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Guidelines on the use of OCTAPLEX® (Prothrombin complex concentrate/PCC)
for rapid reversal of warfarin in association with life threatening bleeding

1. INTRODUCTION

1.1 Octaplex® is licensed in the UK for treatment of bleeding disorders including reversal of
oral anticoagulation with vitamin K antagonists (e.g. Warfarin).

It contains freeze dried human derived Factors I, VII, IX, X and Proteins S and C.
It provides very effective, rapid reversal of warfarin.

Octaplex® is potentially thrombogenic and may provoke arterial or venous thrombosis.
Its use should therefore be restricted to life threatening situations when the thrombotic
risks are relatively less than the risk of continued bleeding.

Although the risk of bleeding on warfarin increases when the international normalised
ratio (INR) >4.5 most bleeds (including intracranial bleeds) occur with the INR in the
therapeutic range.

2. PURPOSE

2.1 These guidelines have been produced to ensure that Octaplex® is used appropriately
when clinically indicated, in cases of life-threatening bleeding.

3. SCOPE

3.1 These guidelines should be referred to by all staff responsible for requesting, prescribing
and administering Octaplex®, and are based on British Committee for Standards in
Haematology guidelines.

4. REQUESTING AND DOCUMENTATION

4.1 Octaplex® is requested from and supplied by the Blood Transfusion Laboratory.

Octaplex® is collected from Blood Bank and follows the same rules and regulations as
other blood products — see Policy C0161 Blood Transfusion Policy for further information.

Octaplex® should be prescribed on the blood prescription chart, and traceability recorded
for each box administered.
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5. USE OF PCC

5.1 Indications

Life threatening haemorrhage.

Intracranial haemorrhage (this carries a 50% mortality in patients on warfarin).

Treatment of bleeding and prophylaxis of bleeding in patients being treated with Vitamin
K antagonists, where rapid correction is clinically indicated (where vitamin K alone or

delaying intervention is not clinically reasonable)

Octaplex® can be considered for ‘off licence’ use for continued bleeding in patients on
Direct Oral Anti-Coagulation therapies (DOAC)Patients on Warfarin with a strong
suspicion of intracerebral haematoma after a clear head injury should have their INR
reversed with PCC immediately, and before the CT and INR results are available. (BSH

2011).

In genuine emergency situations (life threatening bleeding) when a request for Octaplex®
without an INR result is made, a single dose of 1000 U will be issued with the
understanding that a coagulation sample will be sent to the laboratory without delay.
Once the INR is known, the remainder of the required dose must then be requested
from the transfusion laboratory.

5.2 Dose

Emergency anticoagulation reversal in patients with major bleeding should be with
25-50 u/kg four-factor prothrombin complex concentrate (see doses below) and 5
mg intravenous vitamin K (1B)

Wt (kg) INR 2-2.5 INR 2.5-3 INR 3-3.5 INR >3.5
50 1500iu 2000iu 2500iu 2500iu
60 2000iu 2000iu 2500iu 3000iu
70 2500iu 2500iu 3000iu 3000iu
80 2500iu 3000iu 3000iu 3000iu
90 2500iu 3000iu 3000iu 3000iu
100 3000iu 3000iu 3000iu 3000iu

Maximum single dose is 3000iu

Once a vial is reconstituted please use the complete vial. DO NOT discard part used

vials

5.3 Contraindications

e Hypersensitivity to the active substance or to any of the excipients of the

powder (heparin or tri-sodium citrate dihydrate).
¢ Known allergy to heparin or history of heparin induced thrombocytopenia
¢ Individuals who have IgA deficiency with known antibodies against IgA
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5.4 Risks

e Thrombosis (arterial and venous) and may provoke DIC.
¢ Anaphylaxis.
e Viral transmission.

5.5 Reconstitution

Octaplex® is stocked in the Transfusion Laboratory and should be collected from the
blood bank as soon as it is available after being requested.

Octaplex® is provided as a dried powder (available vial sizes are 500 |U and 1000IU per
vial) along with sterile water. It will need to be reconstituted in the clinical area by the
nurse or doctor responsible for the patient. Multiple boxes will be issued to provide the
correct dose.

One box of Octaplex® contains:
e Octaplex® powder in a vial with a stopper and flip off cap.
e Solvent (water for injection) with a stopper and flip off cap.
¢ A needle free transfer set - Nextaro® transfer device (instructions can be found in
Appendix C).

To reconstitute, follow the instructions provided in the pack

e Warm to room temperature by gently rolling the bottle in your hands

e Remove the flip off caps from the powder vial and the solvent vial and clean the
rubber stoppers with an alcohol swab.

e Peel away the lid of the needle free device package. Do not remove the device
from the package.

e Seat the blue end of the device on the solvent vial, using the blister pack as a
holder. Place the solvent vial on an even surface and hold it firmly. Push down the
mixing device until the spike penetrates the stopper and the device snaps into
place. Do not twist while attaching.

e While holding the solvent vial, carefully remove the plastic package and discard it,
being careful to leave the mixing device attached to the solvent. Take care not to
touch the exposed end of the device.

e Place the powder vial on an even surface and hold it firmly. Turn the solvent vial
with the attached mixing device upside down and insert the white end of the
mixing device into the powdered Octaplex® vial, pushing down until the spike
penetrates the stopper and the device snaps into place. Do not twist while
attaching.

e The solvent will automatically flow into the Octaplex® powder vial. With both vials
still attached, gently swirl the vial to make sure the Octaplex® is thoroughly mixed.
Octaplex® dissolves quickly at room temperature to a colourless/slightly blue
solution. If the powder fails to dissolve completely or a deposit is formed, do not
use the preparation.

¢ Remove the empty solvent vial and blue part of the mixing device by turning it
anti-clockwise, and dispose of it.

Guidelines on the use of OCTAPLEX® (Prothrombin complex concentrate/PCC) for rapid V7 — 2024 Page 7 of 15
reversal of warfarin in association with life threatening bleeding

CAUTION: Refer to the Document Library for the most recent version of this document
Uncontrolled copy when printed



e Attach a 60 ml luer lock syringe to the Octaplex® vial. The syringe must be clearly
labelled with the name and strength of the drug.

e The total number of vials required to give the final dose can be reconstituted at the
same time.

5.6 Administration

Administer the reconstituted Octaplex® solution by the intravenous route using a syringe
pump.

In life threatening situations, using an administration rate of 4 to 8ml/minute means that a
dose of 3000 iu can be given over a total of 15 to 30 minutes. There is evidence to show
that faster administration rates of up to 10ml/minute have been used without any adverse
reactions (Reiss et al., 2007, Franken et al., 2007). There is a small risk of allergic
reactions — if these occur the infusion should be stopped immediately and standard
allergy/anaphylaxis therapy should be instituted. As a precautionary measure, the
patients pulse rate should be measured before and during the infusion. If a marked
increase in the pulse rate occurs the infusion speed must be reduced or the
administration must be interrupted.

No blood must flow into the syringe due to the risk of formation of fibrin clots.

Once reconstituted, the solution should be used immediately.

5.7 Post Administration

Repeat PT/INR 30-60 minutes post administration and at 6 hours + 18 hours (the patient
may need further therapy).

Monitor clinical response and for evidence of disseminated intravascular coagulation
DIC/thrombosis.

Daily full blood counts (FBCs) and INRs/clotting screens are required for 2-3 days post
infusion.

Some severely over anticoagulated patients may need further doses of vitamin K if there
is a clinical need to maintain complete reversal.

Once the acute event has been treated and the patient is stable it may be appropriate to
consider prophylactic heparin in some situations e.g.: mechanical heart valve.

Always record the efficacy of Octaplex® in the patients notes.

6. REFERENCES
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APPENDIX A: THE MODIFIED WORLD HEALTH ORGANISATION (WHO)

BLEEDING SCALE

Grade 1
« Mild/moderate petechiag, purpura,
« Mild/moderate oropharyngeal bleeding, epistaxis <30 minutes in duration

Grade 2

+ Melaena, haematemesis, haemoptysis, fresh blood in stool, musculoskeletal
bleeding or soft tissue bleeding not requiring red cell transfusion within 24
hours of onset and without haemodynamic instability

+ Profuse epistaxis or oropharyngeal bleeding i.e.> 30 minutes in continuous duration

+ Symptomatic oral blood blisters i.e. bleeding or causing discomfort

Extensive petechiae, purpura i.e. numerous in number and/or pasitioned on either

face or abdomen and/or spreading by comparison to previous assessment

Visible blood in uring

Bleeding from invasive sites requiring 2 = changes of dressings in a 24 hr period

Unexpected vaginal bleeding saturating 2 2 pads with blood in a 24hr period

Red cells in body cavity fluids cbvious macroscopically

Retinal haemorrhaae with/without visual imoairment

*® & & & @

(Grade 3 \

+ Melaena, haematemesis, haesmoptysis, haematuria -including intermittent gross
bleeding without clots, abnormal vaginal bleeding, fresh bloed in stool, epistaxis,
and oropharyngeal bleeding, bleeding from invasive sites, musculoskeletal
bleeding, or soft tissue bleeding requiring red cell transfusion specifically for
support of bleeding within 24 hours of onset and without haemodynamic
instability

« Body cavity fluids reported as grossly bloody in laboratory, nursing, or medical
notes

« CNS bleeding noted on CT (computerized tomography) without clinical
consequences

\L /

Grade 4

+ Debilitating bleeding including retinal bleeding with visual impairments

+ Non-fatal CNS bleeding with neurclogical signs and symptoms

+ Bleeding associated with haemodynamic instability (hypotension, =30 mm Hg
change in systolic or diastolic HP)

+ Fatal bleeding from any source

svisual impairment is defined as a field deficit, and patients with suspected visual

impairment require an opthalmologic consultation

\ V,
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APPENDIX B: SUMMARY OF PROCEDURE FOR USE OF OCTAPLEX®

Summary of procedure for use of Octaplex®

Doctor makes clinical assessment of patient on warfarin and bleeding.
Bleeding is considered life threatening

v

o Send urgent INR, APTT, Fibrinogen, FBC and X match (as appropriate)

o Weigh patient or make estimate of weight

o Contact transfusion laboratory and request urgent results and inform laboratory that Octaplex® is
required. If possible, inform the laboratory:

Why the patient is on Warfarin (i.e. Stroke, DVT, PE, other thrombosis)
¢ If the patient has a known allergy to heparin/ previous Heparin Induced Thrombocytopaenia (HIT)

Request Octaplex® via transfusion laboratory
If current INR known
* Request as per dosing algorithm taking into account patient’s weight and current INR

If INR not known
* Ensure urgent INR sample has been sent. Request 1000iu Octaplex® for immediate management of the
patient
* Once INR result know, request remainder of the dose as indicated in the dosing algorithm
NOTE: maximum total Octaplex® dose = 3000IU in 24 hours

Administer vitamin K 5mg iv

!

Transfusion laboratory contacts doctor/clinical area to inform Octaplex® available — doctor/nurse arranges
immediate collection from blood bank

|

| Reconstitute in clinical area \

|

IAdminister as slow iv bolus (see section 5.6 for details)

IRepeat INR/clotting screen at 30 — 60 minutes|

v

Repeat INR/clotting screen at 6 hours and 18 hours
Monitor for signs of thrombosis and DIC

Record clinical efficacy of Octaplex® in medical notes
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APPENDIX C:

NEXTARO® NEEDLE FREE RECONSTITUTION

OCI'G p I ex‘Ei Human Prothrombin Complex

Instructions for reconstitution using Nextaro®

Peel away the lid
of the outer
package of the
MNextaro®. Do not
remove the device
from the package.

Seplember 2020 I020.017.CC.C

Guidelines on the use of OCTAPLEX® (Prothrombin complex concentrate/PCC) for rapid

Eal

Place the solvent

vial on an even
surface and hold
it firmly. Without
removing the
outer package,
place the blus
part of the
Nextaro® on top
of the solvent wial
and press firmly
down until it
snaps into place.

While holding onto
the solvent vial,
carefully remove
the outer package
from the Nextaro®
being careful to
leave the Nextaro®
attached firmly to
the solvent vial

Place the powder
vial on an even
surface and hold it
firmly. Take the
solvent vial with
the attached
Mextaro® and turn
it upside down.
Place the white
part of the
MNextaro®
connector on top
of the powder vial
and press firmly
down until it
snaps into place.

The solvent flows
automatically into
the powder vial.
With both vials still
attached, gently
swirl the powder
vial until the
product is
dissolved.
Octaplex® dissolves
quickly at room
temperature

to a colourless

to slightly blue
solution.

Unscrew the
Mextaro® into two

parts. Dispose of
the empty solvent
vial with the

blue part of the
Mextaro®.

If the powder fails
to dissolve
completely or an
aggregate is
formed, do not
use the
preparation.

The reconstitution guidelines above have been adapted from octaplex® Summary of Product Characteristics.
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Attach a syringe to
the luer lock outlet
on the white part
of the Nextaro®.
Turn the vial
upside down and
draw the solution
into the syringe.
Dispose of the
MNextaro® and the
empty vial.

oclapharma
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APPENDIX D: PHARMACY QUALITY ASSURANCE CHECKLIST

Pharmacy Quality Assurance Checklist for all Medicine-Related Clinical Policies, Procedures and
Guidelines

This form must be completed by the appropriate designated pharmacist for all policies, procedures
and guidelines relating to medicines prior to being submitted to the Drugs and Therapeutics
Committee.

Title of Document: Central Index Number:

Yes / No /

1. | Document particulars: N/A

Comments (as necessary)

Is the document written in clear, unambiguous language?

Does the document also apply for Hinchingbrooke Hospital/
Peterborough City Hospital/ Stamford Hospital?

If the answer to the above question is YES, has the relevant
pharmacist at the cross site location been contacted for their
input?

(Please indicate name of person contacted in comments)

2. | Evidence Based

Are the product(s) on the Formulary? If non-formulary then
please submit Formulary request/Business case.

Have indications been clearly reviewed?

Are the medicines, hospital supply only?

Have doses of medication been clearly reviewed?

Are definitions in the document clearly explained?

Are roles and responsibilities in the document clearly
explained?

Are the products listed in the document licensed, unlicensed or
off license? If unlicensed then please complete unlicensed
form.

Are there any Patient Safety Alerts/MHRA Alerts/NICE
guidance associated with the document?

Is there any specific ordering or storage requirements with the
product(s) in the document?

Are there any cost implications with the product(s) in the
document?

Is there any supporting evidence to support the document?
(References should be checked and updated)

Are there measurable standards to support the monitoring of
compliance?
(Audit table applicable to policies only)

3. | Pharmacist Compliance Approval:

Name:

Signature:

Role:

Date:

Please return completed form to the Pharmacy Medicines Governance Team.

Pharmacy Medicines Governance — updated December 2022
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APPENDIX E: QUALITY ASSURANCE CHECKLIST

CORPORATE GOVERNANCE COMPLIANCE OFFICER’S USE ONLY
COMMENTS

(to author for amendments)

1 | Title of document

Is the title clear and unambiguous | Y |
2 | Type of document (e.g. procedure, guidance)

Is it clear whether the document is a procedure, guideline, SOP? | Y |
3 | Introduction

Are reasons for the development of the document clearly stated? ‘ Y ‘
4 | Content

Are all sections of the front cover completed correctly?

Is the document in the correct Trust approved format?

e Paragraphs numbered consecutively

e Headers: only on front page to contain logo

e Footers: on every page except front page
Has the Author’s Checklist been fully updated?
Are the Version numbers correct in the title, summary and the footers?

Has the Version Control Summary been fully updated with changes?

Has the Document Contributors section been completed?

<|=<|=<|=<|<|<|=<|=<|<]|=<

Are the objectives/aims clearly stated?

Does this document concern the handling, moving or storage of personal
identifiable or commercially sensitive information? If yes, has a Summary N/A
Privacy Impact Assessment been completed?

5 | Evidence Base

Is the type of evidence to support the document explicitly identified? Y

Are associated documents referenced? Y

6 | Approval Route

Has email approval been received for change of review date only? N/A

Does the document identify which committee/group will approve it? Y

Does the document meet the criteria for Second Level approval or
Information Only?

If answers to any of the above questions is ‘no’, then this document is not ready for approval,
it needs further review.

It is vitally important that documents are forwarded to the Corporate
Governance Team after every amendment and approval meeting to ensure the
most up-to-date version is held by the team at all times.

COMPLIANCE TEAM:

1. | Date Comments returned to author by Compliance Lead

2. | Date of Compliance Team approval 20.09.2024
3. | Name of Compliance Lead Viv Allchin V- Al
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Please do not delete any of the below approval sections.
If certain sections are not applicable to the document’s journey please enter ‘N/A’

SPECIALTY APPROVAL MEETING: Hospital Transfusion Committee

On approval, Chair to sign below and send the document and the minutes from the approval committee to the Corporate
Governance Team. To aid distribution all documentation should use electronic signatures and be sent electronically
wherever possible.

Chair's Name | Dr Lynda Menadue
l,‘ w
CBU APPROVAL MEETING: Enter name of CBU meeting

On approval, Chair to sign below and send the document and the minutes from the approval committee to the Corporate
Governance Team. To aid distribution all documentation should use electronic signatures and be sent electronically
wherever possible.

Chair’'s Name | Not Applicable

| Date | 23/09/2024

Signature

| Date | Enter date

Signhature

ADDITIONAL APPROVAL MEETINGS: Complete all that apply
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