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Use of recombinant factor Vlla (rVIla) in the treatment of uncontrolled haemorrhage

1. INTRODUCTION

1.1 This document is intended as a guide on the process of requesting and using
recombinant Factor Vlla (rVlila) for bleeding patients.

1.2 It contains details on indications for use and how to request the product.

2. PURPOSE

2.1 To ensure staff have a quick guide to requesting and using rVlla.

3. SCOPE

3.1  Staff involved in the use of rVlla for bleeding patients.

4. RECOMBINANT FACTOR VIIA IN MAJOR HAEMORRHAGE

4.1 Recombinant Factor Vlla (rVIla) is a freeze-dried concentrate which is currently only
licensed for treatment prophylaxis of haemorrhage in patients with haemophilia A or B
with inhibitors to factors VIl or IX, acquired haemophilia, factor VII deficiency, or
Glanzmann’s thrombasthenia.

There have been many positive case reports about the efficacious off-label use of rVila in
uncontrolled post-operative bleeding. However this must be considered in conjunction
with several randomised controlled trials which have not showed benefit. The British
Society for Haematology guideline (Haematological management of major haemorrhage,
2022) states The use of rVlla is not recommended in the management of major
haemorrhage unless as part of a clinical trial (1B).

Considering the above, there may be a place for considering its use to control
bleeding in certain situations when other measures have failed.

5. INDICATIONS FOR USE

5.1 rVllais only indicated for:

- patients not responsive to attempts at surgical haemostasis or standard
transfusion support measures (see below).

- as first line therapy in uncontrollable haemorrhage in Jehovah’s Witnesses or
other groups who have definitively refused all products derived from human blood.
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5.2 Relative contra-indications

Theoretically rVila may predispose to arterial and venous thrombosis. There is limited
date about such sequelae in the literature but caution should be exercised in those
patients deemed to be at risk.

There may be an increased risk of thrombosis when a period of time has elapsed after
surgery e.g. 24-48 hours, before rVlla is given.

6. CLINICAL USE

6.1 See Appendix A for a quick guide.
Requesting

Surgical bleeding must be eliminated, therefore a return to theatre for exploration must
be considered if appropriate. Additionally, the following criteria must have been met:

- Fresh frozen plasma (FFP) must be given to maintain PT/APTT <1.5 x normal
control

- Platelets must be >75 x 10°/L

- Fibrinogen must be >1.0g/L

- Temperature must be >35°C

If these criteria are ALL met then rVIla should be considered, and the Consultant
Haematologist informed before requesting the drug from the blood transfusion laboratory.

The request for factor rVila must be made by a Consultant.

6.2 Dose

Because of the paucity of information, the “correct” dose in different clinical settings is
unknown. However, the standard dose offered is 90 micrograms/kg by slow intravenous
infusion. This may be repeated, if needed, after 2 hours.

See Appendices C and D for details of reconstitution.
If the bleeding is still not controlled, further assessment of the situation will be necessary.

The prescription for rVlla should always be on the patient’s prescription chart. Factor Vila
(recombinant) is a biological medicine. Biological medicines must be prescribed and
dispensed by brand name, record the brand name and batch number after each
administration.

6.3 Monitoring

The efficacy of rVila can only be judged clinically. There are no straightforward laboratory
parameters by which to measure the action of rVlila.
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6.4

6.5

The checklist (Appendix 5) must be completed and filed in the patient’s notes as a unified
record of who has authorised the use of rVila and that all pre-requisites for use have
been fulfilled.

Availability and storage

rVila must be stored in a temperature-controlled environment below 25°C. Within this
trust these are stored within the Blood Transfusion Laboratory stock fridges.

Normal stock levels
PCH Blood Transfusion Laboratory 1 x 1mg vial of rVlla (NovoSeven)
1 x 2mg vial of rVlla (NovoSeven)
2 x 5mg vials of rVila (NovoSeven)

HH Blood Transfusion Laboratory 1 x 1mg vial of rVlla (NovoSeven)
1 x 2mg vial of rVlla (NovoSeven)
1 x 5mg vial of rVIla (NovoSeven)

Further supplies are obtainable in an emergency. These may be by stock sharing
between PCH and HH, or from the haemophilia centre at Addenbrookes, so delivery
times may vary.

Documentation
Appendix B must be completed and kept in the patient notes.

NovoSeven (rVlla) should be prescribed under the brand name.
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APPENDIX A: USE OF NOVOSEVEN (RVIIA)

Flow Chart for Use of NovoSeven

Doctor makes clinical assessment of patient’s bleeding

Bleeding considered life threatening

v

Send urgent PT, APTT, Fibrinogen, FBC and X match (as appropriate) Contact transfusion
laboratory and request urgent results and inform laboratory that blood products required
Weigh patient or make estimate of weight

}

Transfuse sufficient Fresh Frozen Plasma to keep the PT and APTT < 1.5 x control and
platelets to keep the platelet count > 75 x 109/I.
Institute any appropriate surgical management.
If bleeding persists at significant rate, contact on call Haematology Consultant regarding
use of NovoSeven

!

Haematology Consultant approves use of NovoSeven

'

Request NovoSeven via transfusion laboratory.
Provide patient’s weight (or estimate) and dose authorised by the haematology consultant

'

Transfusion laboratory contacts doctor/clinical area to inform NovoSeven available.
Arrange immediate collection from blood bank

|

Reconstitute in clinical area (see Appendix C & D)

|

Administer as slow IV bolus over 5-10 minutes (according to product literature)

|

Monitor bleeding and observe for signs of thrombosis. If ongoing bleeding, repeat FBC,
PT/APTT/Fibrinogen.
Consider another dose of NovoSeven after 2 hours if appropriate

'

Record clinical efficacy and complete the checklist in Appendix B and file in medical notes
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APPENDIX B: CHECKLIST FOR USE OF RVIIA

The issue of rVlla is highly restricted. Therefore, all criteria should be initialled to indicate that they have

been met and then the form must be signed by/on behalf of a Consultant.

PLEASE RETAIN THIS DOCUMENT IN THE PATIENT’S NOTES.

Criteria Initial
when met
The Haematology Consultant on call should be contacted for confirmation
Primary surgery (if at all) within the preceding 48 hours
There has been surgical re-exploration (if appropriate) to ensure surgical haemostasis
Fresh Frozen Plasma (FFP) has been be given to maintain PT/APTT < 1.5 x normal control
Platelet count is > 75 x 10%/L
Fibrinogen > 1.0 g/L
Acidosis has been treated (base excess > - 4)
Temperature is > 35°C
rVila approved by Consultant
Consultant Name
Contacted by (print Name) Signature
Date Time
rVila administered by
Print Name Signature
Date Time
Please write patient details below, or affix addressograph label
Patients Name
Date of Birth Hospital Number
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APPENDIX C: RECONSTITUTION OF NOVOSEVEN

Each NovoSeven package contains:

1mgé&2mg
— 1 vial (2 ml) with white powder for solution for injection.
— 1 vial (2 ml) with solvent for reconstitution.

5 mg

— 1 vial (12 ml) with white powder for solution for injection.
— 1 vial (12 ml) with solvent for reconstitution.

An infusion kit will also be issued, which contains all the equipment needed to prepare the NovoSeven for
administration, including a luer lock syringe and vial adapters. It will also include the manufacturers written
and visual instructions for reconstitution.

Always use an aseptic technique when preparing NovoSeven for administration.

1.

10.

11.

12.

Bring both vials, i.e. the NovoSeven (powder) and solvent (water), to room temperature by holding
them in your hands. Do not exceed 37°C.

Remove the protective plastic caps from both vials, so that the central part of the rubber stopper is
visible on each. N.B. If the caps are loose or missing the vial must be discarded without use.

Clean each of the rubber stoppers using an alcohol swab and allow to dry before proceeding.

Remove the protective paper from the vial adapter and click the vial adapter on to the solvent vial
without taking it out of the protective cap. Take care not to touch the tip of the vial adapter. Once
attached, remove the protective cap.

Remove the syringe from its packaging. Pull back the plunger, drawing up a volume of air equal to
the amount of water required for injection (ml equals cc on the syringe). Screw the syringe onto the
vial adapter attached to the solvent vial, ensuring that it is tightly fastened.

Inject air into the solvent vial by pushing the syringe plunger until a clear resistance is felt.

Hold the syringe so that the solvent vial is upside down and pull the plunger to draw the solvent into
the syringe

Click the empty solvent vial from the vial adapter, by tipping the syringe and vial adapter forwards.
Do not remove the vial adapter from the syringe.

Click the vial adapter, still attached to the syringe, onto the powder vial. Hold the syringe slightly
tilted with the vial facing downwards. Push the plunger slowly to inject the solvent into the powder
vial. Make sure not to aim the stream of solvent directly at the NovoSeven powder as this will
cause foaming.

Gently swirl the vial until all the powder is dissolved. Do not shake the vial as this will cause
foaming.

Check the solution is clear and colourless. Do not use the solution if there is any discolouration
or if any particles are present. Draw all of the solution up into the syringe.

Unscrew the vial adapter with the empty vial attached from the syringe. Empty vials and adapters
should be disposed of in the sharps waste.
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APPENDIX D: NOVOSEVEN PRODU

Overview | Preparing the solution )
Vial adapter (A) 720
g Protective @ Tip =
cap g \
AR S ®)

Protective paper

Syringe

Wash your hands. NovoSeven® i Pl Screw the syringe tightly onto
powder and solvent vials should be o P“IH the p}”ar,‘?ter'; tto draw I?ta 8 the vial adapter on the solvent
at room temperature at yolume-ob airthat isiequallo vial. Inject air into the vial by

reconstitution. Remove the plastic the amount of solvent in the | ushing the plunger until you
caps from the two vials. If v?e caps solvent vial (ml equals cc on ?eei a c?ear rgsistagnce. 4
are loose or missing, do not use the the syringe).
vials. Clean the rubber stoppers on
the vials with alcohol swabs and
allow them to dry before use.

Sheath
: u Remove the protective paper
from the vial adapter without
taking the vial adapter out of the
| protective cap. Attach the vial
Plasticcap || adapter to the solvent vial. Take

Plastic cap
care not to touch the spike on
| Rubber T the vial adapter.
stopper
stopper Once attached, remove the
protective cap from the vial
adapter.

e ~ = = > >
E Hold the syringe with the solvent G Remove the empty solvent vial B Click the vial adapter, still a Gently swirl the vial until all the
vial upside down. Pull the by tipping the syringe with the attached to the syringe onto the powder is dissolved. Do not
plunger to draw the solventinto | vial adapter. powder vial. Hold the syringe shake the vial as this will cause
the syringe. : slightly tilted with the vial facing foaming. Check the solution for
' downwards. Push the plunger bits and discolouration. If you
slowly to inject the solvent into | | notice either, do not use it.
the powder vial. Make sure not NovoSeven® reconstituted
to aim the stream of solvent product is a clear, colourless
directly at the NovoSeven® solution.
powder as this will cause
foaming. | If you need a larger dose, repeat
i the procedure until you have
reached your required dose.
Although NovoSeven® will be
stable for 24 hoursat 2 to 8
degrees Celsius after it has been
mixed, you should use it at once
to avoid infection.
|
! 4
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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? Y Full approval

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 25 September 2024

3. | Name of Compliance Lead Carly Goddard Vo gaiiizion
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Please do not delete any of the below approval sections.
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Signature
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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 | Date | 04/10/2024

Signature T\ A
ADDITIONAL APPROVAL MEETINGS: Complete all that apply

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 Chair's Name | Not Applicable
Date Enter date Date Enter date
Signature Signature

Select Meeting. Select Meeting.

Chair’'s Name | Not Applicable Chair's Name | Not Applicable
Date Enter date Date Enter date
Signature Signature

FIRST-LEVEL APPROVAL: FISS Divisional Leadership Board

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. Tim Jones | Date ‘ 23/10/2024

Signature g

Please confirm if document requires Second-Level approval or it is to be submitted for v APPROVAL
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