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A1l patients will receive best: available treatment, as usual, for
bleeding episodes when they occur. Symptoms should be reported
promptly, as usual,
Patients. must agree am intention to participate in the trial for a
full four terms,

VII Determination of Patient Eligibility

A petient will be considered eligible for admission to the trial when the
data forms enititled "Determination of Patient Eligibility" have been
completed by the phyaician reaponsible for olinical management, and

received by the physician responsible for trial administration,

VIII Randomization Procedure and Treatment Assdemmentt

Having received. the data forms: referred to above, the physician responsible
for trisl administxatiom will provide the physician responsible for
therapeutic infusions with a schedule for assigning the patient to
treatment with: concentrate or placebo, during eash of the treatment periods,

IX Prophylectic Administration of Concentrate

Once weekly, the patient will receive an infusion of concentrate or placebo,
depending on which treatment period is current. Concentrate will be given.
in aw amount calculated to produce a plasma factor VIII level greater than
5% for 24 hours.

Dr, Aronstam will supervise the preparation of infusions for the trial,

The total volume givem to an individual patient will be the same throughout
the trial, so that the patient will not be given an indication as %o whether
he is receiving concentrate or placebo, Needles used for prophylactic
infusiona will have an: outside diameter no greater tham No, 19 gauge.
Frecautions will be taken to maintaim firm pressure. on the infusion site

until haemostasis is assured.
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Development of factor VIII inhibitors
If at any time during the trial, a patient develops inhibitors to
factor VIII, this will be noted on the data forms which will be sent to
the physician responsible for trial administration, and the patient will

be withdrawm from further Participation in the trial.

Extreme efforts must be made to assure that, once admitted to the trial,
a patient fulfils all the requirements. For a variety of reasons,
(e.g.,development of factor VIIT inhibitors, serious intervening illness,
nacessity to move out of the country, lack of patient co-operation, e‘&c,),
it may be necessary to withdraw patients from further participation in
the trial, However, it must be realised that at the moment off

treatment:. assignment, patients are - for the purposesa. of data analysis -

irrevocably admitted to the trial, Al available informatiom must he

sent: to the. physician responsible for trial administration, in the event
of unavoidable withdrawal. Substitute patients should be considered,
if withdrawals take place in the first half of the trisal,
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