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U.K. IIAEMOPHILIA IHEPATITIS WORKING P.".RTY Z •.` 

TRIALS OF ' ILEPATITTS REDUIC O' f _ACTOR VIII CONCCNTR'.T' 
IN THE N.11.S. = ASSI.~SSIft~r'VT.Of I?ESIDUAL IN '':CTIVITY 

INTRODUCTION 

The recent development of 'hepatitis reduced' factor VIII, where attempts-
: 'dL' 

have been made to reduce the infectivity of concentrates due to hepatitis viruses• 
by pasteurisation, 0-propiolactone, UV light and chemical treatment, has made it 
important to obtain objective evidence as to the safety of these products with regard; 
to (1) the risk of transfusion of hepatitis,(2) the survival of factor VIII
in vivo and (3) tests to exclude the presence of immune complexes and other 
factors which might cause allergic reactions. This is to exclude the possibility 
that the methods used to inactivate hepatitis viruses in factor VIII concentrate 
might alter or denature other plasma proteins present.

Trials for (2) and (3) can be carried out by evaluating the use of 'hepatit•isF'r 
free' concentrate in severe haemophiliacs on regular factor VIII therapy. The =k. 

• assessment of residual, infectivity of concentrate for non-A, non-B hepatitis_ 
and hepatitis B can only be carried out on patients known to be susceptible 

,• s: to non-A, non-B hepatitis. A prospective study (a) of 30 patients each given 
one or two batches of factor VIII to cover an operative procedure or other treatment .~ 
requiring concentrate showed that all 9 patients who had not received blood r' 

concentrates before, contracted non-B hepatitis after receiving their first 
transfusion of either U.S. commercial factor VIII or NHS factor VIII. 

It is proposed to assess the residual infectivity of brands- of 'hepatitis 
reduced' factor VIII by means of a clinical trial in patients who have not 
previously been treated with factor VIII or IX concentrate. 

'METHODS 

The decision to -include any patient in these _trials will be made by the 
Director of the local Haemophilia Centre responsible for the care of any patient, 
based on the following criteria:-

s 

Sub;jects will be selected from infrequently treated patient groups who
have not'previously been treated with factor VIII concentrate. They should not; 
have received any blood products i.n the 6 months prior to entry into the trial, 
and preferably have received less than 50 donor units of cryoprecipitate ( r 3500 
factor VIII nit in the past. They should also be IIB Ag, Anti -RB and Anti-HB 
negative. The actual criteria used will depend on the numberof patients available; 
the group with the least previous exposure to blood products will be chosen. 0
They should also have had no previous hepatitis. A record of their transfusion 
history and past hepatitis should be included in the case notes for the trial. 

For each new product it is intended to prospectively follow the occurrence 
of hepatitis in a series of 10 patients. Five batches will be studied; each batch 
will be given to 2 patients, so that 10 patients will be treated with each product
under -evaluation. 

PROC,L' BURT 
i ~ • 

Patients, attending any of the collaborating Haemophilia Centres during 
the course of the project who ful.fill the criteria given will be admitted to the 
study. The ob; ect of the mtudy will be explained to them, and their consent ,
or that of their parent- obtained, if under 1.6 years of. age. 
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Prior to the start of treatment each patient will undergo a full clinical

examination, with special reference to liver disease, and blood will betaken for 

hepatitis A nd B antibody and a full blood count and liver function tests

• 

 ~. 

before treatment is started. A record should be made of their detailed • 

transfusion history and past attacks of hepatitis. If the patient is seen as 

an emergency, then as many tests will be performed as is compatible with the

situation. 

Patients will be followed up for 52 weeks following their treatment 

-episode in the absence of any transfusion hepatitis. Liver function tests 

and tests for hepatitis A and B markers, CMV and EBV will be carried out at 

4 appropriate intervals. Blood will be collected before treatment and at-
weeks; 1, 2, 4, 8, 12, 16, 20, 24, 28, 32, 40 and 52 post-transfusion. If a 

patient develops evidence of acute hepatitis, his liver function tests and -

hepatitis B serology will be followed fortnightly until his condition resolves, or 

for 3 months after the onset, and if his condition has not resolved, then monthly_;,.-` 

for six months. Follow-up after this will be 3 monthly for the next 2 years. `;,~• '_ 

DEFINITION OF HEPATITIS

A patient will be considered to be suffering from acute hepatitis if he
develops clinical symptoms and signs as described in form Cl, or shows an increase
of at least two and a half times the upper limit-of normal serum aminotransferase ,
levels, having had normal values previously. °•~" 

Hepatitis will be classified as acute icteric (raised serum bilirubin) 
anicteric - ;'-

.. symptomless 

+-This may he of two varieties-, - hepatitis B or non-A, non-B. •Hepatitis A, 
cytoiaegalovirus infection, glandular fever and toxdplasmosis will be excluded

''by appropriate laboratory tests.

:iF + LABOHATOORY T! STING 

It is hoped that the sera obtained ;from patients in this project will be 
made available to the Hepatitis Working Party for use when tests for non-A, 
non-B hepatitis become available. A collection of sera from 40 patients treated 
with factor VIII and IX both MIS and commercial currently used in the U.K. 
in a prospective study at the Oxford haemophilia Centre have been established
at the Public Hc'alth Laboratory, Withington Hospital, Manchester by Dr. Craske. 

~ ~ T 

While the basic laboratory tests may be carried out at the; Microbiology', 
• Laboratory serving the local Haemophilia Centre, stored aliquots of each specimen..: 

(2.Oml serum) obtained from all patients during the period of follow-up should . • • :. 
be sent to Dr. J. Craske, Public Health Laboratory, Withington Hospital, 
Manchester M20 SLR. Any tests not available locally can be arranged by request 
to Dr. Craske. This will provide a more stringent test of the inactivation 
procedure used in the preparation of 'hepatitis reduced' factor VIII. Advantage -
must therefore be taken of this unique opportunity to make a collection of specimens 
obtained i.n, this study. 

FOLLOW-UP 

Patients whose liver function tests remain elevated for one ..-ear after the 
:cute att •ck of non- , non-B hepatitis or become carriers of hepatitis B virus will 
he referrer! to the Irsc-~i liver clinic for investia Lion of 'chronic liver disease. 
Liver biopsy will not be carried out unless clinically indicated. 
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TRANSFUSION RECORDS 

'D.,.tailed transfusion records will be kept for all patients followed in the 

project. Copies of the completed follow-up form Ti will be sent to Dr. Craske ;•;'', 

at the end of the study.

RFsULT5

.."•t appropriate intervals in the project, the incidence of acute hepatitis-, : 
both B and non-A, non-B, will be assessed in relation ta:- :. . ;,„ ,• 

1) The type of produce transfused

2) The transfusion history of patient,each 

3) The disease category and severity of coagulation defect of each
patient.

4) The ratio of symptomatic to symptomless cases of hepatitis for
hepatitis B and non-A, non-B hepatitis.

ay •. 

5) The age of the patients ^=~, 

6) The amount of factor VIII or IX transfused to each patient

7) The attack rate for each brand of product ``•"`' 

8) The incidence of chronic sequelae for each product and type r: 
• of. hepatitis. 

• The record form of each patient will be reviewed by Dr. Craske and the
:• Director of the Haemophilia Centre caring for the patient. The results of the ':. _.. 

trial and the conclusions of the Hepatitis Working Party on the implications 
of the results will be reported to the Committee of the Haemophilia Centre 
nc_ference Directors. The manufacturers • of the product under trial will be sent
report of the tz~ial, with copies to thejdedicines Division, D.H.S.S., and 

:r.. 

Dr. Watford, D.H.S.S.

• 
F ERF2 CE 

a) Craske, J., Fletcher, Kiry, Paver, K1., Rizza, C.R., Spooner, R.J.D., and 
Trowell, Joan. Factor VIII and IX related non-A, non-B hepatitis:-
preliminary results of a prospective study of patients treated with NHS 
concentrate - In Preparation. -
. 3 i 

J. Craske 2•,'.3.83. 
Public Health L•boratory, 
Withinton Hospital, 
htanchecter M20 SLR 
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•~h. '• :ASSESSMENT OF RESIDUAL INFECTIVITY OF "HEPATITIS REDUCED" FACTOR _- 

• VIII CONCENTRATES FOR NON-A, NON-B OR HEPATITIS B VIRUSES 

i 

VIRAL HEPATITIS FOLLOW-UP` 

i 

Patient • 

Previous history of hepatitis 

PRODUCT UNDER TRIAL 

HAEMOPHILIA CENTRE 

FACTOR VIII LEVEL 

Date of last treatment: Vas Cryoppt. or concentrate given? 

Reas... for current treatment - Batch No. of concentrate 

Date of current treatment Amount (Factor VIII Units) - 

TEST ENQUIRY PRE TREATMENT FOLLOW-UP DATES 
SAMPLE DATE 

Bilirubin (p mol/1) 
• r 

Al.•inine amino 
transferases (iu/1.) 

Aspartate 
Aminotransferalse (iu/1) 

Alkaline phosphatane

JIB &Ag. HA 0

PIA 

Anti 1113 RhA 
C 

Anti 1l8 •s 
Anti RAV 

Anti HAV IgM 

CMV CFT i J 

Clinical illness - P 3 
suggestive of hepatitis 
sinCe llnSt seen  -

(enter. Yes/No y # 
t t 

History of. . tr.^.nsfusion 
since last seen 
(enter Yes/Nn } 
If Yes Product. and Date)

.'This form should be used for cumulative recording of results of tests at intervals 
as i.ndicatnd in the main protocol for up to nine months after receiving ''lepatitis Reduced". 

:Factor VIII. -

S r,,n ;for hepat i;T is 13 : ntigen anal antibody, ..hepatlti.,~ A., CMV and EBV antibodies--rhr gild' ' 
be.ypac~ked w3fh~a"t. nil:irwy'p%ec ii:ioas :rang'ent.to:Dr.,J:Crvske;at the Public Hf~alth 
L, l•r 'tor. 1. i t h In ton [[or l t it hlaahst 'LO 8LR , ){~ cif +' ' ~~•~/y'r`~,

11'• °`;a v.  1F `ia ter ' _ i  -i'-'~ t ." v"` z..9.i'l ,•t1•-. sni•}~;~L '. ¢1fi~.:S{'~ ' ~•y.✓= 

Si ter3. i .. 

.k c ~ . cl •.~~ ~~'. ems' # ti y r 
i»....F ~' ..... -...~ ....

Date . 1 .. ti itz .. 1. tt
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tcoritinuation siieei.) 

patient ''
SURNAME 1PRUDUCT UNDER TRIAL 

FUIi\AM! (S); IIAIJ'K)PHILIA CENTRE 

'ES? MQUIRY i PRE TREATbEE.NT FOLLOW-UP DAT:'S 
SAMPLE. DATE 

• I 

• 

• 

iilirubin (u mol/1) J t ~ • 
4 i

tlanine amino i } 
.ransferases (iu/1)

tspartate
tminotransferase (iu/1) j i fI r

Ukaline phosphatase 

1B 
Ag

.
s 

!HA 
j 

RIA 

anti HB 
RIA l 

:Intl HB i { 

Viti• HAV 

anti HAV IgN i -~ 

CMV CFT 

CBV 

Clin; t;illness
sugge~...ive of hepatitis 
since last seen 

~. (enter Yes/No) 

History of transfusion 
since last seen 
(enter Yes/No
If Yes product and date) 

•`t. _ r 

Jam• ,. 

0 00 0  

- 
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