o Document # 160-65-35
FIBRYGA® (Fibrinogen Concentrate) Version # 04
A Shared health ersion
s- Soinscommuns Approved by: Effective Date Source Document:
Manitoba Dr. Charles MU_SUka 24-SEP-2025 Blood Product Administration
(approval on file) Guidelines from Manufactures
Monographs

Details of Revision:

Formatting, reconstitution instructions

Other Names

Fibryga, Fibrinogen Concentrate (Human)

Description

Fibryga is a sterile, freeze-dried preparation of highly purified fibrinogen. It is prepared from
large pools of human plasma employing precipitations, filtrations and chromatographic steps.
Pathogen inactivation/removal is accomplished by a solvent detergent (S/D) method and
nanofiltration (20nm).

Clinically relevant non-medicinal ingredients: sodium chloride, sodium citrate dehydrate,
glycine, L-arginine hydrochloride.

Special Approvals
/ Authorizations

Qualified transfusionists may administer Fibryga on the written order of the attending physician
or designate

The order must include the number of grams required

ABO compatibility/valid type and screen is not required

Classification

Human Fibrinogen manufactured from human plasma
Blood product/plasma protein product (PPP)

Indications

Fibryga is indicated for the treatment of acute bleeding episodes and perioperative prophylaxis
in adult and pediatric patients with congenital afibrinogenemia and hypofibrinogenemia
Fibryga may be used as a complementary therapy during the management of uncontrolled
severe bleeding in patients with acquired fibrinogen deficiency

Special Populations:

Geriatrics (greater than 65 years of age): clinical trials did not include subjects age 65 and
over with congenital afibrinogenemia and hypofibrinogenemia to determine whether they
respond differently as compared to younger patients.

Pediatrics (less than 18 years of age): Clinical studies have included 13 pediatric patients
(12-17 years) and 14 pediatric patients 12 years of age with congenital afibrinogenemia.
Health Canada has authorized an indication for pediatric use.

Pregnant and nursing women: The safety in human pregnancy and use during lactation has
not been established in controlled clinical trials

Contraindications

Contraindicated in individuals who have manifested severe immediate hypersensitivity
reactions including anaphylaxis to Fibryga or its components

WARNINGS:

Made from human plasma; may contain infectious agents such as viruses and, theoretically,
the variant Creutzfeldt-Jakob disease agent which can cause disease

Allergic reactions may occur

Thrombosis may occur spontaneously in patients with congenital fibrinogen deficiency with or
without the use of fibrinogen replacement therapy; weigh the benefits of administration versus
the risk of thrombosis

Supplied

Supplied by CBS
Contact local blood bank regarding stock availability on site
Vial size is 1 gram/vial
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Dosage Acquired Fibrinogen Deficiency Dosing:

e Recommended initial dose is 4g

e Additional doses of 4g are to be administered as needed to bleeding patients when fibrinogen
level is <2 g/L or FIBTEM A20 is <12 mm (or equivalent values generated by other
thromboelastometry/thrombelastography methods).

Congenital Fibrinogen Deficiency Dosing:
¢ Recommended dose when baseline fibrinogen level is known should be calculated based on
the target plasma fibrinogen level based on the type of bleeding, actual measured plasma
fibrinogen level and body weight using the following formula:
o Adults and adolescents 212 year of age:
Dose (mg/kg body weight) = [Target level (mg/dL) - measured level (mg/dL)]
1.8 (mg/dL per mg/kg body weight)
o Children < 12 year of age:
Dose (mg/kg body weight) = [Target level (mg/dL) - measured level (mg/dL)]
1.4 (mg/dL per mg/kg body weight)

e Recommended dose when baseline fibrinogen level is NOT known: 60 mg/kg body weight

NOTES:

e Target fibrinogen level for minor bleeding or minor surgery is 1.0 g/L

e Target fibrinogen level for major bleeding or major surgery is 1.5 g/L

e Dosing duration and frequency of administration should be patient specific based on the level
of bleeding, lab values and clinical condition of the patient.

e Monitoring of patient’s fibrinogen level is recommended during treatment.

Reconstitution/

Reconstitution: See appendix 1 & 2 for reconstitution instructions.

Stability e After reconstitution with 50 ml sterile water, Fibryga contains approximately 20 mg/ml human
fibrinogen
e Stability of the reconstituted solution has been demonstrated for up to 24 hours at 25°C
¢ Do not use if the solution is cloudy or contains deposits
Storage Store at +2°C to +25°C for up to 48 months from the date of manufacture

Do not use product after expiry date
Do not freeze
Protect from exposure to light

Compatibilities/
Incompatibilities

e Must not be mixed with other medications
e A separate intravenous line should be used for injection
e Normal saline may be used to flush the administration set

Administration,
Identification

An independent 2-person check is required for all doses

Refer to Manitoba Transfusion Best Practice Resource Manual:
Guideline 3 - Patient Identification in Blood, Blood Component, and/or Blood Products

Administration,
Method

Refer to Manitoba Transfusion Best Practice Resource Manual:

e Guideline 4 - Receipt of blood, blood components, and blood products

e Guideline 8 - Administration of blood, blood components and blood products

e Guideline 6 - Patient required health record documentation of blood, blood component and
blood product

For intravenous use only

Administration at room temperature is recommended

Once product is reconstituted, do not dilute further

Standard IV administration set (no filter required)

Administer intravenously at a recommended maximum rate of:
o 5 ml per minute (300 ml/hr) for patients with congenital afibrinogenemia and

hypofibrinogenemia
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o 20 ml per minute (1200 ml/hr) during the management of uncontrolled severe bleeding
in the course of surgical interventions for patients with acquired fibrinogen deficiency
o Can be administered via direct IV push, minibag, or syringe pump.

Monitoring

Refer to Manitoba Transfusion Best Practice Resource Manual:

Guideline 5 - Monitoring of Patients Receiving Transfusion

The qualified transfusionist must remain with the patient for the first 15 minutes of the
transfusion and be available for the remainder of the transfusion.
Vital signs are to be monitored
within 30 minutes prior to transfusion
15 minutes after start of transfusion
every hour during the transfusion
at the end of the transfusion

o whenever clinically indicated
Inpatients: vital signs should be recorded one hour after the completion of the transfusion
Outpatients: post transfusion monitoring is at the discretion of the person administering the
transfusion. Instructions on identification of transfusion reaction must be provided at
discharge.

O O O O

Adverse Events

Refer to Manitoba Transfusion Best Practice Resource Manual:
Guideline 7 - Transfusion Reaction -ldentification, Management and Reporting

Additional Notes

Determination of the patient’s fibrinogen level using an appropriate method, e.g. Clauss
fibrinogen assay, is recommended before and during the treatment with Fibryga in order to
avoid overdosing or underdosing

Resources

Manitoba Transfusion Medicine Best Practice Resource Manual for Nursing

Fibryga Product Monograph - date of revision: OCT 24, 2024

Fibryga Reconstitution with Nextaro

Fibryga Reconstitution with Octajet
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Appendix 1: Reconstitution instructions using Nextaro transfer device

Vial Si Volume of Solvent to Approximate Nominal Concentration
lal >ize be Added to Vial Available Volume per mL
1g 50 mL 50 mL 20 mg

1. Warm both the powder (FIBRYGA®) and the solvent (Water for Injection, WFI) in

unopened bottles up to room temperature. This step is not required if the product has
been stored at room temperature. This temperature should be maintained during
reconstitution. If a water bath is used for warming, care must be taken to avoid water
coming into contact with the rubber stoppers or the caps of the bottles. The temperature
of the water bath should not exceed +37°C (98°F).

2. Remove the cap from the powder (FIBRYGA®) bottle and the solvent bottle to expose the
central portion of the infusion stopper. Clean the rubber stoppers of both bottles with an
alcohol swab and allow the rubber stoppers of the bottles to dry.

3. Open the transfer device package by peeling off the lid (Fig. 1). To maintain sterility, do
not remove the transfer device from the clear blister package. Do not touch the spike..

(2
}/.‘_J-L,‘_Qf’f
"\ e Transfer
v g'\\%’c device
Fig. 1
4. Place the solvent vial on an even, clean surface and hold it firmly. Without removing the

blister package, place the blue part of the transfer device on top of the solvent vial. Press
straight and firmly down until it snaps into place (Fig. 2). Do not twist while attaching.

MNote:

The fransfer device must be aftached to the solvent vial first and then to the powder

(FIBRYGA") bottle. Otherwise, loss of vacuum occurs, and transfer of the solvent does
not take place.

Solvent
vial

Fig. 2
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5. While holding onto the solvent vial, carefully remove the blister package from the transfer

device by pulling vertically upwards. Make sure to leave the transfer device attached
firmly to the solvent vial (Fig. 3).

Solvent
= vial

Fig. 3

6. Place the powder (FIBRYGA®) bottle on an even, clean surface and hold it firmly. Take

the solvent vial with the attached transfer device and turn it upside down. Place the white
part of the transfer device connector on top of the powder (FIBRYGA®) bottle and press
firmly down until it snaps into place (Fig. 4). Do not twist while attaching. The solvent will
flow automatically into the powder (FIBRYGA®) bottle.

i
=

Solvent vial

FIBRYGA® bottle

Fig. 4

When transfer of the solvent is complete, gently swirl the FIBRYGA® bottle with the
solvent vial still attached, until the powder is fully dissolved. To avoid foam formation, do
not shake the bottle. The powder should be dissolved completely within approximately 5
minutes. If the product is at room temperature, it should not take longer than
approximately 30 minutes to dissolve the powder.On rare occasions, a partially dissolved
product cake may be observed. Horizontal agitation of the vial may promote further
dissolution. Avoid shaking the vial vertically.

After reconstitution is complete unscrew the transfer device (blue part) counterclockwise
into two parts (Fig. 5). Do not touch the Luer lock connector on the white part of the
transfer device.
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Solvent vial
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e bottle

Fig. 5

9 Discard the empty solvent vial together with the blue part of the transfer device.

10. Carefully attach a syringe to the Luer lock connector on the white part of the transfer
device (Fig. 6).
11. Turn the FIBRYGA® bottle upside down and draw the solution into the syringe (Fig. 7).

Reconstituted
FIBRYGA®
bottle

3
t

.{} 'l lj

pD) 1 .

Reconstituted
FIBRYGA®
bottle

=8

-

Fig. 6 Fig. 7

12. Once the solution has been transferred, firmly hold the barrel of the syringe (keeping the
syringe plunger facing down) and remove the syringe from the transfer device (Fig. 8).

Emply
FIBRYGA® bottle

Fig. 8

13. Dispose of the white part of the transfer device together with the empty FIBRYGA® bottle.

A standard infusion set is recommended for intravenous application of the reconstituted solution
at rcom temperature.
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Appendix 2: Reconstitution instructions using Octajet transfer device

Volume of WFI to be Added | Approximate Available Nominal
Vial Size to Vial Volume Concentration per mL
1g 50 ml 50 ml 20 mg

Warm both the powder and water for injection (WFI) in closed bottles up to room temperature. This temperature
should be maintained during reconstitution. If a water bath is used for warming, care must be taken to avoid water
coming into contact with the rubber stoppers or the caps of the bottles. The temperature of the water bath should

not exceed +37°C (98°F).

Remove the cap from the concentrate (FIBRYGA) bottle and the WFI to expose the central portion of the infusion
stopper. Clean the rubber stopper with an alcohol swab and allow the rubber stopper of the bottles to dry.

Peel away the lid of the outer package of the Octajet transfer device. To maintain sterility, leave the Octajet device
in the clear outer packaging.

Take the Octajet in its outer package and invert it over the concentrate (FIBRYGA) bottle. Place device while in
the outer package onto the center of the FIBRYGA bottle until the clips of the product spike (colorless) are locked.
While holding onto the concentrate bottle, carefully remove the outer package from the Octajet, being careful to
not touch the water spike (blue) and leave the Octajet attached firmly to the concentrate bottle (Fig. 1).

With the concentrate (FIBRYGA) bottle held firmly on a level surface, invert the WFI bottle and place it at the
center of the water spike. Push the blue plastic cannula of the Octajet firmly through the rubber stopper of the WFI

bottle (Fig. 2).

/_d_,.

&
¢ =y

Fig. 1 Fig. 2

6. Remove the distance ring (Fig. 3) and press the WFI bottle down (Fig. 4). WFI will flow into the concentrate

(FIBRYGA) bottle.
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7. When transfer of the WFI is complete, gently swirl the product bottle until the powder is fully dissolved. To avoid
foam formation, do not shake the bottle. The powder should be dissolved completely within approximately 5
minutes. It should not take longer than 30 minutes to dissolve the powder.

8. Turn the blue WFI bottle connector (both directions possible) to bring position markers together and remove WFI
bottle together with the water spike (Fig. 5).

Fig. 5

9. Place the provided filter on the remaining Luer Lock on the concentrate bottle (Fig. 6) and withdraw the solution
through the filter into the syringe (Fig. 7 and 8).

v

Fig. 7

10. Detach the filled syringe from the filter and discard the empty bottle.
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