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Other Names

e Octaplex®
e Beriplex®
e PCC

Description

¢ Octaplex® and Beriplex® are manufactured prothrombin complex concentrates (PCC)
derived from human plasma

e The manufacturing process has undergone solvent/detergent treatment and/or nanofiltration
for viral, bacterial and parasite inactivation and removal

e Each vial contains essential vitamin K dependent factors — Il, VII, IX and X, anticoagulant
factors protein C, protein S, and heparin to varying degrees (see product insert for actual
amounts)

e Beriplex®P/N also contains human antithrombin Il and albumin

Special Approvals/
Authorizations

e To request this product refer to Request for Prothrombin Complex Concentrates (PCC)
request form found on Transfusion Manitoba website; Upon completion, forward to blood
bank

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

e STARS air ambulance has been granted approval by the Medical Director, Transfusion
Medicine, to administer reconstituted Octaplex 2000 units intravenously over 10 minutes

e Valid type & screen is not required

Classification

e Blood product/plasma protein product (PPP)

Indications

e Rapid reversal of oral vitamin K antagonists (VKAs, e.g. warfarin) or deficiency of vitamin K
dependent coagulation factors in patients with major bleeding
o Major bleeding includes:
= potentially fatal bleeding
= symptomatic bleeding in a critical area or organ
= bleeding causing a fall in hemoglobin =20 g/L
= critical bleeding following injury or surgical intervention
e Rapid reversal of VKAs (e.g. warfarin) or deficiency of vitamin K dependent coagulation
factors in patients requiring urgent (< 6 hours) surgical or invasive procedures associated
with a moderate to high risk of bleeding
o The half-life of PCCs as measured by their effect on the International Normalized
Ratio (INR) is approximately 6 hours due to the short half-life of factor VII.
Intravenous (1V) vitamin K begins to have an effect on the INR at approximately 6
hours. Therefore, PCCs and vitamin K should be given concurrently

Special Populations:

e Pediatrics: Retrospective studies of PCC use in pediatric patients did not demonstrate
any signals of harm. However, there is only observational published evidence available
informing a recommendation of dosing and/or use of these products in this patient
population. Should only be used in consultation with a pediatric hematologist.

e Geriatrics (greater than 65 years of age): No evidence to suggest that use in patients
>65 years of age is associated with difference in safety or effectiveness

e Pregnant and nursing women: the safety in human pregnancy and during lactation has
not been established in clinical trials. Should only be used if the benefit outweighs the
potential risk.

Contraindications

¢ Hypersensitive to this drug or any ingredients in the formulation
Octaplex® and Beriplex® contain heparin, it should not be given to patients with history of
heparin induced thrombocytopenia (HIT)
¢ Not recommended for:
o Disseminated intravascular coagulation (DIC)
o Coagulopathy associated with liver dysfunction/disease
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o Reversal of anticoagulants other than Vitamin K antagonists

o Treatment of elevated INRs without bleeding or need for surgical intervention

o Reversal of VKA anticoagulant therapy prior to a planned (non-urgent) surgical

procedure with low risk of bleeding
o Warnings
o PCC may be associated with an increased risk of thrombosis and should be

used with caution in patient with recent thrombotic events (DVT, PE, M,
ischemic stoke, systemic embolism)

Supplied

Vial

size is 500 and 1000 international units/vial

Dosage

e USUAL DOSE: 1000 International Units
e Maximum total dose = 3000 International Units

PCC dose if INR PCC dose if INR 3-5 PCC dose if INR less
greater than 5 than 3
Dose 3000 international units 2000 international units 1000 international units
(120 mL) (80 mL) (40 mL)
Vitamin 10 mg IV co-administration is strongly recommended if reversal is required for
K1 longer than 6 hours (the half-life of PCC). The onset of action of Vitamin K1 is 4-
6hlV.

Reconstitution/

Reconstitution:

Stability e Available as 500 and 1000 International Units prothrombin complex powder/vial
e Reconstitution directions are included in product box and included in monograph
appendices
e Final reconstituted concentration: 25 International Units/mL
e Do not dilute further
e Multiple vials can be combined into one empty administration bag if required.
Reconstituted products should be inspected visually for particulate matter and
discolouration prior to administration. The reconstituted solution should be clear,
colourless, slightly blue or opalescent. Do not use solutions that are cloudy or have
deposits.
**See appendix 1 & 2 for reconstitution instructions for Octaplex® and Beriplex®
Stability:
e The solution should be used immediately following reconstitution
e The reconstituted solution of Octaplex® can be stored for up to 8 hours at room
temperature (20°C to 25°C).
e The reconstituted solution of Beriplex® can be stored for up to 3 hours at room
temperature (20°C to 25°C).
Storage ¢ Powdered product has a shelf life of 36 months when stored in a monitored facility at 2 to

25°C.
Do not freeze.

Compatibilities/
Incompatibilities

No other drugs / solutions (including normal saline) can be co-administered in the same line
while PCC is being infused.
Normal saline may be used to flush the administration set.

Pre-administration

Confirm consent has been obtained and documented prior to requesting product from the
blood bank.

An independent 2-person check is required for all doses.
Refer to Manitoba Transfusion Best Practice Resource Manual:

e Guideline 3 - Patient Identification in Blood, Blood Component, and/or Blood Products
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Administration,
Method

Refer to Manitoba Transfusion Best Practice Resource Manual:

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

Guideline 8 - Administration of blood, blood components and blood products
Guideline 6 - Patient required health record documentation of blood, blood component
and blood product

For intravenous use only

Use a separate line with a standard 1V administration set (tubing with a filter is not
required)

If needed, following reconstitution, multiple vials can be combined into a single empty IV
bag for administration

Ensure blood does not enter the syringe filled with product

Initial infusion rate of 1 mL/min (60 ml/hr) for first 5 minutes, followed by a maximum rate
for remainder of the infusion.

Flush the line with normal saline following completion of the infusion.

Octaplex® Beriplex®P/N
Maximal rates of infusion 3mL / min (180 8 mL / min
mi/hr) (480ml/hr)

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 Guideline 7 - Transfusion Reaction -

Identification, Management and Reporting

Common side effect specific to Prothrombin Complex Concentrate are: headache,
allergic reactions, anaphylactic reactions, fever, thromboembolic complications

Both Octaplex® and Beriplex®P/ N have been rarely associated with immediate allergic
or thrombotic complications.

Additional Notes

None

Resources

Octaplex® product monograph

Beriplex® P/N product monograph

Manitoba Transfusion Best Practice Resource Manual

Recommendations for Use of Prothrombin Complex Concentrates in Canada | National

Advisory Committee on Blood and Blood Products (NAC)
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Appendix 1: Reconstitution instructions for Octaplex®

Instructions for preparation and reconstitution:

1. Ensure that the lyophilized powder and solvent vials are at room temperature (20°C to
25°C). This temperature should be maintained during reconstitution. If the octaplex® powder
and water for injection (WFI) are not already at room temperature, warm up the closed vials to
room temperature. This temperature should be maintained during reconstitution. If a water
bath is used to warm the WFI, care should be taken to ensure the water does not come into
contact with the rubber stopper or closure system of the vials or warming beyond 30°C.

2. Remove the flip caps of the Iyophilized powder and solvent
vials and disinfect the rubber stoppers with an alcohol swab and
allow to dry.

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

4, Place the solvent vial on a flat, 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 and press straight and
firmly down, in one swift motion, until it snaps into place (Figure 2).
Solvent Vial Do not twist while attaching.

Figure 2

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 (Figure 3).
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6. Place the lyophilized powder vial on a flat, 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 vial and press
firmly down, in one swift motion, until it snaps into place (Figure
4). Do not twist while attaching. The solvent will flow
/-_} automatically into the powder vial.
b Lyophilized MNote:
Powder Vial The transfer device must be attached to the solvent vial first and
- then to the lyophilized powder vial. Otherwise, loss of vacuum
Figure 4 occurs, and transfer of the solvent does not take place. If the
solvent is not completely transferred to the lyophilized powder
vial during this process, contact your blood bank.
Empty
Solvent Vial 7. With both vials still attached, gently swirl the product vial until
A1 1 the product is fully dissoclved. To avoid foam formation, do not
E shake the vial. octaplex® dissolves quickly at room temperature
(20°C to 25°C) and is a clear solution that may be colourless to
slightly blue. Unscrew the transfer device counterclockwise into
Reconstituted two parts (Figure 5). Do not touch the luer lock connector.
Product Vial
Dispose of the empty solvent vial together with the blue part
of the transfer device.
Figure 5
Instructions for Infusion:
%«
"‘ H 9 1. Attach a syringe to the luer lock outlet on the white part of

g

Reconstituted
Product Vial

Figure 6

Reconshitubad
Product Vial

O
I

:_‘
o

Figure 7

the transfer device (Figure 6).

2.
syringe (Figure 7).
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3. Once the solution has been transferred, firmly hold the
|-1 Empty barrel of the syringe (keeping the syringe plunger facing
1 Eﬁj o down) and remove the syringe from the transfer device
3 (Figure 8).

2 4. Dispose of the white part of the transfer device together

&l with the empty vial.
11
= 5. Attach a suitable administration set to the luer adapter of
Figure 8 the syringe.

6. Disinfect the intended injection site appropriately.

7. Using an aseptic technique, inject the octaplex® solution intravenously at an initial rate of
1 mL per minute, followed by 2-3 mL per minute, if appropriate. A pump can be used to
regulate and control the injection rate when administering octaplex®. No blood should enter
the syringe due to the risk of fibrin clot formation.
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Appendix 2: Reconstitution instructions for Beriplex®

Reconstitution and withdrawal must be carried out under aseptic conditions.

Bring the Product and the solvent (diluent) to room temperature. Ensure that the product and
solvent vial flip caps are removed and that the stoppers are treated with an antiseptic solution and
allowed to dry prior to opening the Mix2Vial® package.

I. Open the Mix2Vial” package by peeling off the lid. Do net remove the Mix2Vial® from the
blister package!

==

2. Place the solvent vial on an even, clean surface and hold the vial tight. Take the Mix2Vial®
together with the blister package and push the spike of the blue adapter end straight down
through the solvent vial stopper.

3. Carefully remove the blister package from the Mix2Vial® set by holding at the rim, and
pulling vertically upwards. Make sure that you only pull away the blister package and not
the Mix2Vial® set.

(te(=0
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4. Place the product vial on an even and firm surface. Invert the solvent vial with the
Mix2Vial® set attached and push the spike of the transparent adapter end straight down

through the product vial stopper. The solvent will automatically flow into the product vial.

5. With one hand grasp the product-side of the Mix2Vial® set, and with the other hand grasp the
solvent-side and unscrew counterclockwise the set carefully into two pieces. Discard the
solvent vial with the blue Mix2Vial® adapter attached.

X
(53]

L —

6. Gently swirl the product vial with the transparent adapter attached until the substance 1s fully

dissolved. Do not shake.

7. Draw air into an empty, sterile syringe. While the product vial 1s upright, connect the syringe
to the Mix2Vial®’s Luer Lock fitting by screwing clockwise. Inject air into the product vial.

=

oS —
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Withdrawal and application:

8. While keeping the synnge plunger pressed, turn the system upside down and draw the
solution into the syringe by pulling the plunger back slowly.

|

9. Now that the solution has been transferred into the syrninge, firmly hold on to the barrel of the
syringe (keeping the syringe plunger facing down) and disconnect the transparent Mix2Vial®
adapter from the syringe by unscrewing counterclockwise.
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