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1. INTRODUCTION

The reatment of patients with haemophilia A was revolutionised in 1964 following
the observation by Poole et al (1) who demonstrated that a fraction of plasma
precipitated on thawing (cryoprecipitate) was effective in reducing bleeding in such
patients. For many years, cryoprecipitate was the mainstay of treatment of
haemophilia patients, until purified Factor VIII concentrates became available.

While this further improved the treatment of haemophilia patients, it was not
without its drawbacks, notably virus transmission (HIV, hepattis B and non-A, non-B
hepatitis agents) and an apparent immune disturbance in non-HIV infected
individuals. The cause of this immune disturbance has not beca unequivocally
identified, and many ‘- contaminants of the Factor VIII concentrate have been
implicated, including immunoglobulin and total protein load.

This suggestion has led most manufacturers to develop Factor VIII products which
have less contaminating protein in them.” The Protein Fractionation Centre,
Edinburgh has developed sucha product in collaboration with French colleagues.

This surveillance study is designed to assess the tolerability of HPVII in patients
with Haemophilia A, particularly in respect to evidence of viral transmission.

The aim of this study is to assess the tolerability of HPVIII. This will consist of the
following elements.

i. Immediate (allergic-type) reactions.

ii. To assess effects of HPVIII on immune function, by measurement of lymphocyte
subset numbers.

iii. To assess the deveiopment of inhibitors to Factor VIII in patients on HPVIIL

iv. To monitor liver function in patients on HPVIIL

1 s s ML
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2. METHODS
2.1 Patients

The patients will be hospital in patients and outpatients and will be recn
Haemophilia Directors of Scotland and Northern Ireland.

22 Inclusion Critenia

Patients of either sex and any age whom the physician believes requires

concentrate. All patients shall be diagnosed as suffering from Haemophilia .
who have not been previously treated with a Factor VIII concentrate

untreated patients) should be included in the PUP Study (HP012).

23 Exclusion Criterion

The only exclusion criterion is intolerance to Factor VIII concentrates.

2.4 Number of Patients

Patients who fulfil the entry criteria and who, in the opinionm of the E
Director, require treatment with HPVIII will be enrolled. This will be lin
patients.

3. TRIAL MEDICATION
3.1 Description

The product to be used in the study is:
HPVILI: Factor VIII in vials of approximately 250 TU with a specific activit

than 50 IU/mg protein. This product is produced by the Protein Fractions
and will be supplied gratis by the SNBTS.

32 Storage

Factor VIII concentrate should be stored in the dark at temperatures bet
and +8°C.

33 Resoiution from the dry state

The vial of Factor VIII Concentrate and the sterile water for injections (Ph |
be brought to room temperature before reconstitution. Remove the plasti
the Factor VIII Concentrate and the sterile water for injections (Ph Eur) ar
stoppers with a spirit swab. Using a syringe, gently add the sterile water fc
(Ph Eur) to the dried Factor VIIL. The contents of the vial should be mix
ensure resolution. DO NOT SHAKE THE SOLUTION. The solution sho
allowed to stand without further agitation.

Performed in this way the reconstitution is generally instantaneous and
complete within 5 minutes in the case of HPVIII.
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6.4 Documentation

1. Entry Registration Form (Forrm A) should be completed as soon as a potentially
suitable patient is identified and sent to the Co-ordinating Centre. The Co-ordinating

Centre will issue a letter of confirmation of receipt which will include a patient
study number.

2. Blood Product Usage Report Form (Form B) should be completed to keep a record
of blood product usage by patients in the study. If it is

more convenient, a
computer printout of usage may be attached to Form B.

3. A quarterly laboratory reportform shall be completed for each patient, on which the
results of those tests required by the protocol shall be recorded.

-~

6.5 Adverse Events

Acute adverse events in the use of Factor VIII concentrates are rare. Some
patients experience slight irritation at the site of injection. A transitory headache
or nausea following the administration of Factor VII concentrate aiso has been
reported and for individual patients, this appears to be batch related.

In the event of any pauent experiencing a reaction to the infusion, the infusion
should be stopped immediately and appropriate medical action taken. The infusion

should be restarted in such case only when, in the opinion of the attending physician,
it is justifiable to do so.

6.6 Analysis of Data

As this is an open study without a control group, the data will be presented

descriptively. The data will be subject to analysis to detrmine whether there are any
trends associated with time on HPVIIL
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7. ADMINISTRATION

7.1  Ethical Review

The protocol will be approved by the ethics committee of each of the Haemophilia
Centres which supplies the haemophilia patients. No individual, whose respective
ethics committee has not consented to the study, will be entered.

72 Declaration of Helsinki

‘The trial shall conform to the recommendations of the Declaration of Helsinki as
adopted at 18th World Medical Assembly, Helsinki, Finland, 1964 and as revised

by the 41st World Medical Assembly, Hong Kong 1989. A copy is appended
(Appendix IV).
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73  Leqal Category

The trial will be performed under the terms of the Clinical Trials Exemption (CTX)

Scheme. It will not take place until authorisation to proceed has been received from
the Medicines Control Agency.

74 Compliance with protocol and permitted deviations

The final protocol of the study will be agreed by the clinical investigators and the
SNBTS and will be signed in confirmation of such agreement. The protocol will be
approved by the SHHD and the local Ethics Committee. Any variations to this protocol
must be agreed in advance by the clinical investigators and approved by.the SNBTS and.
SHHD. The Medicizes Control Agency and the local Ethics Committee will be
informed of any such variations. While in normal circumstances the protocol should be
adhered to, in any emergency situation, the clinical investigator(s) shall exercise their
clinical judgement and safeguard the patient's interests. In such cases, deviations from
the protocol shall not require the prior approval of the SNBTS and the SHHD, nor the
local Ethics Committee. Any such deviations from the protocol, along with full details

of the reasons for their occurrence should be reported to the SNBTS in writing as soon
as possible.

7.5 Confidentiality

Volunteers taking part in the study will be issued with a study number, and this
number and initals will be used to identfy samples and in the handling of data.

Patients taking part in the study may thus be assured that their identity will be known
to as few people as possible.

7.6 Maintenance of Records

The Case Report Forms--of each patient shall be retained by the SNBTS for a
period of at least 15 years and shall be made available for the inspection of members
of the Regulatory Authorities, or other authorised individuais only.

7.7 Indemnity of investigators /Haemophilia Docto

Trials of SNBTS Factor VIII products are covered by a Scottish Home and Health
Department Compensation Scheme which is based on ABPI Healthy Volunteer Study
Guidelines. One copy of this letter should be signed by the Investigator in agreement
with the terms of the letter and returned to Dr R Stewart. In addition each major
investigator will be required to sign an Investigator's Agreement,
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7.8 Prestudy Documentation

The study will be conducted under the Clinical Trial (Exemption) Scheme (CTX) of

the Medicines Control Agency. Trial medication will not be issued to a trial centre
until Dr R Stewart receives the following:

1. Approval of the study by Medicines Control Agency by the issue of CTX.

2. A copy of the Local Ethics Committee's letter of approval.

3. A copy of the laboratory normal ranges for the tests required by the protocol.

-~

4. A specimen copy of :he informed consent form. ’
5. An up-to-date copy of the curriculum vitae of each of the clinical investigators.
.6. A copy of the letter of indemnity signed by the major investigator in that centre.

7.9  Monitoring Responsibility

Monitoring of the trial will be the responsibility of Dr R Stewart who will visit the

Centre to review progress at least every three months. During the early phases of

the trial these visits will be more frequent to ensure that any misunderstandings are
cleared up quickly.

7.10 Adverse Event Reporting

Any serious adverse events which occurs subsequent to the infusion of HPVIII should
be reported immediately by telephone 1o Dr R Stewart or his deputy (Tel No 031 220
4590). A serious adverse event includes the death of any patient in the study of
whatever causes, even if apparently unrelated to the trial medication. This is necessary
as the SNBTS must report such reactions to the Medicines Control Agency

promptly. Minor adverse events would be reported at the next regular monitoring
meeting. -

7.11 Early Cessation of the Trial
The SNBTS reserve the right to stop the trial if:

a. Recruitment is too slow to allow accrual of an adequate number of patients in a
reasonable length of time.

b. Evidence is gained that patients are being e*posed to an unacceptable risk.

c. For any reason, it is not . possible to continue to suppiy the trial matenial.

d. Advances in therapy make the prorocol obsolete.
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7.12 Publication

Without prejudice of the intention to publish the resuits of this study, the SNBTS
reserve the right to review any written or oral presentation of the data prior to

publication. This is to ensure that no information with potentially commercial
applicaton is disclosed premarturely.
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