benzodiazepine’.

Flumazenil Teva reverses the effects of the ‘benzodiazepine’ medicine. It is used to:

wake you up after an operation or medical test

help you to breathe for yourself and wake up if you have been on a ventilator in intensive care
reverse any unexpected effects of benzodiazepine treatment

treat benzodiazepine overdose

help find the reason for loss of consciousness in unconscious patients.

Flumazenil Teva is also used in children (more than 1 year old) to wake them up after they have been
given a ‘benzodiazepine’ medicine to make them sleepy during a medical procedure.

2.

What you need to know before you are given Flumazenil Teva

You must NOT be given Flumazenil Teva:

if you are allergic to flumazenil or any of the other ingredients of this medicine (listed in section
6).

if you are already taking a ‘benzodiazepine’ medicine to treat a very serious illness (for example
control of pressure in the brain or a serious epileptic seizure).

You must not be given Flumazenil Teva if any of the above apply to you. If you are not sure, talk to
your doctor or nurse before having Flumazenil Teva.

Warnings and precautions
Talk to your doctor or pharmacist before having Flumazenil Teva:

if you do not wake up after Flumazenil is administered, another reason for this will be considered
because Flumazenil specifically reverses the effects of ‘benzodiazepine’ medicines.

if Flumazenil is administered to you at the end of your operation to wake you up, it should not be
given until the effects of muscle relaxants have gone away.

as the action of flumazenil is usually shorter than that of ‘benzodiazepine’ medicines, sedation
may possibly recur. You will be closely observed, possibly in the intensive care unit until the
effects of flumazenil have gone away.



- if you have received long-term (chronic) treatment with ‘benzodiazepine’ medicines, rapid
injection of high doses of flumazenil (more than 1 mg) should be avoided since this may cause
withdrawal symptoms.

- if you have been treated for long periods with high doses of ‘benzodiazepine’ medicines, the
advantages of the use of Flumazenil should be weighed against the risk of withdrawal symptoms.

- if you are nervous about having your operation or medical test.

- if you have a history of anxiety.

- if you have epilepsy and are being treated with a ‘benzodiazepine’ medicine for a long period of
time, the administration of flumazenil is not recommended as flumazenil can cause seizures.

- if you have heart disease or liver problems.

- if you have a severe head injury (and/or instable pressure in your brain) care will be taken as
Flumazenil can cause an increased pressure in your brain.

- as Flumazenil is not recommended for the treatment of benzodiazepine-dependence or for the
treatment of benzodiazepine-withdrawal-symptoms.

- if you have experienced panic attacks in the past Flumazenil can cause new attacks.

- if you are dependent on alcohol or medicines as you have a higher risk of benzodiazepine
tolerance and dependence.

If any of the above apply to you, or if you are not sure, talk to your doctor or nurse before you have
Flumazenil Teva.

Children
In children below the age of 1 year: Flumazenil should only be given to children below the age of 1
year if the advantages of the use of Flumazenil are weighed against the risks.

Other medicines and Flumazenil Teva

Tell your doctor or nurse if you are taking, have recently taken or might take any other medicines.
This is because Flumazenil Teva can affect the way some other medicines work. Also some other
medicines can affect the way Flumazenil Teva works.

In particular, tell your doctor or nurse if you are taking any of the following medicines:

- ‘Benzodiazepine’ medicines, even if you have not taken them in the last few weeks. These include
diazepam, midazolam and temazepam.

- Zopiclone and triazolopyridazine (used to help you sleep)

- Medicines that change your mood or behaviour. These include medicines called tranquillisers,
anti-depressants and sedatives.

Pregnancy, breast-feeding and fertility
If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby, ask
your doctor or pharmacist for advice before taking this medicine.

Driving and using machines

- Do not drive or use any tools or machines for at least 24 hours after having Flumazenil Teva.

- Do not do anything that is physically or mentally demanding for at least 24 hours after having
Flumazenil Teva.

This is because the effects of the ’benzodiazepine’ medicine may return and you may start to feel

sleepy again.

Flumazenil Teva contains sodium

This medicinal product contains 9.3 mg sodium chloride per ml (3.7 mg sodium per ml) (for

46.5 mg/ 5 ml ampoule size or 93 mg/10 ml ampoule size). To be taken into consideration by patients
on a controlled sodium diet.

3. How to use Flumazenil Teva



Flumazenil Teva will be given to you by a doctor. It will be given to you as a slow injection into one
of your veins.

The dose of Flumazenil Teva varies from one patient to another. It depends on your age, weight, how
well your liver and kidneys are working and what you need the medicine for. The doctor will work out
how much to give you.

Use in anaesthesia

The initial dose for adults is 0.2 mg given by slow injection into a vein over 15 seconds. If the desired
degree of consciousness is not obtained after 60 seconds, a second dose of 0.1 mg can be given. This
dose can be repeated every 60 seconds until the desired level of consciousness is achieved, up to a
maximum total dose of 1 mg. The usual dose is 0.3 to 0.6 mg.

Use in intensive care situations

The initial dose for adults is 0.3 mg given by slow injection into a vein over 15 seconds. If the desired
level of consciousness is not obtained after 60 seconds, a further dose of 0.1 mg can be given. This
dose can be repeated every 60 seconds until the desired level of consciousness is achieved, up to a
maximum total dose of 2 mg.

- If you become drowsy again you may be given a second injection of Flumazenil Teva or a slow,
continuous injection (infusion) into a vein at a rate of 0.1-0.4 mg per hour until the correct level
of consciousness is achieved.

- If after repeated doses there is no marked improvement in consciousness or independent
breathing, your doctor will probably stop giving Flumazenil Teva and use another method to
raise your level of consciousness.

The treatment is disrupted every 6 hours in order to determine if sedation re-occurs.

Use in children and adolescents

In case of children above 1 year of age, the recommended initial dose is 0.01 mg/kg body weight (up
to 0.2 mg) given by slow injection into a vein over a period of 15 seconds. This dose can be repeated,
if after a waiting period of 45 seconds the desired level of consciousness is not obtained: a follow-up
injection of 0.01 mg/kg (up to 0.2 mg) may be administered.

Where necessary repeated injections at 60-second intervals (up to a maximum of 4 times) to a
maximum dose of 0.05 mg/kg or 1 mg, depending on which is the lowest dose can be injected.

There are insufficient data on the use of Flumazenil in children under 1 year. Therefore Flumazenil
should only be administered in children under 1 year if the potential benefits to the patient outweigh
the possible risk.

Elderly and patients with liver impairment
If you are older people or have a liver condition your dose of Flumazenil Teva will be adjusted with
particular care. No dose adjustment is required in patients with impaired kidney function.

If you use more Flumazenil Teva than you should
If you think you have been given too much Flumazenil Teva, you should feel no ill effects, however,
it would be wise to contact your doctor, pharmacist or hospital as quickly as possible.

If you stop using Flumazenil Teva

Flumazenil Teva treatment ends when you become fully conscious. However, because the effects of
Flumazenil Teva may wear off quickly and you may need repeat doses, you should remain under close
medical supervision until all drowsiness has subsided.

If you have any further questions on the use of this medicine, ask your doctor, pharmacist or nurse.

4, Possible side effects



Like all medicines, this medicine can cause side effects, although not everybody gets them.
See your doctor straight away if you get the following side effects:

Allergic reactions (Not known: frequency cannot be estimated from the available data)

o sudden swelling of the throat, face, lips or mouth. This can make it difficult to breathe or swallow.
o sudden swelling of the hands, feet or ankles.

e skin rash or itching.

Other possible side effects:

Common: may affect up to 1 in 10 people

o feeling sick or being sick especially if you have also had any opiate medicines (e.g. morphine)

e hiccup

o fatigue, injection site pain

o dizziness, headache, agitation (after rapid injection, not requiring treatment), involuntary
trembling or quivering (tremor), dry mouth, abnormal rapid and deep respiration
(hyperventilation), speech disorder, subjective cutaneous sensations (e.g. cold, warmth, tingling,
pressure, etc.) in the absence of stimulation (paresthesia)

e double vision, strabismus (squinting), lacrimation (production of tear fluid) increased

o low blood pressure, low blood pressure on transition from lying to standing

e being aware of your heart rate (palpitations)

e increased blood pressure on waking up (short lived)

e sweating.

Uncommon: may affect up to 1 in 100 people

e convulsions (seizures). These are more likely in people who already have epilepsy or severe liver
problems or in people who have taken ‘benzodiazepine’ medicines for a long time. Convulsions
are also more likely in people given Flumazenil Teva after an overdose or more than one
medicine, including at least on ‘benzodiazepine’, especially if taken with certain anti-depressants.

o feeling anxious or frightened.

These effects are most likely to happen if you have woken up too quickly.

e abnormal hearing

o difficulty breathing, cough, nasal congestion, chest pain

o slow or rapid heart rate, premature beat of your heart (extrasystole).

Not known: frequency cannot be estimated from the available data

e panic attacks (in people who have had panic attacks in the past)

e abnormal crying

o feeling agitated

e being aggressive

o feeling cold (most likely to happen if you have woken up too quickly)

e withdrawal symptoms, for example:
- feeling agitated, anxious, confused
- having mood swings, distorted senses.
Withdrawal symptoms usually happen if you are given high doses of Flumazenil Teva quickly
and/or when you have recently taken ‘benzodiazepine’ medicines (for example to help you sleep
or to treat anxiety). This may happen even if you stopped taking these medicines a few days or
weeks before having Flumazenil Teva.

o redness of the face and neck (flushing).

Additional side effects in children and adolescents



The side effects seen in children are similar to those seen in adults. If Flumazenil Teva has been used
to wake up children after a medical test it may cause them to cry abnormally, feel agitated or be
aggressive.

Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly via HPRA
Pharmacovigilance, Earlsfort Terrace, IRL - Dublin 2; Tel: +353 1 6764971; Fax: +353 1 6762517.
Website: www.hpra.ie; E-mail: medsafety@hpra.ie. By reporting side effects you can help provide
more information on the safety of this medicine.

5 How to store Flumazenil Teva
Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the label after EXP. The expiry date
refers to the last day of that month.

Keep ampoules in the outer carton in order to protect from light.

Do not refrigerate or freeze.

This medicinal product is for single use only. After first opening the medicinal product should be used
immediately. Any unused solution should be discarded. The solution should be inspected visually
prior to use. It should only be used if the solution is clear, colourless and practically free from
particles.

Chemical and physical in-use stability of the diluted product has been demonstrated for 24 hours at
25°C.

From a microbiological point of view, the product should be used immediately. If not used
immediately, in-use storage times and conditions prior to use are the responsibility of the user and
would normally not be longer than 24 hours at 2 to 8°C, unless dilution has taken place in controlled
and validated aseptic conditions.

Do not use this medicine if you notice any unclear solution and particles.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.

6 Contents of the pack and other information

What Flumazenil Teva contains
- The active substance is Flumazenil

- Each ml contains 0.1 mg flumazenil
1 ampoule with 5 ml contains 0.5 mg flumazenil
1 ampoule with 10 ml contains 1 mg flumazenil

- The other ingredients are sodium chloride, disodium edetate dihydrate, glacial acetic acid
(E260), sodium hydroxide, hydrochloric acid and water for injections.

What Flumazenil Teva looks like and contents of the pack
Flumazenil Teva is a clear, almost colourless, solution for injection and concentrate for solution for
infusion, free from foreign matter. This medicine is supplied as a ready to use injectable solution and
comes in two sizes:
Pack sizes:

e 1 or5glass ampoules containing 5 ml solution packed in folded carton box

e 1 or5 glass ampoules containing 10 ml solution packed in folded carton box


http://www.hpra.ie/
mailto:medsafety@hpra.ie

Marketing Authorisation Holder and Manufacturer
Marketing Authorisation Holder

Teva Pharma B.V.
Swensweg 5
2031GA Haarlem
The Netherlands

Manufacturer

Teva Pharmaceutical Works Private Limited Company
H-2100 Godollé

Tancsics Mihaly at 82

Hungary

Pharmachemie B.V.
Swensweg 5, 2031 GA Haarlem
The Netherlands

This leaflet was last revised in June 2016.




The following information is intended for healthcare professionals only:

Posology and method of administration

Flumazenil Teva must be administered intravenously by an anaesthetist or a doctor with experience in
anaesthesiology.

Flumazenil Teva may be administered as injection or as infusion and may be used concomitantly with
other reanimation measures.

Adults:

Anaesthesiology

The initial dose is 0.2 mg administered intravenously over 15 seconds. If the desired degree of
consciousness is not obtained within 60 seconds, a second dose of 0.1 mg can be administered. This
may be repeated at 60-second intervals where necessary, up to a maximum total dose of 1.0 mg. The
usual dose is 0.3 to 0.6 mg.

Intensive Care

The recommended initial dose of flumazenil is 0.3 mg administered intravenously. If the desired level
of consciousness is not obtained within 60 seconds, a repeat dose of 0.1 mg may be administered. If
necessary, this may be repeated at 60-second intervals, up to a total dose of 2 mg.

If drowsiness recurs, a second bolus injection of flumazenil may be administered. An intravenous
infusion of 0.1-0.4 mg/h has also been shown to be useful.

The dosage and rate of infusion should be individually adjusted to achieve the desired level of
sedation.

If a significant improvement in consciousness or respiratory function is not obtained after repeated
doses of Flumazenil Teva, a non-benzodiazepine aetiology must be assumed.

Infusion should be disrupted every 6 hours to check whether resedation occurs.

The individually titrated, slow injections or infusions of Flumazenil Teva should not produce
withdrawal symptoms, even in patients exposed to high doses of benzodiazepines and/or for long
periods of time. If, however, unexpected signs of stimulation occur, an individually titrated dose of
diazepam or midazolam should be given by slow intravenous injection.

Paediatric population

Children above 1 year of age:

For the reversal of conscious sedation induced with benzodiazepines in children >1 year of age, the
recommended initial dose is 10 micrograms/kg (up to 200 micrograms) administered intravenously
over 15 seconds. If the desired level of consciousness is not obtained after waiting an additional
45 seconds, further injection of 10 micrograms/kg may be administered (200 micrograms) and
repeated at 60 second intervals where necessary (a maximum of 4 times) to a maximum total dose of
50 micrograms/kg or 1 mg, whichever is lower. The dose should be individualised based on the
patient’s response. No data are available on the safety and efficacy of repeated administration of
flumazenil to children for re-sedation.

Children under the age of 1 year:

There are insufficient data on the use of flumazenil in children under 1 year. Therefore flumazenil
should only be administered in children under 1 year if the potential benefits to the patient outweigh
the possible risk.

Special populations

Hepatic impairment
Since flumazenil is primarily metabolised in the liver, careful titration of dosage is recommended in
patients with impaired hepatic function.



Renal impairment
No dosage adjustments are necessary in patients with renal impairment.

Elderly

No specific data are available on the use of Flumazenil Teva in the elderly, but it should be
remembered that this population is more sensitive to the effects of benzodiazepines and should be
treated with due caution.

Instructions for use
After first opening the medicinal product should be used immediately.

This medicinal product is for single use only and any unused solution should be discarded.

Please inspect the medicinal product visually. It should only be used if the solution is clear and
practically free from particles.

When Flumazenil Teva is to be used in infusion, it must be diluted prior to infusion. Flumazenil Teva
should only be diluted with sodium chloride 9 mg/ml (0.9%) solution or glucose 50 mg/ml (5%)
solution or 0.45% sodium chloride + 2.5% glucose. Compatibility between Flumazenil Teva and other
solutions for injection has not been established.

Intravenous infusion solutions should be discarded after 24 hours.

Chemical and physical in-use stability of the diluted product has been demonstrated for 24 hours at
25°C.

From a microbiological point of view, the product should be used immediately. If not used
immediately, in-use storage times and conditions prior to use are the responsibility of the user and
would normally not be longer than 24 hours at 2 to 8°C, unless dilution has taken place in controlled
and validated aseptic conditions.

Storage conditions
Keep the ampoule in the outer carton in order to protect from light. Do not refrigerate or freeze.

Disposal
Any unused product or waste material should be disposed of in accordance with local requirements.



