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AR K RN
KE OWAF SCHE 1 INDICATIONS AND USAGE
(CYKLOKAPRON CYKLOKAPRON® is indicated in patients with hemophilia for short-term use

(2 to 8 days) to reduce or prevent hemorrhage and reduce the need for
replacement therapy during and following tooth extraction.

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage

The recommended dose of CYKLOKAPRON is 10 mg/kg actual body weight
intravenously administered as a single dose, immediately before tooth
extractions Infuse no more than 1 mL/minute to avoid hypotension /see
Warnings and Precautions (5.1)]. Following tooth extraction, CYKLOKAPRON
may be administered for 2 to 8 days at a dose of 10 mg/kg actual body weight 3
to 4 times daily, intravenously.

Parenteral drug products should be inspected visually for particulate matter
and discoloration prior to administration, whenever solution and container
permit.

For intravenous infusion, CYKLOKAPRON Injection may be mixed with most
solutions for infusion such as electrolyte solutions, carbohydrate solutions,
amino acid solutions, and Dextran solutions. Heparin may be added to
CYKLOKAPRON Injection. CYKLOKAPRON Injection should NOT be mixed
with blood. The drug is a synthetic amino acid and should NOT be mixed with
solutions containing penicillin.

Discard any unused portion.

The diluted mixture may be stored for up to 4 hours at room temperature prior
to patient administration.

2.2 Recommended Dosage for Patients With Varying Degrees of Renal
Impairment*

For patients with moderate to severe impaired renal function, the following
dosages are recommended:




Table 1. Recommended Dosage in Patients With Varying Degrees of
Renal Impairment

Serum Creatinine (mg/dL) CYKLOKAPRON

Intravenous Dosage
1.36 to 2.83 (120 to 250 micromol/L) 10 mg/kg twice daily
2.83 to 5.66 (250 to 500 micromol/L) 10 mg/kg daily

10 mg/kg every 48 hours
>5.66 (>500 micromol/L) or

5 mg/kg every 24 hours

* Dose reduction is recommended for all doses, both before and after
tooth extraction.

#[E D SPC 4.Clinical particulars
(Cyklokapron 100

mg/mL solution for 4.1 Therapeutic indications

Injection/infusion,

Pfizer Limited, 2019 4£ | Tranexamic acid is indicated in adults and children from one year in
3 A) prevention and treatment of haemorrhages due to general or local fibrinolysis.
Specific indications include:
- Haemorrhage caused by general or local fibrinolysis such as:
- Menorrhagia and metrorrhagia,
- Gastrointestinal bleeding,
- Haemorrhagic urinary disorders, further to prostate surgery or surgical
procedures affecting the urinary tract,
- Ear Nose Throat surgery (adenoidectomy, tonsillectomy, dental extractions),
- Gynaecological surgery or disorders of obstetric origin,
- Thoracic and abdominal surgery and other major surgical intervention such
as cardiovascular surgery,
- Management of haemorrhage due to the administration of a fibrinolytic
agent.

4.2 Posology and method of administration

Posology

Adults
Unless otherwise prescribed, the following doses are recommended:

1. Standard treatment of local fibrinolysis:

0.5 g (1 ampoule of 5 mL) to 1 g (1 ampoule of 10 mL or 2 ampoules of 5 mL)
tranexamic acid by slow intravenous injection or infusion (= 1 mL/minute) two
to three times daily

2. Standard treatment of general fibrinolysis:

1 g (1 ampoule of 10 mL or 2 ampoules of 5 mL) tranexamic acid by slow
intravenous injection or infusion (= 1 mL/minute) every 6 to 8 hours,
equivalent to 15 mg/kg body weight (BW)

Renal impairment

In renal insufficiency leading to a risk of accumulation, the use of tranexamic




acid is contraindicated in patient with severe renal impairment (see
section4.3). For patients with mild to moderate renal impairment, the dosage
of tranexamic acid should be reduced according to the serum creatinine level:

Serum mg/10 mL Dose IV Administration

creatinine

micromol/L

120 to 249 1.35 to 2.82 10 mg/kg BW Every 12 hours

250 to 500 2.82 to 5.65 10 mg/kg BW Every 24 hours

>500 >5.65 5 mg/kg BW Every 24 hours
Hepatic impairment

No dose adjustment is required in patient with hepatic impairment.

Paediatric population

In children from 1 year, for current approved indications as described in
section 4.1, the dosage is in the region of 20 mg/kg/day. However, data on
efficacy, posology and safety for these indications are limited.

The efficacy, posology and safety of tranexamic acid in children undergoing
cardiac surgery have not been fully established. Currently available data are
limited and are described in section 5.1.

FElderly
No reduction in dosage is necessary unless there is evidence of renal failure.
Method of administration

The administration is strictly limited to slow intravenous injection or infusion

(see section 6.6) of maximum 1 mL per minute.
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7 2% OB
F—A N7 VT AR | Bl Drugs which have been taken by only a limited

(CYKLOKAPRON® number of pregnant women and women of
(TRANEXAMIC ACID) | childbearing age, without an increase in the

SOLUTION FOR frequency of malformation or other direct or
INJECTION, Pfizer indirect harmful effects on the human fetus
Australia Pty Ltd, having been observed.

2022 4 8 H) Studies in animals have not shown evidence of an

increased occurrence of fetal damage.

bEIE. RELIGFICREY HACH

oo RLHRN A
KE DA SCHE 8 USE IN SPECIFIC POPULATIONS
(CYKLOKAPRON
tranexamic acid 8.1 Pregnancy

injection, Pfizer
Laboratories Div Pfizer | Risk Summary
Inc, 2021 4F 3 )
Available data from published studies, case series and case reports with
tranexamic acid use in pregnant women in the second and third trimester and
at the time of delivery have not clarified whether there is a drug-associated
risk of miscarriage or adverse maternal or fetal outcomes. There are 2 (0.02%)
infant cases with structural abnormalities that resulted in death when
tranexamic acid was used during conception or the first trimester of
pregnancy; however, due to other confounding factors the risk of major birth
defects with use of tranexamic acid during pregnancy is not clear. Tranexamic
acid is known to pass the placenta and appears in cord blood at concentrations
approximately equal to maternal concentration (see Data).

Reproduction studies performed in mice, rats, and rabbits have not revealed
any adverse effects on the fetus due to tranexamic acid administered during
organogenesis. Doses examined were multiples of up to 3 times (mouse), 6

times (rat), and 3 times (rabbit) the maximum human dose based on body




surface area in the mouse, rat, and rabbit, respectively (see Data).

The estimated background risk for major birth defects and miscarriage for the
indicated population is unknown. All pregnancies have a background risk of
birth defect, loss, or other adverse outcomes. In the U.S. general population,
the estimated background risk of major birth defects and miscarriage in the
clinically recognized pregnancies is 2—4% and 15—20%, respectively.

It is not known whether tranexamic acid use in pregnant women may cause a
drugassociated risk of miscarriage or adverse maternal or fetal outcomes. For
decisions regarding the use of CYKLOKAPRON during pregnancy, the
potential risk of CYKLOKAPRON administration on the fetus should always
be considered along with the mother's clinical need for CYKLOKAPRON; an
accurate risk-benefit evaluation should drive the treating physician's decision.

Data

Human Data

Tranexamic acid passes through the placenta. The concentration in cord blood
after an intravenous injection of 10 mg/kg to pregnant women is about 30
mg/L, as high as in the maternal blood.

There were 13 clinical studies that described fetal and/or neonatal functional
issues such as low Apgar score, neonatal sepsis, cephalohematoma and 9
clinical studies that discussed alterations to growth including low birth weight
and preterm birth at 22—36 weeks of gestation in fetuses and infants exposed
to tranexamic acid in-utero.

Animal Data

In embryo-fetal development studies, tranexamic acid was administered to
pregnant mice from Gestation day (GD) 6 through GD 12 and rats from GD 9
through GD 14 at daily doses of 0.3 or 1.5 g/kg. There was no evidence of
adverse developmental outcomes in mice and rats at multiple of 3 and 6 times
the maximum recommended human dose based on body surface area in the
mouse and rat, respectively.

In rabbits, tranexamic acid was administered intravenously at doses of 50, 100,
or 200 mg/kg/day or orally at doses of 100, 200, or 400 mg/kg/day from GD 6
through GD 18. There was no evidence of adverse developmental outcomes at
dose multiples of 2 or 3 times, respectively, the maximum recommended
human dose based on body surface area. Intravenous doses of 200 mg/kg/day
showed slightly retarded weight gain in pregnant rabbits.

8.2 Lactation

Risk Summary

Published literature reports the presence of tranexamic acid in human milk.
There are no data on the effects of tranexamic acid on the breastfed child or the
effects on milk production. The developmental and health benefits of
breastfeeding should be considered along with the mother's clinical need for
CYKLOKAPRON and any potential adverse effects on the breastfed child from
CYKLOKAPRON or from the underlying maternal condition.




8.3 Females and Males of Reproductive Potential

Contraception
Concomitant use of CYKLOKAPRON, which is an antifibrinolytic, with

hormonal contraceptives may increase the risk for thromboembolic adverse
reactions. Advise patients to use an effective alternative (nonhormonal)

contraceptive method /see Warnings and Precautions (5.1), Drug Interactions

(7.1].

Z[E o SPC 4.Clnical particulars

(Cyklokapron 100

mg/mL solution for 4.6 Fertility, pregnancy and lactation

Injection/infusion,

Pfizer Limited, 2019 £ | Women of childbearing potential

3H) Women of childbearing potential have to use effective contraception during
treatment.
Pregnancy

There are no or limited amount of data from the use of tranexamic acid in
pregnant women. As a result, although studies in animals do not indicate
teratogenic effects, as precaution for use, tranexamic acid is not recommended
during the first trimester of pregnancy.

Limited clinical data on the use of tranexamic acid in different clinical
haemorrhagic settings during the second and third trimesters did not identify
deleterious effect for the foetus. Tranexamic acid should be used throughout
pregnancy only if the expected benefit justifies the potential risk.

Breast-feeding
Tranexamic acid is excreted in human milk. Therefore,breast-feeding is not
recommended.

Fertility
There are no clinical data on the effects of tranexamic acid on fertility.
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KE DA SE 8 USE IN SPECIFIC POPULATIONS
(CYKLOKAPRON

8.4 Pediatric Use

There are limited data concerning the use of CYKLOKAPRON in pediatric

(Cyklokapron 100
mg/mL solution for
Injection/infusion,
Pfizer Limited,
201943 A)

Inc, patients with hemophilia who are undergoing tooth extraction. The limited

2021 43 H) data suggest that there are no significant pharmacokinetic differences between
adults and pediatric patients.

#[E D SPC 4.Clnical particulars

4.2 Posology and method of administration

Posology

Paediatric population

In children from 1 year, for current approved indications as described in
section 4.1, the dosage is in the region of 20mg/kg/day. However, data on
efficacy, posology and safety for these indications are limited.

The efficacy, posology and safety of tranexamic acid in children undergoing
cardiac surgery have not been fully established. Currently available data are
limited and are described in section 5.1.
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