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it has been suggested that 
the frequon_y of eeenrrenpe of 

heswarthrcass 

in aevsrely affected 
haemophiliacs can be reduced by the 

oouti0osd ~ttratton 

of factor VII1 conaontratee at intertala of 2 - 4 weeks ( 
). 

effective. would reduce the 
frequency of binding episodes. No controlled trial 

bee, as yet, bean Carried out 
to detarmtas .ehothor this ass 

cat on 
acl:ievd. 

To benefit the patient, the 
frequency of apontaneeus hae0e00hago, 

traditionally 

treated. should oppsoaCh 
the froquemy of prophylactic 

odninietrrtion of factor VIII. 

It is propped that only 
clinically severely affected patients 

should be the 

sut}ecta of trial. 

The effects Of prophylactic 
administration of factor VIII concentrates 

may 

to complex. per example, a patient may 
gain sufficient eseur8000 from 

such 

trostroct ss to ignore symptoms which 
voula ordinarily cause him to 

c00000lt his 

physician. Coweraoly, be 
any be prompted to exert himself more 

etraWct,aly than 

he night otherwise. sod thereby 
provoke a bleeding episode. The effects of 

psyehologiesl influences on bleeding in 
haasophilia have been stressed (2). 

It is 

desirable to control these eourcon of 
potential bisa by designing a trial 

with 

two specific requirements. First, the verist"son among 
patients is controlled by 

a 'Crass-aver' design. whereby 
each patient tend a as his 0000 

Cmparis... 

Jesordly', the individual variation of 
a admglo patient between 

high and low ed0m0 

factor 7111 concentrate is 
controlled by empioymont of the 

double-blied method. 

It is calculated that it 
prophylactic administration of factor 

V111 redueee the 

number of bleeds by bt . then 10 
patients should provide evidence for 

a 

.tatrotioally eignifionat result. 

An ideol location for 0a0r0inf 
cot a clinical trial to evaluate 

prophyluxin, 

would be a Centro where a rolatevely 
large rambor of esverely affected 

haenophiliana 

arc closely observed daily; whom 
the 'baseline' bleeding habit. of 

the patients 

See known; and whetu poraoasol 
ord feeilitioo exist for 

eopordting clinical 

smogs oat from trial administration. 
loch a location to the Lord Mayor 

1rel0ar 

Col logo. 
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•. _,i blli~-1 t,y Cri to.~is 

• All olaasieal hsrmothili x:. 'to fulfil the fulloring eligibility criteria 

rill he admits d to the tril,-

i,  years or over 

2. Sox - male 

3. Factor VITT level - 196 or leas 

4. She warms number of bleeding 
episodes+ (including h®snrtbroaea, 

hoomatemotn, opiats:os and hoamaturin) during the 
two school terms 

prior to adeiasiom to the trial, must 
exceed 7 per 100 days 

5. Patient$ rith factor VIII inhibitors nil 
be excluded. 

6. e  to ot000 
etilba 

olootivo 00r8007
esol dad or their admix ion to the itriel dolryod

poctcd during tho trial period, 

7. patients partieipotirg in school 
studies with conflicting regutr00to, 

rill be excluded. 

8. All patients must give their ire omcd 
concoct on defined bolos, prior 

to the final dutorninntion of eligibility. 

9, All patiento should ho avnilnble for study 
for  tinimus of 4 toxins. 

_,. bin-lime Clinical Isforelticn Roouira-d 

no 4ottiit In the dots 

foams, will ibeoroeordcd before detoreihntion 
of pati n teeligibility. 

III. Booiline L2:tant ry Stuiies Roauirod 

1. Tceo-ste- factor VIIT assaY (3) 

2. Potter VITI inhibitor ocroon (4) 

IV. Trial 4csigo 

The trial for an irdividurd patient rill consist 
of four school terra. 

During too of tunas terms, the patient will 
raceive oncs-weeklY infusions 

of frosrc-dried, Australia centigan-$ascend 
factor VIII coocontrete, in n 

dose orleulatod to keep the feetor VIII level 
above 55 for 24 hours. 

During the other the terra, the patient will receive 
Oct inf4siot of no 

more than 20 units of factor VIII oondertrato, 
disselood in n beat-

incotivntod sterile 1% albumen solution. 

The pattern of nssigorent to hie.. and 1ov dose 
therapy viii be by roadam 

allocation, after prnlim1wry et=tificetin, according 
to sorority. 

Nbenoror possible, the trial will be ocnplated for 10 
individual patient 

within four eanaooutiye school terms. It any be 
rnecoeary under speclr1 

oircuaaturcco, to duly a troetment period for an interval act to oxeeed 

one school tom. The total trial period shall, 
in no inatnnce, excoad 

air school teen. 

A+C/ discrete episode of joint, cascic, 
oubcuttoocooe, goedt rurinlry or 

meal baoaorrhego, rh to r or wt nnoodcd by 
ti+srac, which in the opinion 

of the inrcatiff ter waa outfiritntiy 'call 
domarontod and scri-cue enough to 

host bean treated with fnatar VII! <ontainiflg natcrisi, rag_ ndlesa of 

whether it eta. in fact. trc-.ted. 
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Tvicier of Ressoroibility 

implement the double-blind roquirwoent, it will be oacessery to divide 

• oponolbility for c'_ialoti nacagenent cod trial administration among 

-renal individuals, no follaws:- 

1. The deetore responsible for clinical carat sweet will be 'blire to the 

treatment oaeignnert. They will dotormine patient olirihillty, 

eon into data forme and decide treatment for bleeding eoisodea, who. 

they occur. 

Z. The doctor responsible for trial administration will receive data totes 

dadioating eligibility of patients for the trial. He 
will

assign 

pationte to a treatment schedule by reference to o table (suppliod by 

Professor kidoeoon), and infotw the doctors responsible for therapeutic 

anfusions, each Into, 'hieh patients ore to receive high dose - and 

which. low do... 

3. The doctors responsible for therapeutic infusions, will administer 

high Cr low done coaoontrate to patient,. They will give the infusions 

once weekly. 

They will also give therapeutic infusions of factor VIII eoncentrato 

when required for o bleeding epteodo, but deco they nee hot 'blind' to 

the treatment assigment, they eruct receive inetruotione about this 

*rot the doctors responsible for olioicel meetogecoxt. 

The practical orraogeoonts ore defined ie dppondir A. 

Vi. I nfoteod Consent 

if ter tentative determination of o peticat', eligibility, the trial will 

be ooploiscd fully to the patient end the potiert'e parents or guardian. 

It is hoped that the Diroctera of heoaojd011lt Unite in the boy,' home areas, 

will assist 
the

Trolear Contra staff in obtaining concoct for inclusion 

in the trial. The folloetog point. will be mado deer -

I, During the entire trial. rich patient will receive an infusion once 
weekly of either high or low deco factor VIII ooncontrhto. 

p. The patient will ICT be told to which treatment he is assigned. 

3. It must be understood that the only onfe osaiaption for the patient t,-
edo. 1. that he i, %.oigfod to the low dose group. Ho should act 
oceordingly by not telling undue risks, and as usual, by promptly 

reporting sympteme reggestirg hemorrhage. 

4. All patients will receive the ouatomary tresteeat, wool no they bore 
had in the past, for bleeding episodes when they occur. 

,. Patients must agree no, intention to participate in the trial for e 
full four tarns, 

Vii. Determination. of patient Rligibil t* 

A. patient will be considered eligible for admission to the trial when the 
data torte cstitled ^Determination of Patient Eligibility' bsve been 
completed by 

one
of the doctor0 responsible for olinioel manageaent, and 

received by the doctor reoponoiblo for total edairiniration. 

VIII. Raadomieatiore Procedure cool Treatment dsoisaent 

Having received the date forms refarr_i to above, the doctor reoponcibla 
for trial administration will provide the dotter aeneerned with therapeutic 
infweloss with a eehodulo, oasigning the patient to treatment with high or 
low done wneestreta, se appropriate. 
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•', r = _ _ adinietr ,F=an ~f gn,~atn:3: 

+mot  V+r ;.ti ant till reverse ha ir.tuoi0e er high Cr lee doss 

ecn: vutrnte - dapar?[.ig on whine , reatment period to euremt. High lose 

coreentrnte Intl be given in not mount naleulsted no proCter a plena 

factor VIII In  grater than 9% for 24 bourn. Low done concentrate will 

be gi»d 1n an ::+sent caleulatci to raise the factor 3111 level by loss 

then t%. 

?he total volese giros to an iw:ioidual patient .All be the once througlont 

the tr.-.nl. Patiotts will be tell that they are receiving one of two different 

dosse of faotcr VIII eons-ntrato. Needloe used for prophylactic iafelci003 

.ill hero an ouLnida diameter no greater than a Yo. 19 gouge, 

Yraeoutlom rill be taken to maiataia firs proesure en the infheicn site 

u:otil ha-moateeis 1a assured. 

I. Treatmeat for BleeouiM reinedao 

Treatment wits fresh fMcon plaano or feeler VIII c000entretes will be given 

on required for bleeding epiaodos, in the usual manner, at the Treatment 

intro, In all inotanncs roquiriag replacnneet therapy. the patient will 

be cveluntrt by one of the doctors responsible for clinical noasgemant, 

and inforsatden o00eereing the binding episode and tm:-tenet required, 

rill be resorted en dotniled in the data fasces. 

ii. )elite-en Clinical Informnti

Cor,lote iefoo,o eteon sill b. recorded on detailed in the data torso (non 

H - 1, 2 and 3), for each of the treatment poricdn. At tie cad of 

,r ;h treatment p-riod, the., data Porno cot-eating to that portal sill be sent 10 

doctor responsible for trial administration. The main objective 

r • i.eic l Ind.. or frogmen viii be the "lusher Cf 83acdni . 

To-omtly, the tot 1 dose of therapeutic netort.l given to lien high art low 

doso groups, end thirdly - the time off wheel for blooding episodes in each 

in ,.p. 

x:7. icruo labor.=t sty Icfnreotina 

it the beginning of oath trial period, c factor VIII inhibitor rotten (4). 

w111 be por:cr-reC. On at le st three oeemiem during 00010 trial p.'riod. 

thr Milt ed lonr done noncantreet- pro-infhsicn and poet-ialWnion plums 
taster VIII lwvols will be essayed. The therapeutic materials will also 

require rondos assay. 

+ Ii. Ypvcisl Yrohlcva 

A. Blm.dinaipinote cooecioioc treotneei within 24 h— or ti 
g art yiectia done 

It is naticipatod flint upon neeeaien, a blooding episode sill occur 
shortly Moro a .eleedulod propIylantic don- of erncoatrso. If a 
bl-editŝ, opTnode oerun which requires treatment within 24 hours pfi-r 
en the nett scheduled praphyl-tie done, the edsiaiRtrativa of that 
pmp!iylr_etia dose will be dal,tyad until 24 - 48 honors niter the 
1—eel lard of replmneoet therapy tot the blooding episode in question. 
fire -fter, tree echndul: of mimi intratioe of prophylaotio dosoa sty 
be. :a3an0oe to tan cu:.or.isa C0 of the patio ot. 
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• h. Oerelcpmegt of factor VI12 inhibisc ra 

If at any time during the trial, a patient develops inhibitors to 

factor VIII, this rill be noted on the data forms which will be sent 

to the doctor responsible for trial administration, and the 
patient 

will be withdrawn from further participation in the trial. 

C. Paulus withdrawn =f oe the Trial 

Ertrese efforts reot be made to ensure that, once admitted to the 

trial, a patient fulfils all the requirements. Per a variety of 

reasons, ( .g•, devalotwoent of factor VIII inhibitors, serious 

intervening illness. necessity to move out of the country, lack of 

patient co-operation etc.), it may be necessary to withdraw pstIents 

from further participation in the trial. However, It —at be reali,o 

that at the momoet of teactmont aaeigneemt, patient. are - for the 

purposes of flats analysis - irrevoechly ,xl_-_itted to the trial. 

ill available infotmtion must be coat to the lector responsible for 

trial administration, in the event of unavoidable a thdrawel. 

3ubetitut. patients should be considered, if withdrawals take place 

in the first half of the trial. 
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